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Table 35.1.1.6.5.3E 

Summary of Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

ECOG: 0 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3e-tte-teae-gr3h-soc-pt-ecogpsbl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=102 

Fruquintinib + BSC 

N=193 

Kaplan-Meier Estimates at % (95% CI)   

3 months 99.0 (97.0, 100.0) 82.7 (77.3, 88.1) 

6 months 99.0 (97.0, 100.0) 81.8 (76.1, 87.4) 
9 months NE (NE, NE) 81.8 (76.1, 87.4) 

12 months NE (NE, NE) 76.3 (64.7, 87.9) 

18 months NE (NE, NE) 76.3 (64.7, 87.9) 

 

Median Follow-up Time (months) 2.83 4.57 
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Table 35.1.1.6.5.3E 

Summary of Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

ECOG: 0 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3e-tte-teae-gr3h-soc-pt-ecogpsbl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=102 

Fruquintinib + BSC 

N=193 

Number of Subjects with Events, n (%) 0 18 (9.3) 

Number of Subjects Censored, n (%) 102 (100.0) 175 (90.7) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 13.14 (13.14, NE) 

Median (95% CI) NE (NE, NE) 13.14 (13.14, NE) 

75% percentile (95% CI) NE (NE, NE) NE (13.14, NE) 

Min, Max 0.4*, 8.4* 0.5, 18.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.016 
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Table 35.1.1.6.5.3E 

Summary of Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

ECOG: 0 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3e-tte-teae-gr3h-soc-pt-ecogpsbl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=102 

Fruquintinib + BSC 

N=193 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 94.7 (91.5, 97.9) 

6 months 100.0 (100.0, 100.0) 88.3 (82.5, 94.1) 
9 months NE (NE, NE) 86.3 (79.3, 93.2) 

12 months NE (NE, NE) 86.3 (79.3, 93.2) 

18 months NE (NE, NE) 43.1 (0.0, 100.0) 

 

Median Follow-up Time (months) 2.83 4.67 
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Table 35.1.1.6.5.3E 

Summary of Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

ECOG: 0 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3e-tte-teae-gr3h-soc-pt-ecogpsbl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=102 

Fruquintinib + BSC 

N=193 

Number of Subjects with Events, n (%) 0 17 (8.8) 

Number of Subjects Censored, n (%) 102 (100.0) 176 (91.2) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.4*, 8.4* 0.5, 18.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.016 
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Table 35.1.1.6.5.3E 

Summary of Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

ECOG: 0 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3e-tte-teae-gr3h-soc-pt-ecogpsbl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=102 

Fruquintinib + BSC 

N=193 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 94.7 (91.5, 97.9) 

6 months 100.0 (100.0, 100.0) 88.3 (82.5, 94.1) 
9 months NE (NE, NE) 86.3 (79.3, 93.2) 

12 months NE (NE, NE) 86.3 (79.3, 93.2) 

18 months NE (NE, NE) 86.3 (79.3, 93.2) 

 

Median Follow-up Time (months) 2.83 4.67 
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Table 35.1.1.6.5.3E 

Summary of Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

ECOG: 1 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3e-tte-teae-gr3h-soc-pt-ecogpsbl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=128 

Fruquintinib + BSC 

N=263 

Number of Subjects with Events, n (%) 33 (25.8) 62 (23.6) 

Number of Subjects Censored, n (%) 95 (74.2) 201 (76.4) 

 
Time to first TEAE (months)   

25% percentile (95% CI) 2.23 (1.38, NE) 4.27 (2.83, 12.22) 

Median (95% CI) NE (NE, NE) NE (12.22, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.1, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.723 (0.219) 

95% CI  (0.471, 1.112) 

Log-rank p-value  0.102 
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Table 35.1.1.6.5.3E 

Summary of Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

ECOG: 1 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3e-tte-teae-gr3h-soc-pt-ecogpsbl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=128 

Fruquintinib + BSC 

N=263 

Kaplan-Meier Estimates at % (95% CI)   

3 months 72.7 (64.5, 80.9) 79.6 (74.5, 84.7) 

6 months 69.1 (58.6, 79.5) 71.5 (64.9, 78.2) 
9 months 69.1 (58.6, 79.5) 71.5 (64.9, 78.2) 

12 months 69.1 (58.6, 79.5) 65.6 (52.8, 78.3) 

18 months NE (NE, NE) 56.2 (36.0, 76.4) 

 

Median Follow-up Time (months) 2.43 2.86 
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Table 35.1.1.6.5.3E 

Summary of Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

ECOG: 1 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3e-tte-teae-gr3h-soc-pt-ecogpsbl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=128 

Fruquintinib + BSC 

N=263 

Number of Subjects with Events, n (%) 21 (16.4) 20 (7.6) 

Number of Subjects Censored, n (%) 107 (83.6) 243 (92.4) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (2.40, NE) NE (12.22, NE) 

Median (95% CI) NE (NE, NE) NE (12.22, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.6*, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.329 (0.320) 

95% CI  (0.176, 0.616) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3E 

Summary of Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

ECOG: 1 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3e-tte-teae-gr3h-soc-pt-ecogpsbl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=128 

Fruquintinib + BSC 

N=263 

Kaplan-Meier Estimates at % (95% CI)   

3 months 81.9 (74.5, 89.3) 93.8 (90.7, 96.8) 

6 months 77.8 (67.3, 88.3) 90.1 (85.5, 94.7) 
9 months 77.8 (67.3, 88.3) 90.1 (85.5, 94.7) 

12 months 77.8 (67.3, 88.3) 90.1 (85.5, 94.7) 

18 months NE (NE, NE) 77.2 (53.5, 100.0) 

 

Median Follow-up Time (months) 2.58 3.25 
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Table 35.1.1.6.5.3E 

Summary of Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

ECOG: 1 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3e-tte-teae-gr3h-soc-pt-ecogpsbl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=128 

Fruquintinib + BSC 

N=263 

Number of Subjects with Events, n (%) 9 (7.0) 23 (8.7) 

Number of Subjects Censored, n (%) 119 (93.0) 240 (91.3) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (11.04, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.1, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  1.058 (0.397) 

95% CI  (0.486, 2.304) 

Log-rank p-value  0.850 
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Table 35.1.1.6.5.3E 

Summary of Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

ECOG: 1 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3e-tte-teae-gr3h-soc-pt-ecogpsbl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=128 

Fruquintinib + BSC 

N=263 

Kaplan-Meier Estimates at % (95% CI)   

3 months 91.9 (86.8, 97.0) 91.2 (87.5, 94.8) 

6 months 91.9 (86.8, 97.0) 89.9 (85.4, 94.3) 
9 months 91.9 (86.8, 97.0) 89.9 (85.4, 94.3) 

12 months 91.9 (86.8, 97.0) 82.4 (67.7, 97.0) 

18 months NE (NE, NE) 82.4 (67.7, 97.0) 

 

Median Follow-up Time (months) 2.46 3.06 
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Table 35.1.1.6.5.3E 

Summary of Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

ECOG: 1 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3e-tte-teae-gr3h-soc-pt-ecogpsbl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=128 

Fruquintinib + BSC 

N=263 

Number of Subjects with Events, n (%) 3 (2.3) 30 (11.4) 

Number of Subjects Censored, n (%) 125 (97.7) 233 (88.6) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.1, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  4.862 (0.607) 

95% CI  (1.481, 15.961) 

Log-rank p-value  0.004 
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Table 35.1.1.6.5.3E 

Summary of Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

ECOG: 1 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3e-tte-teae-gr3h-soc-pt-ecogpsbl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=128 

Fruquintinib + BSC 

N=263 

Kaplan-Meier Estimates at % (95% CI)   

3 months 98.3 (96.1, 100.0) 88.2 (84.2, 92.2) 

6 months 93.9 (85.0, 100.0) 88.2 (84.2, 92.2) 
9 months 93.9 (85.0, 100.0) 88.2 (84.2, 92.2) 

12 months 93.9 (85.0, 100.0) 88.2 (84.2, 92.2) 

18 months NE (NE, NE) 88.2 (84.2, 92.2) 

 

Median Follow-up Time (months) 2.56 2.86 
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Table 35.1.1.6.5.3E 

Summary of Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

ECOG: 1 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3e-tte-teae-gr3h-soc-pt-ecogpsbl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=128 

Fruquintinib + BSC 

N=263 

Number of Subjects with Events, n (%) 1 (0.8) 27 (10.3) 

Number of Subjects Censored, n (%) 127 (99.2) 236 (89.7) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.1, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  13.540 (1.019) 

95% CI  (1.838, 99.739) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3E 

Summary of Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

ECOG: 1 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3e-tte-teae-gr3h-soc-pt-ecogpsbl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=128 

Fruquintinib + BSC 

N=263 

Kaplan-Meier Estimates at % (95% CI)   

3 months 99.1 (97.5, 100.0) 89.4 (85.7, 93.2) 

6 months 99.1 (97.5, 100.0) 89.4 (85.7, 93.2) 
9 months 99.1 (97.5, 100.0) 89.4 (85.7, 93.2) 

12 months 99.1 (97.5, 100.0) 89.4 (85.7, 93.2) 

18 months NE (NE, NE) 89.4 (85.7, 93.2) 

 

Median Follow-up Time (months) 2.56 2.86 
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Table 35.1.1.6.5.3E 

Summary of Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

ECOG: 1 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3e-tte-teae-gr3h-soc-pt-ecogpsbl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=128 

Fruquintinib + BSC 

N=263 

Number of Subjects with Events, n (%) 1 (0.8) 13 (4.9) 

Number of Subjects Censored, n (%) 127 (99.2) 250 (95.1) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.4, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  5.705 (1.041) 

95% CI  (0.741, 43.908) 

Log-rank p-value  0.059 
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Table 35.1.1.6.5.3E 

Summary of Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

ECOG: 1 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3e-tte-teae-gr3h-soc-pt-ecogpsbl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=128 

Fruquintinib + BSC 

N=263 

Kaplan-Meier Estimates at % (95% CI)   

3 months 99.2 (97.7, 100.0) 94.9 (92.1, 97.8) 

6 months 99.2 (97.7, 100.0) 93.8 (90.3, 97.4) 
9 months 99.2 (97.7, 100.0) 93.8 (90.3, 97.4) 

12 months 99.2 (97.7, 100.0) 93.8 (90.3, 97.4) 

18 months NE (NE, NE) 93.8 (90.3, 97.4) 

 

Median Follow-up Time (months) 2.58 3.06 
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Table 35.1.1.6.5.3E 

Summary of Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

ECOG: 1 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3e-tte-teae-gr3h-soc-pt-ecogpsbl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=128 

Fruquintinib + BSC 

N=263 

Number of Subjects with Events, n (%) 0 12 (4.6) 

Number of Subjects Censored, n (%) 128 (100.0) 251 (95.4) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.4, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.021 
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Table 35.1.1.6.5.3F 

Summary of Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

<= 18 months 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3f-tte-teae-gr3h-soc-pt-mtsdgcat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=128 

Fruquintinib + BSC 

N=263 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 95.3 (92.6, 98.0) 

6 months 100.0 (100.0, 100.0) 94.2 (90.7, 97.7) 
9 months 100.0 (100.0, 100.0) 94.2 (90.7, 97.7) 

12 months 100.0 (100.0, 100.0) 94.2 (90.7, 97.7) 

18 months NE (NE, NE) 94.2 (90.7, 97.7) 

 

Median Follow-up Time (months) 2.58 3.06 

 

 

Statistics 

Placebo + BSC 

N=13 

Fruquintinib + BSC 

N=37 

Number of Subjects with Events, n (%) 3 (23.1) 5 (13.5) 

Number of Subjects Censored, n (%) 10 (76.9) 32 (86.5) 

 

Time to first TEAE (months)   
25% percentile (95% CI) 2.30 (1.94, NE) NE (1.74, NE) 

Median (95% CI) 4.14 (1.94, NE) NE (4.57, NE) 

75% percentile (95% CI) 4.14 (NE, NE) NE (NE, NE) 
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Table 35.1.1.6.5.3F 

Summary of Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

<= 18 months 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3f-tte-teae-gr3h-soc-pt-mtsdgcat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=13 

Fruquintinib + BSC 

N=37 

Min, Max 1.3*, 4.1 1.1, 20.1* 

 

Comparison (Fruquintinib + BSC vs Placebo + BSC)   
Hazard Ratio (SE)  0.349 (0.790) 

95% CI  (0.074, 1.643) 

Log-rank p-value  0.204 
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Table 35.1.1.6.5.3F 

Summary of Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

<= 18 months 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3f-tte-teae-gr3h-soc-pt-mtsdgcat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=13 

Fruquintinib + BSC 

N=37 

Kaplan-Meier Estimates at % (95% CI)   

3 months 71.4 (38.0, 100.0) 89.1 (79.0, 99.2) 

6 months 0.0 (NE, NE) 78.0 (55.7, 100.0) 
9 months 0.0 (NE, NE) 78.0 (55.7, 100.0) 

12 months 0.0 (NE, NE) 78.0 (55.7, 100.0) 

18 months 0.0 (NE, NE) 78.0 (55.7, 100.0) 

 

Median Follow-up Time (months) 1.94 2.83 
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Table 35.1.1.6.5.3F 

Summary of Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

<= 18 months 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3f-tte-teae-gr3h-soc-pt-mtsdgcat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=13 

Fruquintinib + BSC 

N=37 

Number of Subjects with Events, n (%) 0 4 (10.8) 

Number of Subjects Censored, n (%) 13 (100.0) 33 (89.2) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (4.57, NE) 

Median (95% CI) NE (NE, NE) NE (4.57, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.3*, 5.6* 1.1, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.234 
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Table 35.1.1.6.5.3F 

Summary of Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

<= 18 months 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3f-tte-teae-gr3h-soc-pt-mtsdgcat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=13 

Fruquintinib + BSC 

N=37 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 91.8 (82.9, 100.0) 

6 months NE (NE, NE) 80.3 (57.9, 100.0) 
9 months NE (NE, NE) 80.3 (57.9, 100.0) 

12 months NE (NE, NE) 80.3 (57.9, 100.0) 

18 months NE (NE, NE) 80.3 (57.9, 100.0) 

 

Median Follow-up Time (months) 2.30 2.83 
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Table 35.1.1.6.5.3F 

Summary of Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

<= 18 months 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3f-tte-teae-gr3h-soc-pt-mtsdgcat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=13 

Fruquintinib + BSC 

N=37 

Number of Subjects with Events, n (%) 0 3 (8.1) 

Number of Subjects Censored, n (%) 13 (100.0) 34 (91.9) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.3*, 5.6* 0.7, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.421 
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Table 35.1.1.6.5.3F 

Summary of Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

<= 18 months 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3f-tte-teae-gr3h-soc-pt-mtsdgcat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=13 

Fruquintinib + BSC 

N=37 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 91.7 (82.8, 100.0) 

6 months NE (NE, NE) 91.7 (82.8, 100.0) 
9 months NE (NE, NE) 91.7 (82.8, 100.0) 

12 months NE (NE, NE) 91.7 (82.8, 100.0) 

18 months NE (NE, NE) 91.7 (82.8, 100.0) 

 

Median Follow-up Time (months) 2.30 2.83 
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Table 35.1.1.6.5.3F 

Summary of Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

<= 18 months 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3f-tte-teae-gr3h-soc-pt-mtsdgcat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=13 

Fruquintinib + BSC 

N=37 

Number of Subjects with Events, n (%) 0 3 (8.1) 

Number of Subjects Censored, n (%) 13 (100.0) 34 (91.9) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.3*, 5.6* 0.7, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.421 
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Table 35.1.1.6.5.3F 

Summary of Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

<= 18 months 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proport ional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3f-tte-teae-gr3h-soc-pt-mtsdgcat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=13 

Fruquintinib + BSC 

N=37 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 91.7 (82.8, 100.0) 

6 months NE (NE, NE) 91.7 (82.8, 100.0) 
9 months NE (NE, NE) 91.7 (82.8, 100.0) 

12 months NE (NE, NE) 91.7 (82.8, 100.0) 

18 months NE (NE, NE) 91.7 (82.8, 100.0) 

 

Median Follow-up Time (months) 2.30 2.83 
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Table 35.1.1.6.5.3F 

Summary of Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

<= 18 months 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3f-tte-teae-gr3h-soc-pt-mtsdgcat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=13 

Fruquintinib + BSC 

N=37 

Number of Subjects with Events, n (%) 0 1 (2.7) 

Number of Subjects Censored, n (%) 13 (100.0) 36 (97.3) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.3*, 5.6* 1.0, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.540 
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Table 35.1.1.6.5.3F 

Summary of Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

<= 18 months 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3f-tte-teae-gr3h-soc-pt-mtsdgcat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=13 

Fruquintinib + BSC 

N=37 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 97.3 (92.1, 100.0) 

6 months NE (NE, NE) 97.3 (92.1, 100.0) 
9 months NE (NE, NE) 97.3 (92.1, 100.0) 

12 months NE (NE, NE) 97.3 (92.1, 100.0) 

18 months NE (NE, NE) 97.3 (92.1, 100.0) 

 

Median Follow-up Time (months) 2.30 2.83 
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Table 35.1.1.6.5.3F 

Summary of Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

<= 18 months 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3f-tte-teae-gr3h-soc-pt-mtsdgcat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=13 

Fruquintinib + BSC 

N=37 

Number of Subjects with Events, n (%) 0 1 (2.7) 

Number of Subjects Censored, n (%) 13 (100.0) 36 (97.3) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.3*, 5.6* 1.0, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.540 
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Table 35.1.1.6.5.3F 

Summary of Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

<= 18 months 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3f-tte-teae-gr3h-soc-pt-mtsdgcat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=13 

Fruquintinib + BSC 

N=37 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 97.3 (92.1, 100.0) 

6 months NE (NE, NE) 97.3 (92.1, 100.0) 
9 months NE (NE, NE) 97.3 (92.1, 100.0) 

12 months NE (NE, NE) 97.3 (92.1, 100.0) 

18 months NE (NE, NE) 97.3 (92.1, 100.0) 

 

Median Follow-up Time (months) 2.30 2.83 
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Table 35.1.1.6.5.3F 

Summary of Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

> 18 months 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3f-tte-teae-gr3h-soc-pt-mtsdgcat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=217 

Fruquintinib + BSC 

N=419 

Number of Subjects with Events, n (%) 41 (18.9) 86 (20.5) 

Number of Subjects Censored, n (%) 176 (81.1) 333 (79.5) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (2.76, NE) 11.04 (4.27, 16.07) 

Median (95% CI) NE (NE, NE) NE (16.07, NE) 

75% percentile (95% CI) NE (NE, NE) NE (16.07, NE) 

Min, Max 0.2*, 13.0* 0.1, 19.8* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.829 (0.195) 

95% CI  (0.566, 1.215) 

Log-rank p-value  0.348 
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Table 35.1.1.6.5.3F 

Summary of Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

> 18 months 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3f-tte-teae-gr3h-soc-pt-mtsdgcat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=217 

Fruquintinib + BSC 

N=419 

Kaplan-Meier Estimates at % (95% CI)   

3 months 80.8 (75.3, 86.2) 84.3 (80.7, 87.8) 

6 months 77.2 (70.1, 84.4) 75.6 (70.7, 80.5) 
9 months 77.2 (70.1, 84.4) 75.6 (70.7, 80.5) 

12 months 77.2 (70.1, 84.4) 72.3 (64.4, 80.2) 

18 months NE (NE, NE) 50.3 (20.4, 80.3) 

 

Median Follow-up Time (months) 2.83 3.65 
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Table 35.1.1.6.5.3F 

Summary of Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

> 18 months 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3f-tte-teae-gr3h-soc-pt-mtsdgcat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=217 

Fruquintinib + BSC 

N=419 

Number of Subjects with Events, n (%) 28 (12.9) 23 (5.5) 

Number of Subjects Censored, n (%) 189 (87.1) 396 (94.5) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (3.75, NE) NE (12.22, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.6*, 19.8* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.271 (0.295) 

95% CI  (0.152, 0.483) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3F 

Summary of Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

> 18 months 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3f-tte-teae-gr3h-soc-pt-mtsdgcat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=217 

Fruquintinib + BSC 

N=419 

Kaplan-Meier Estimates at % (95% CI)   

3 months 86.5 (81.6, 91.4) 96.4 (94.6, 98.3) 

6 months 82.8 (75.8, 89.8) 92.7 (89.6, 95.9) 
9 months 82.8 (75.8, 89.8) 92.7 (89.6, 95.9) 

12 months 82.8 (75.8, 89.8) 92.7 (89.6, 95.9) 

18 months NE (NE, NE) 86.1 (73.3, 98.9) 

 

Median Follow-up Time (months) 2.83 4.24 

 



TAKEDA Page 303 of 724 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Table 35.1.1.6.5.3F 

Summary of Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

> 18 months 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3f-tte-teae-gr3h-soc-pt-mtsdgcat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=217 

Fruquintinib + BSC 

N=419 

Number of Subjects with Events, n (%) 9 (4.1) 35 (8.4) 

Number of Subjects Censored, n (%) 208 (95.9) 384 (91.6) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 16.07 (16.07, NE) 

Median (95% CI) NE (NE, NE) NE (16.07, NE) 

75% percentile (95% CI) NE (NE, NE) NE (16.07, NE) 

Min, Max 0.2*, 13.0* 0.1, 19.8* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  1.608 (0.378) 

95% CI  (0.766, 3.376) 

Log-rank p-value  0.187 
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Table 35.1.1.6.5.3F 

Summary of Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

> 18 months 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3f-tte-teae-gr3h-soc-pt-mtsdgcat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=217 

Fruquintinib + BSC 

N=419 

Kaplan-Meier Estimates at % (95% CI)   

3 months 95.4 (92.5, 98.4) 92.9 (90.3, 95.4) 

6 months 95.4 (92.5, 98.4) 90.5 (87.2, 93.8) 
9 months 95.4 (92.5, 98.4) 90.5 (87.2, 93.8) 

12 months 95.4 (92.5, 98.4) 86.6 (78.4, 94.7) 

18 months NE (NE, NE) 64.9 (27.7, 100.0) 

 

Median Follow-up Time (months) 2.83 3.78 
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Table 35.1.1.6.5.3F 

Summary of Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

> 18 months 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3f-tte-teae-gr3h-soc-pt-mtsdgcat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=217 

Fruquintinib + BSC 

N=419 

Number of Subjects with Events, n (%) 4 (1.8) 64 (15.3) 

Number of Subjects Censored, n (%) 213 (98.2) 355 (84.7) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (10.35, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.0, 19.8* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  8.568 (0.518) 

95% CI  (3.104, 23.648) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3F 

Summary of Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

> 18 months 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule s tratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3f-tte-teae-gr3h-soc-pt-mtsdgcat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=217 

Fruquintinib + BSC 

N=419 

Kaplan-Meier Estimates at % (95% CI)   

3 months 98.6 (97.0, 100.0) 85.0 (81.6, 88.5) 

6 months 96.2 (91.3, 100.0) 83.8 (80.0, 87.6) 
9 months 96.2 (91.3, 100.0) 83.8 (80.0, 87.6) 

12 months 96.2 (91.3, 100.0) 80.3 (72.7, 88.0) 

18 months NE (NE, NE) 80.3 (72.7, 88.0) 

 

Median Follow-up Time (months) 2.83 3.61 
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Table 35.1.1.6.5.3F 

Summary of Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

> 18 months 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3f-tte-teae-gr3h-soc-pt-mtsdgcat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=217 

Fruquintinib + BSC 

N=419 

Number of Subjects with Events, n (%) 2 (0.9) 59 (14.1) 

Number of Subjects Censored, n (%) 215 (99.1) 360 (85.9) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (10.35, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.0, 19.8* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  16.210 (0.721) 

95% CI  (3.944, 66.619) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3F 

Summary of Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

> 18 months 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3f-tte-teae-gr3h-soc-pt-mtsdgcat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=217 

Fruquintinib + BSC 

N=419 

Kaplan-Meier Estimates at % (95% CI)   

3 months 99.0 (97.7, 100.0) 86.0 (82.7, 89.4) 

6 months 99.0 (97.7, 100.0) 85.5 (82.0, 89.0) 
9 months 99.0 (97.7, 100.0) 85.5 (82.0, 89.0) 

12 months 99.0 (97.7, 100.0) 82.1 (74.7, 89.5) 

18 months NE (NE, NE) 82.1 (74.7, 89.5) 

 

Median Follow-up Time (months) 2.83 3.65 
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Table 35.1.1.6.5.3F 

Summary of Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

> 18 months 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3f-tte-teae-gr3h-soc-pt-mtsdgcat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=217 

Fruquintinib + BSC 

N=419 

Number of Subjects with Events, n (%) 1 (0.5) 30 (7.2) 

Number of Subjects Censored, n (%) 216 (99.5) 389 (92.8) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 13.14 (13.14, NE) 

Median (95% CI) NE (NE, NE) NE (13.14, NE) 

75% percentile (95% CI) NE (NE, NE) NE (13.14, NE) 

Min, Max 0.2*, 13.0* 0.4, 19.8* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  11.224 (1.020) 

95% CI  (1.520, 82.880) 

Log-rank p-value  0.003 

 



TAKEDA Page 310 of 724 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Table 35.1.1.6.5.3F 

Summary of Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

> 18 months 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3f-tte-teae-gr3h-soc-pt-mtsdgcat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=217 

Fruquintinib + BSC 

N=419 

Kaplan-Meier Estimates at % (95% CI)   

3 months 99.5 (98.6, 100.0) 94.7 (92.4, 96.9) 

6 months 99.5 (98.6, 100.0) 90.5 (86.7, 94.2) 
9 months 99.5 (98.6, 100.0) 89.3 (84.9, 93.6) 

12 months 99.5 (98.6, 100.0) 89.3 (84.9, 93.6) 

18 months NE (NE, NE) 59.5 (11.8, 100.0) 

 

Median Follow-up Time (months) 2.83 3.75 
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Table 35.1.1.6.5.3F 

Summary of Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

> 18 months 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3f-tte-teae-gr3h-soc-pt-mtsdgcat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=217 

Fruquintinib + BSC 

N=419 

Number of Subjects with Events, n (%) 0 28 (6.7) 

Number of Subjects Censored, n (%) 217 (100.0) 391 (93.3) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.4, 19.8* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.001 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Colon 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=217 

Fruquintinib + BSC 

N=419 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 94.9 (92.7, 97.1) 

6 months 100.0 (100.0, 100.0) 90.7 (87.0, 94.4) 
9 months 100.0 (100.0, 100.0) 89.5 (85.2, 93.9) 

12 months 100.0 (100.0, 100.0) 89.5 (85.2, 93.9) 

18 months NE (NE, NE) 89.5 (85.2, 93.9) 

 

Median Follow-up Time (months) 2.83 3.75 

 

 

Statistics 

Placebo + BSC 

N=138 

Fruquintinib + BSC 

N=276 

Number of Subjects with Events, n (%) 32 (23.2) 55 (19.9) 

Number of Subjects Censored, n (%) 106 (76.8) 221 (80.1) 

 

Time to first TEAE (months)   
25% percentile (95% CI) 3.19 (2.23, NE) 11.04 (3.91, NE) 

Median (95% CI) NE (NE, NE) NE (12.22, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Colon 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=138 

Fruquintinib + BSC 

N=276 

Min, Max 0.4*, 6.8* 0.1, 17.5* 

 

Comparison (Fruquintinib + BSC vs Placebo + BSC)   
Hazard Ratio (SE)  0.641 (0.230) 

95% CI  (0.408, 1.006) 

Log-rank p-value  0.051 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Colon 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=138 

Fruquintinib + BSC 

N=276 

Kaplan-Meier Estimates at % (95% CI)   

3 months 76.4 (68.9, 83.9) 84.9 (80.5, 89.2) 

6 months 69.5 (58.0, 81.0) 76.1 (70.1, 82.2) 
9 months NE (NE, NE) 76.1 (70.1, 82.2) 

12 months NE (NE, NE) 68.5 (53.4, 83.7) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.79 3.45 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Colon 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=138 

Fruquintinib + BSC 

N=276 

Number of Subjects with Events, n (%) 20 (14.5) 17 (6.2) 

Number of Subjects Censored, n (%) 118 (85.5) 259 (93.8) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (3.19, NE) NE (12.22, NE) 

Median (95% CI) NE (NE, NE) NE (12.22, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.4*, 6.8* 0.8*, 17.5* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.255 (0.351) 

95% CI  (0.128, 0.507) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Colon 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=138 

Fruquintinib + BSC 

N=276 

Kaplan-Meier Estimates at % (95% CI)   

3 months 84.9 (78.4, 91.5) 96.1 (93.7, 98.5) 

6 months 77.3 (65.3, 89.2) 91.8 (87.7, 95.9) 
9 months NE (NE, NE) 91.8 (87.7, 95.9) 

12 months NE (NE, NE) 91.8 (87.7, 95.9) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.81 3.75 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

Colon 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=138 

Fruquintinib + BSC 

N=276 

Number of Subjects with Events, n (%) 5 (3.6) 20 (7.2) 

Number of Subjects Censored, n (%) 133 (96.4) 256 (92.8) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (11.04, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.4*, 6.8* 0.1, 17.5* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  1.642 (0.508) 

95% CI  (0.607, 4.441) 

Log-rank p-value  0.356 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

Colon 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=138 

Fruquintinib + BSC 

N=276 

Kaplan-Meier Estimates at % (95% CI)   

3 months 96.3 (93.0, 99.5) 94.0 (91.2, 96.9) 

6 months 96.3 (93.0, 99.5) 91.8 (88.1, 95.6) 
9 months NE (NE, NE) 91.8 (88.1, 95.6) 

12 months NE (NE, NE) 82.7 (65.2, 100.0) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.71 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

Colon 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=138 

Fruquintinib + BSC 

N=276 

Number of Subjects with Events, n (%) 3 (2.2) 37 (13.4) 

Number of Subjects Censored, n (%) 135 (97.8) 239 (86.6) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (3.61, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.3, 6.8* 0.0, 12.9* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  6.768 (0.602) 

95% CI  (2.078, 22.041) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

Colon 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=138 

Fruquintinib + BSC 

N=276 

Kaplan-Meier Estimates at % (95% CI)   

3 months 98.5 (96.4, 100.0) 86.1 (82.0, 90.3) 

6 months 93.3 (83.2, 100.0) 86.1 (82.0, 90.3) 
9 months NE (NE, NE) 86.1 (82.0, 90.3) 

12 months NE (NE, NE) 86.1 (82.0, 90.3) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.81 3.37 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

Colon 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=138 

Fruquintinib + BSC 

N=276 

Number of Subjects with Events, n (%) 1 (0.7) 34 (12.3) 

Number of Subjects Censored, n (%) 137 (99.3) 242 (87.7) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.4*, 6.8* 0.0, 12.9* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  19.229 (1.016) 

95% CI  (2.625, 140.838) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

Colon 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=138 

Fruquintinib + BSC 

N=276 

Kaplan-Meier Estimates at % (95% CI)   

3 months 99.2 (97.7, 100.0) 87.3 (83.3, 91.3) 

6 months 99.2 (97.7, 100.0) 87.3 (83.3, 91.3) 
9 months NE (NE, NE) 87.3 (83.3, 91.3) 

12 months NE (NE, NE) 87.3 (83.3, 91.3) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.81 3.43 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

Colon 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=138 

Fruquintinib + BSC 

N=276 

Number of Subjects with Events, n (%) 0 13 (4.7) 

Number of Subjects Censored, n (%) 138 (100.0) 263 (95.3) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.4*, 6.8* 0.4, 12.9* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.016 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

Colon 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=138 

Fruquintinib + BSC 

N=276 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 96.1 (93.8, 98.5) 

6 months 100.0 (100.0, 100.0) 93.3 (89.3, 97.2) 
9 months NE (NE, NE) 93.3 (89.3, 97.2) 

12 months NE (NE, NE) 93.3 (89.3, 97.2) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.70 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

Colon 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=138 

Fruquintinib + BSC 

N=276 

Number of Subjects with Events, n (%) 0 13 (4.7) 

Number of Subjects Censored, n (%) 138 (100.0) 263 (95.3) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.4*, 6.8* 0.4, 12.9* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.016 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

Colon 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=138 

Fruquintinib + BSC 

N=276 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 96.1 (93.8, 98.5) 

6 months 100.0 (100.0, 100.0) 93.3 (89.3, 97.2) 
9 months NE (NE, NE) 93.3 (89.3, 97.2) 

12 months NE (NE, NE) 93.3 (89.3, 97.2) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.70 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Rectum 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=69 

Fruquintinib + BSC 

N=141 

Number of Subjects with Events, n (%) 9 (13.0) 30 (21.3) 

Number of Subjects Censored, n (%) 60 (87.0) 111 (78.7) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (4.14, NE) 16.07 (3.32, NE) 

Median (95% CI) NE (NE, NE) 16.07 (16.07, NE) 

75% percentile (95% CI) NE (NE, NE) NE (16.07, NE) 

Min, Max 0.2*, 13.0* 0.1, 16.9* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  1.308 (0.394) 

95% CI  (0.605, 2.831) 

Log-rank p-value  0.516 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Rectum 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=69 

Fruquintinib + BSC 

N=141 

Kaplan-Meier Estimates at % (95% CI)   

3 months 87.7 (79.7, 95.7) 83.0 (76.7, 89.4) 

6 months 80.4 (64.9, 96.0) 75.5 (67.2, 83.8) 
9 months 80.4 (64.9, 96.0) 75.5 (67.2, 83.8) 

12 months 80.4 (64.9, 96.0) 75.5 (67.2, 83.8) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.75 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Rectum 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=69 

Fruquintinib + BSC 

N=141 

Number of Subjects with Events, n (%) 6 (8.7) 8 (5.7) 

Number of Subjects Censored, n (%) 63 (91.3) 133 (94.3) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.6*, 18.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.599 (0.563) 

95% CI  (0.199, 1.806) 

Log-rank p-value  0.422 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Rectum 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=69 

Fruquintinib + BSC 

N=141 

Kaplan-Meier Estimates at % (95% CI)   

3 months 90.9 (83.9, 97.8) 95.6 (92.1, 99.0) 

6 months 90.9 (83.9, 97.8) 93.2 (88.5, 97.9) 
9 months 90.9 (83.9, 97.8) 93.2 (88.5, 97.9) 

12 months 90.9 (83.9, 97.8) 93.2 (88.5, 97.9) 

18 months NE (NE, NE) 93.2 (88.5, 97.9) 

 

Median Follow-up Time (months) 2.83 4.67 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

Rectum 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=69 

Fruquintinib + BSC 

N=141 

Number of Subjects with Events, n (%) 2 (2.9) 12 (8.5) 

Number of Subjects Censored, n (%) 67 (97.1) 129 (91.5) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 16.07 (16.07, NE) 

Median (95% CI) NE (NE, NE) 16.07 (16.07, NE) 

75% percentile (95% CI) NE (NE, NE) NE (16.07, NE) 

Min, Max 0.2*, 13.0* 0.1, 16.9* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  2.102 (0.775) 

95% CI  (0.461, 9.594) 

Log-rank p-value  0.319 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

Rectum 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=69 

Fruquintinib + BSC 

N=141 

Kaplan-Meier Estimates at % (95% CI)   

3 months 96.6 (92.0, 100.0) 92.2 (87.4, 96.9) 

6 months 96.6 (92.0, 100.0) 90.4 (84.6, 96.2) 
9 months 96.6 (92.0, 100.0) 90.4 (84.6, 96.2) 

12 months 96.6 (92.0, 100.0) 90.4 (84.6, 96.2) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 4.53 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

Rectum 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=69 

Fruquintinib + BSC 

N=141 

Number of Subjects with Events, n (%) 0 20 (14.2) 

Number of Subjects Censored, n (%) 69 (100.0) 121 (85.8) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (10.35, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.1, 18.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.005 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

Rectum 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=69 

Fruquintinib + BSC 

N=141 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 87.6 (82.1, 93.2) 

6 months 100.0 (100.0, 100.0) 84.4 (77.5, 91.3) 
9 months 100.0 (100.0, 100.0) 84.4 (77.5, 91.3) 

12 months 100.0 (100.0, 100.0) 77.9 (64.1, 91.7) 

18 months NE (NE, NE) 77.9 (64.1, 91.7) 

 

Median Follow-up Time (months) 2.83 3.75 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

Rectum 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=69 

Fruquintinib + BSC 

N=141 

Number of Subjects with Events, n (%) 0 18 (12.8) 

Number of Subjects Censored, n (%) 69 (100.0) 123 (87.2) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (10.35, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.1, 18.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.007 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

Rectum 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=69 

Fruquintinib + BSC 

N=141 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 88.4 (83.0, 93.7) 

6 months 100.0 (100.0, 100.0) 86.9 (80.9, 92.9) 
9 months 100.0 (100.0, 100.0) 86.9 (80.9, 92.9) 

12 months 100.0 (100.0, 100.0) 80.2 (66.5, 94.0) 

18 months NE (NE, NE) 80.2 (66.5, 94.0) 

 

Median Follow-up Time (months) 2.83 3.75 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

Rectum 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=69 

Fruquintinib + BSC 

N=141 

Number of Subjects with Events, n (%) 1 (1.4) 15 (10.6) 

Number of Subjects Censored, n (%) 68 (98.6) 126 (89.4) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 13.14 (13.14, NE) 

Median (95% CI) NE (NE, NE) 13.14 (13.14, NE) 

75% percentile (95% CI) NE (NE, NE) NE (13.14, NE) 

Min, Max 0.2*, 13.0* 0.5, 18.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  7.219 (1.093) 

95% CI  (0.848, 61.469) 

Log-rank p-value  0.048 

 



TAKEDA Page 338 of 724 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

Rectum 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=69 

Fruquintinib + BSC 

N=141 

Kaplan-Meier Estimates at % (95% CI)   

3 months 98.5 (95.5, 100.0) 91.7 (86.9, 96.4) 

6 months 98.5 (95.5, 100.0) 88.5 (82.2, 94.8) 
9 months 98.5 (95.5, 100.0) 85.8 (77.7, 93.9) 

12 months 98.5 (95.5, 100.0) 85.8 (77.7, 93.9) 

18 months NE (NE, NE) 42.9 (0.0, 100.0) 

 

Median Follow-up Time (months) 2.83 3.84 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

Rectum 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization sched ule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=69 

Fruquintinib + BSC 

N=141 

Number of Subjects with Events, n (%) 0 13 (9.2) 

Number of Subjects Censored, n (%) 69 (100.0) 128 (90.8) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.5, 18.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.016 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

Rectum 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=69 

Fruquintinib + BSC 

N=141 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 92.4 (87.9, 97.0) 

6 months 100.0 (100.0, 100.0) 89.3 (83.1, 95.4) 
9 months 100.0 (100.0, 100.0) 86.5 (78.4, 94.5) 

12 months 100.0 (100.0, 100.0) 86.5 (78.4, 94.5) 

18 months NE (NE, NE) 86.5 (78.4, 94.5) 

 

Median Follow-up Time (months) 2.83 3.84 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Colon and Rectum 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=23 

Fruquintinib + BSC 

N=39 

Number of Subjects with Events, n (%) 3 (13.0) 6 (15.4) 

Number of Subjects Censored, n (%) 20 (87.0) 33 (84.6) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (0.95, NE) NE (2.76, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.0, 8.4* 0.9*, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  1.377 (0.736) 

95% CI  (0.326, 5.823) 

Log-rank p-value  0.689 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Colon and Rectum 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=23 

Fruquintinib + BSC 

N=39 

Kaplan-Meier Estimates at % (95% CI)   

3 months 85.8 (70.9, 100.0) 88.8 (78.5, 99.2) 

6 months 85.8 (70.9, 100.0) 76.6 (58.4, 94.9) 
9 months NE (NE, NE) 76.6 (58.4, 94.9) 

12 months NE (NE, NE) 76.6 (58.4, 94.9) 

18 months NE (NE, NE) 76.6 (58.4, 94.9) 

 

Median Follow-up Time (months) 2.83 2.83 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Colon and Rectum 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=23 

Fruquintinib + BSC 

N=39 

Number of Subjects with Events, n (%) 2 (8.7) 2 (5.1) 

Number of Subjects Censored, n (%) 21 (91.3) 37 (94.9) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (0.95, NE) NE (5.95, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.0, 8.4* 0.9*, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.549 (1.079) 

95% CI  (0.066, 4.550) 

Log-rank p-value  0.681 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Colon and Rectum 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=23 

Fruquintinib + BSC 

N=39 

Kaplan-Meier Estimates at % (95% CI)   

3 months 90.0 (76.8, 100.0) 97.4 (92.3, 100.0) 

6 months 90.0 (76.8, 100.0) 89.9 (75.0, 100.0) 
9 months NE (NE, NE) 89.9 (75.0, 100.0) 

12 months NE (NE, NE) 89.9 (75.0, 100.0) 

18 months NE (NE, NE) 89.9 (75.0, 100.0) 

 

Median Follow-up Time (months) 2.83 3.02 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

Colon and Rectum 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=23 

Fruquintinib + BSC 

N=39 

Number of Subjects with Events, n (%) 2 (8.7) 3 (7.7) 

Number of Subjects Censored, n (%) 21 (91.3) 36 (92.3) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (1.77, NE) NE (3.19, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.3*, 8.4* 0.9*, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  1.285 (0.937) 

95% CI  (0.205, 8.054) 

Log-rank p-value  0.754 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

Colon and Rectum 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=23 

Fruquintinib + BSC 

N=39 

Kaplan-Meier Estimates at % (95% CI)   

3 months 89.7 (76.2, 100.0) 94.3 (86.7, 100.0) 

6 months 89.7 (76.2, 100.0) 89.1 (76.8, 100.0) 
9 months NE (NE, NE) 89.1 (76.8, 100.0) 

12 months NE (NE, NE) 89.1 (76.8, 100.0) 

18 months NE (NE, NE) 89.1 (76.8, 100.0) 

 

Median Follow-up Time (months) 2.83 2.86 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

Colon and Rectum 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=23 

Fruquintinib + BSC 

N=39 

Number of Subjects with Events, n (%) 1 (4.3) 10 (25.6) 

Number of Subjects Censored, n (%) 22 (95.7) 29 (74.4) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (0.62, NE) 1.77 (0.56, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.6, 8.4* 0.2, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  5.779 (1.077) 

95% CI  (0.700, 47.686) 

Log-rank p-value  0.074 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

Colon and Rectum 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=23 

Fruquintinib + BSC 

N=39 

Kaplan-Meier Estimates at % (95% CI)   

3 months 95.7 (87.3, 100.0) 73.9 (60.0, 87.9) 

6 months 95.7 (87.3, 100.0) 73.9 (60.0, 87.9) 
9 months NE (NE, NE) 73.9 (60.0, 87.9) 

12 months NE (NE, NE) 73.9 (60.0, 87.9) 

18 months NE (NE, NE) 73.9 (60.0, 87.9) 

 

Median Follow-up Time (months) 2.83 2.83 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

Colon and Rectum 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=23 

Fruquintinib + BSC 

N=39 

Number of Subjects with Events, n (%) 1 (4.3) 10 (25.6) 

Number of Subjects Censored, n (%) 22 (95.7) 29 (74.4) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (0.62, NE) 1.77 (0.56, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.6, 8.4* 0.2, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  5.779 (1.077) 

95% CI  (0.700, 47.686) 

Log-rank p-value  0.074 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

Colon and Rectum 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=23 

Fruquintinib + BSC 

N=39 

Kaplan-Meier Estimates at % (95% CI)   

3 months 95.7 (87.3, 100.0) 73.9 (60.0, 87.9) 

6 months 95.7 (87.3, 100.0) 73.9 (60.0, 87.9) 
9 months NE (NE, NE) 73.9 (60.0, 87.9) 

12 months NE (NE, NE) 73.9 (60.0, 87.9) 

18 months NE (NE, NE) 73.9 (60.0, 87.9) 

 

Median Follow-up Time (months) 2.83 2.83 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

Colon and Rectum 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=23 

Fruquintinib + BSC 

N=39 

Number of Subjects with Events, n (%) 0 3 (7.7) 

Number of Subjects Censored, n (%) 23 (100.0) 36 (92.3) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (5.03, NE) 

Median (95% CI) NE (NE, NE) NE (5.22, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.3*, 8.4* 0.5, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.414 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

Colon and Rectum 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=23 

Fruquintinib + BSC 

N=39 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 97.4 (92.5, 100.0) 

6 months 100.0 (100.0, 100.0) 81.2 (60.2, 100.0) 
9 months NE (NE, NE) 81.2 (60.2, 100.0) 

12 months NE (NE, NE) 81.2 (60.2, 100.0) 

18 months NE (NE, NE) 81.2 (60.2, 100.0) 

 

Median Follow-up Time (months) 2.83 2.86 
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Table 35.1.1.6.5.3G 

Summary of Time to Onset of TEAE by SOC/PT by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

Colon and Rectum 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3g-tte-teae-gr3h-soc-pt-primloc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=23 

Fruquintinib + BSC 

N=39 

Number of Subjects with Events, n (%) 0 3 (7.7) 

Number of Subjects Censored, n (%) 23 (100.0) 36 (92.3) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (5.03, NE) 

Median (95% CI) NE (NE, NE) NE (5.22, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.3*, 8.4* 0.5, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.414 
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Table 35.1.1.6.5.3H 

Summary of Time to Onset of TEAE by SOC/PT by RAS Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

WT (Wild Type) 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3h-tte-teae-gr3h-soc-pt-rass 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=23 

Fruquintinib + BSC 

N=39 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 97.4 (92.5, 100.0) 

6 months 100.0 (100.0, 100.0) 81.2 (60.2, 100.0) 
9 months NE (NE, NE) 81.2 (60.2, 100.0) 

12 months NE (NE, NE) 81.2 (60.2, 100.0) 

18 months NE (NE, NE) 81.2 (60.2, 100.0) 

 

Median Follow-up Time (months) 2.83 2.86 

 

 

Statistics 

Placebo + BSC 

N=85 

Fruquintinib + BSC 

N=169 

Number of Subjects with Events, n (%) 19 (22.4) 34 (20.1) 

Number of Subjects Censored, n (%) 66 (77.6) 135 (79.9) 

 

Time to first TEAE (months)   
25% percentile (95% CI) 3.75 (1.94, NE) NE (3.61, NE) 

Median (95% CI) NE (4.14, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 
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Table 35.1.1.6.5.3H 

Summary of Time to Onset of TEAE by SOC/PT by RAS Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

WT (Wild Type) 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3h-tte-teae-gr3h-soc-pt-rass 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=85 

Fruquintinib + BSC 

N=169 

Min, Max 0.2*, 6.8* 0.1, 16.9* 

 

Comparison (Fruquintinib + BSC vs Placebo + BSC)   
Hazard Ratio (SE)  0.697 (0.292) 

95% CI  (0.393, 1.235) 

Log-rank p-value  0.212 
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Table 35.1.1.6.5.3H 

Summary of Time to Onset of TEAE by SOC/PT by RAS Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

WT (Wild Type) 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3h-tte-teae-gr3h-soc-pt-rass 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=85 

Fruquintinib + BSC 

N=169 

Kaplan-Meier Estimates at % (95% CI)   

3 months 79.4 (70.4, 88.5) 84.5 (78.9, 90.1) 

6 months 66.5 (50.7, 82.3) 75.0 (67.2, 82.8) 
9 months NE (NE, NE) 75.0 (67.2, 82.8) 

12 months NE (NE, NE) 75.0 (67.2, 82.8) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.71 
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Table 35.1.1.6.5.3H 

Summary of Time to Onset of TEAE by SOC/PT by RAS Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

WT (Wild Type) 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3h-tte-teae-gr3h-soc-pt-rass 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=85 

Fruquintinib + BSC 

N=169 

Number of Subjects with Events, n (%) 11 (12.9) 9 (5.3) 

Number of Subjects Censored, n (%) 74 (87.1) 160 (94.7) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (3.19, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 6.8* 0.9*, 16.9* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.259 (0.473) 

95% CI  (0.103, 0.655) 

Log-rank p-value  0.003 

 



TAKEDA Page 358 of 724 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Table 35.1.1.6.5.3H 

Summary of Time to Onset of TEAE by SOC/PT by RAS Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

WT (Wild Type) 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3h-tte-teae-gr3h-soc-pt-rass 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=85 

Fruquintinib + BSC 

N=169 

Kaplan-Meier Estimates at % (95% CI)   

3 months 87.5 (79.7, 95.2) 96.1 (93.1, 99.2) 

6 months 79.5 (66.6, 92.3) 92.6 (87.7, 97.5) 
9 months NE (NE, NE) 92.6 (87.7, 97.5) 

12 months NE (NE, NE) 92.6 (87.7, 97.5) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 4.50 
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Table 35.1.1.6.5.3H 

Summary of Time to Onset of TEAE by SOC/PT by RAS Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

WT (Wild Type) 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3h-tte-teae-gr3h-soc-pt-rass 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=85 

Fruquintinib + BSC 

N=169 

Number of Subjects with Events, n (%) 5 (5.9) 17 (10.1) 

Number of Subjects Censored, n (%) 80 (94.1) 152 (89.9) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 6.8* 0.1, 16.9* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  1.514 (0.511) 

95% CI  (0.556, 4.123) 

Log-rank p-value  0.409 
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Table 35.1.1.6.5.3H 

Summary of Time to Onset of TEAE by SOC/PT by RAS Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

WT (Wild Type) 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3h-tte-teae-gr3h-soc-pt-rass 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=85 

Fruquintinib + BSC 

N=169 

Kaplan-Meier Estimates at % (95% CI)   

3 months 93.6 (88.1, 99.0) 90.6 (86.0, 95.2) 

6 months 93.6 (88.1, 99.0) 87.8 (81.9, 93.8) 
9 months NE (NE, NE) 87.8 (81.9, 93.8) 

12 months NE (NE, NE) 87.8 (81.9, 93.8) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.75 
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Table 35.1.1.6.5.3H 

Summary of Time to Onset of TEAE by SOC/PT by RAS Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

WT (Wild Type) 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3h-tte-teae-gr3h-soc-pt-rass 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=85 

Fruquintinib + BSC 

N=169 

Number of Subjects with Events, n (%) 1 (1.2) 25 (14.8) 

Number of Subjects Censored, n (%) 84 (98.8) 144 (85.2) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (3.61, NE) NE (5.55, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 6.8* 0.1, 16.9* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  12.499 (1.021) 

95% CI  (1.690, 92.455) 

Log-rank p-value  0.001 
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Table 35.1.1.6.5.3H 

Summary of Time to Onset of TEAE by SOC/PT by RAS Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

WT (Wild Type) 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3h-tte-teae-gr3h-soc-pt-rass 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=85 

Fruquintinib + BSC 

N=169 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 86.0 (80.6, 91.3) 

6 months 95.0 (85.4, 100.0) 82.9 (76.2, 89.5) 
9 months NE (NE, NE) 82.9 (76.2, 89.5) 

12 months NE (NE, NE) 82.9 (76.2, 89.5) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.71 
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Table 35.1.1.6.5.3H 

Summary of Time to Onset of TEAE by SOC/PT by RAS Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

WT (Wild Type) 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3h-tte-teae-gr3h-soc-pt-rass 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=85 

Fruquintinib + BSC 

N=169 

Number of Subjects with Events, n (%) 0 24 (14.2) 

Number of Subjects Censored, n (%) 85 (100.0) 145 (85.8) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 6.8* 0.1, 16.9* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3H 

Summary of Time to Onset of TEAE by SOC/PT by RAS Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

WT (Wild Type) 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3h-tte-teae-gr3h-soc-pt-rass 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=85 

Fruquintinib + BSC 

N=169 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 86.0 (80.6, 91.3) 

6 months 100.0 (100.0, 100.0) 84.6 (78.7, 90.5) 
9 months NE (NE, NE) 84.6 (78.7, 90.5) 

12 months NE (NE, NE) 84.6 (78.7, 90.5) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.71 
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Table 35.1.1.6.5.3H 

Summary of Time to Onset of TEAE by SOC/PT by RAS Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

WT (Wild Type) 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3h-tte-teae-gr3h-soc-pt-rass 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=85 

Fruquintinib + BSC 

N=169 

Number of Subjects with Events, n (%) 0 12 (7.1) 

Number of Subjects Censored, n (%) 85 (100.0) 157 (92.9) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 13.14 (NE, NE) 

Median (95% CI) NE (NE, NE) 13.14 (NE, NE) 

75% percentile (95% CI) NE (NE, NE) 13.14 (NE, NE) 

Min, Max 0.2*, 6.8* 0.5, 13.1 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.027 
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Table 35.1.1.6.5.3H 

Summary of Time to Onset of TEAE by SOC/PT by RAS Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

WT (Wild Type) 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3h-tte-teae-gr3h-soc-pt-rass 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=85 

Fruquintinib + BSC 

N=169 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 94.1 (90.3, 97.8) 

6 months 100.0 (100.0, 100.0) 91.2 (85.7, 96.6) 
9 months NE (NE, NE) 91.2 (85.7, 96.6) 

12 months NE (NE, NE) 91.2 (85.7, 96.6) 

18 months NE (NE, NE) 0.0 (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.75 
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Table 35.1.1.6.5.3H 

Summary of Time to Onset of TEAE by SOC/PT by RAS Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

WT (Wild Type) 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3h-tte-teae-gr3h-soc-pt-rass 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=85 

Fruquintinib + BSC 

N=169 

Number of Subjects with Events, n (%) 0 10 (5.9) 

Number of Subjects Censored, n (%) 85 (100.0) 159 (94.1) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 6.8* 0.5, 16.9* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.035 
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Table 35.1.1.6.5.3H 

Summary of Time to Onset of TEAE by SOC/PT by RAS Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

WT (Wild Type) 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3h-tte-teae-gr3h-soc-pt-rass 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=85 

Fruquintinib + BSC 

N=169 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 94.7 (91.1, 98.3) 

6 months 100.0 (100.0, 100.0) 91.8 (86.4, 97.1) 
9 months NE (NE, NE) 91.8 (86.4, 97.1) 

12 months NE (NE, NE) 91.8 (86.4, 97.1) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.75 

 



TAKEDA Page 369 of 724 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Table 35.1.1.6.5.3H 

Summary of Time to Onset of TEAE by SOC/PT by RAS Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Mutant 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3h-tte-teae-gr3h-soc-pt-rass 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=145 

Fruquintinib + BSC 

N=287 

Number of Subjects with Events, n (%) 25 (17.2) 57 (19.9) 

Number of Subjects Censored, n (%) 120 (82.8) 230 (80.1) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (2.27, NE) 11.04 (4.37, 16.07) 

Median (95% CI) NE (NE, NE) 16.07 (12.22, NE) 

75% percentile (95% CI) NE (NE, NE) NE (16.07, NE) 

Min, Max 0.4*, 13.0* 0.1, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.911 (0.245) 

95% CI  (0.563, 1.473) 

Log-rank p-value  0.657 
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Table 35.1.1.6.5.3H 

Summary of Time to Onset of TEAE by SOC/PT by RAS Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Mutant 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3h-tte-teae-gr3h-soc-pt-rass 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=145 

Fruquintinib + BSC 

N=287 

Kaplan-Meier Estimates at % (95% CI)   

3 months 81.5 (74.8, 88.1) 84.7 (80.4, 89.0) 

6 months 81.5 (74.8, 88.1) 76.4 (70.4, 82.4) 
9 months 81.5 (74.8, 88.1) 76.4 (70.4, 82.4) 

12 months 81.5 (74.8, 88.1) 71.3 (60.1, 82.5) 

18 months NE (NE, NE) 46.8 (16.7, 76.9) 

 

Median Follow-up Time (months) 2.83 3.48 
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Table 35.1.1.6.5.3H 

Summary of Time to Onset of TEAE by SOC/PT by RAS Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Mutant 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3h-tte-teae-gr3h-soc-pt-rass 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=145 

Fruquintinib + BSC 

N=287 

Number of Subjects with Events, n (%) 17 (11.7) 18 (6.3) 

Number of Subjects Censored, n (%) 128 (88.3) 269 (93.7) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (12.22, NE) 

Median (95% CI) NE (NE, NE) NE (12.22, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.4*, 13.0* 0.6*, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.388 (0.348) 

95% CI  (0.196, 0.768) 

Log-rank p-value  0.005 
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Table 35.1.1.6.5.3H 

Summary of Time to Onset of TEAE by SOC/PT by RAS Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Mutant 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3h-tte-teae-gr3h-soc-pt-rass 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=145 

Fruquintinib + BSC 

N=287 

Kaplan-Meier Estimates at % (95% CI)   

3 months 87.1 (81.4, 92.9) 96.0 (93.7, 98.3) 

6 months 87.1 (81.4, 92.9) 91.8 (87.7, 95.9) 
9 months 87.1 (81.4, 92.9) 91.8 (87.7, 95.9) 

12 months 87.1 (81.4, 92.9) 91.8 (87.7, 95.9) 

18 months NE (NE, NE) 80.3 (59.0, 100.0) 

 

Median Follow-up Time (months) 2.83 3.75 
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Table 35.1.1.6.5.3H 

Summary of Time to Onset of TEAE by SOC/PT by RAS Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

Mutant 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3h-tte-teae-gr3h-soc-pt-rass 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=145 

Fruquintinib + BSC 

N=287 

Number of Subjects with Events, n (%) 4 (2.8) 18 (6.3) 

Number of Subjects Censored, n (%) 141 (97.2) 269 (93.7) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 16.07 (11.04, NE) 

Median (95% CI) NE (NE, NE) NE (16.07, NE) 

75% percentile (95% CI) NE (NE, NE) NE (16.07, NE) 

Min, Max 0.4*, 13.0* 0.1, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  1.698 (0.563) 

95% CI  (0.564, 5.117) 

Log-rank p-value  0.318 
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Table 35.1.1.6.5.3H 

Summary of Time to Onset of TEAE by SOC/PT by RAS Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

Mutant 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3h-tte-teae-gr3h-soc-pt-rass 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=145 

Fruquintinib + BSC 

N=287 

Kaplan-Meier Estimates at % (95% CI)   

3 months 97.0 (94.1, 99.9) 95.2 (92.6, 97.7) 

6 months 97.0 (94.1, 99.9) 93.1 (89.6, 96.6) 
9 months 97.0 (94.1, 99.9) 93.1 (89.6, 96.6) 

12 months 97.0 (94.1, 99.9) 86.9 (74.7, 99.1) 

18 months NE (NE, NE) 65.1 (27.2, 100.0) 

 

Median Follow-up Time (months) 2.83 3.68 
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Table 35.1.1.6.5.3H 

Summary of Time to Onset of TEAE by SOC/PT by RAS Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

Mutant 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3h-tte-teae-gr3h-soc-pt-rass 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=145 

Fruquintinib + BSC 

N=287 

Number of Subjects with Events, n (%) 3 (2.1) 42 (14.6) 

Number of Subjects Censored, n (%) 142 (97.9) 245 (85.4) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (10.35, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.3, 13.0* 0.0, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  7.686 (0.601) 

95% CI  (2.366, 24.963) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3H 

Summary of Time to Onset of TEAE by SOC/PT by RAS Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

Mutant 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3h-tte-teae-gr3h-soc-pt-rass 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=145 

Fruquintinib + BSC 

N=287 

Kaplan-Meier Estimates at % (95% CI)   

3 months 97.9 (95.5, 100.0) 85.3 (81.2, 89.5) 

6 months 97.9 (95.5, 100.0) 85.3 (81.2, 89.5) 
9 months 97.9 (95.5, 100.0) 85.3 (81.2, 89.5) 

12 months 97.9 (95.5, 100.0) 80.3 (70.0, 90.6) 

18 months NE (NE, NE) 80.3 (70.0, 90.6) 

 

Median Follow-up Time (months) 2.83 3.35 
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Table 35.1.1.6.5.3H 

Summary of Time to Onset of TEAE by SOC/PT by RAS Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

Mutant 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3h-tte-teae-gr3h-soc-pt-rass 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=145 

Fruquintinib + BSC 

N=287 

Number of Subjects with Events, n (%) 2 (1.4) 38 (13.2) 

Number of Subjects Censored, n (%) 143 (98.6) 249 (86.8) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (10.35, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.4*, 13.0* 0.0, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  10.626 (0.730) 

95% CI  (2.541, 44.440) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3H 

Summary of Time to Onset of TEAE by SOC/PT by RAS Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

Mutant 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3h-tte-teae-gr3h-soc-pt-rass 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=145 

Fruquintinib + BSC 

N=287 

Kaplan-Meier Estimates at % (95% CI)   

3 months 98.6 (96.6, 100.0) 86.8 (82.8, 90.8) 

6 months 98.6 (96.6, 100.0) 86.8 (82.8, 90.8) 
9 months 98.6 (96.6, 100.0) 86.8 (82.8, 90.8) 

12 months 98.6 (96.6, 100.0) 82.0 (72.1, 91.9) 

18 months NE (NE, NE) 82.0 (72.1, 91.9) 

 

Median Follow-up Time (months) 2.83 3.35 
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Table 35.1.1.6.5.3H 

Summary of Time to Onset of TEAE by SOC/PT by RAS Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

Mutant 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3h-tte-teae-gr3h-soc-pt-rass 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=145 

Fruquintinib + BSC 

N=287 

Number of Subjects with Events, n (%) 1 (0.7) 19 (6.6) 

Number of Subjects Censored, n (%) 144 (99.3) 268 (93.4) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.4*, 13.0* 0.4, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  6.841 (1.032) 

95% CI  (0.905, 51.723) 

Log-rank p-value  0.032 
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Table 35.1.1.6.5.3H 

Summary of Time to Onset of TEAE by SOC/PT by RAS Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

Mutant 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3h-tte-teae-gr3h-soc-pt-rass 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=145 

Fruquintinib + BSC 

N=287 

Kaplan-Meier Estimates at % (95% CI)   

3 months 99.3 (97.9, 100.0) 95.3 (92.8, 97.8) 

6 months 99.3 (97.9, 100.0) 90.6 (85.9, 95.3) 
9 months 99.3 (97.9, 100.0) 88.7 (82.8, 94.6) 

12 months 99.3 (97.9, 100.0) 88.7 (82.8, 94.6) 

18 months NE (NE, NE) 88.7 (82.8, 94.6) 

 

Median Follow-up Time (months) 2.83 3.68 
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Table 35.1.1.6.5.3H 

Summary of Time to Onset of TEAE by SOC/PT by RAS Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

Mutant 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3h-tte-teae-gr3h-soc-pt-rass 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=145 

Fruquintinib + BSC 

N=287 

Number of Subjects with Events, n (%) 0 19 (6.6) 

Number of Subjects Censored, n (%) 145 (100.0) 268 (93.4) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.4*, 13.0* 0.4, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.010 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

WT (Wild Type) 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=145 

Fruquintinib + BSC 

N=287 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 95.3 (92.8, 97.8) 

6 months 100.0 (100.0, 100.0) 90.6 (85.9, 95.3) 
9 months 100.0 (100.0, 100.0) 88.7 (82.8, 94.6) 

12 months 100.0 (100.0, 100.0) 88.7 (82.8, 94.6) 

18 months NE (NE, NE) 88.7 (82.8, 94.6) 

 

Median Follow-up Time (months) 2.83 3.68 

 

 

Statistics 

Placebo + BSC 

N=197 

Fruquintinib + BSC 

N=397 

Number of Subjects with Events, n (%) 41 (20.8) 77 (19.4) 

Number of Subjects Censored, n (%) 156 (79.2) 320 (80.6) 

 

Time to first TEAE (months)   
25% percentile (95% CI) 4.14 (2.30, NE) 11.04 (4.47, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

WT (Wild Type) 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=197 

Fruquintinib + BSC 

N=397 

Min, Max 0.2*, 8.4* 0.1, 17.5* 

 

Comparison (Fruquintinib + BSC vs Placebo + BSC)   
Hazard Ratio (SE)  0.725 (0.197) 

95% CI  (0.493, 1.066) 

Log-rank p-value  0.102 

 



TAKEDA Page 384 of 724 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

WT (Wild Type) 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization  schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=197 

Fruquintinib + BSC 

N=397 

Kaplan-Meier Estimates at % (95% CI)   

3 months 79.0 (72.9, 85.0) 84.4 (80.7, 88.1) 

6 months 72.3 (63.0, 81.5) 76.3 (71.3, 81.3) 
9 months NE (NE, NE) 76.3 (71.3, 81.3) 

12 months NE (NE, NE) 72.5 (63.8, 81.2) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.79 3.55 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

WT (Wild Type) 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=197 

Fruquintinib + BSC 

N=397 

Number of Subjects with Events, n (%) 26 (13.2) 20 (5.0) 

Number of Subjects Censored, n (%) 171 (86.8) 377 (95.0) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (3.75, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 8.4* 0.6*, 17.5* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.285 (0.303) 

95% CI  (0.157, 0.516) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

WT (Wild Type) 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=197 

Fruquintinib + BSC 

N=397 

Kaplan-Meier Estimates at % (95% CI)   

3 months 86.1 (80.8, 91.3) 96.2 (94.3, 98.2) 

6 months 81.8 (74.2, 89.5) 93.4 (90.4, 96.3) 
9 months NE (NE, NE) 93.4 (90.4, 96.3) 

12 months NE (NE, NE) 93.4 (90.4, 96.3) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.94 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

WT (Wild Type) 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=197 

Fruquintinib + BSC 

N=397 

Number of Subjects with Events, n (%) 9 (4.6) 31 (7.8) 

Number of Subjects Censored, n (%) 188 (95.4) 366 (92.2) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (11.04, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 8.4* 0.1, 17.5* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  1.379 (0.383) 

95% CI  (0.651, 2.921) 

Log-rank p-value  0.389 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

WT (Wild Type) 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=197 

Fruquintinib + BSC 

N=397 

Kaplan-Meier Estimates at % (95% CI)   

3 months 95.0 (91.7, 98.2) 93.2 (90.6, 95.8) 

6 months 95.0 (91.7, 98.2) 90.5 (87.0, 94.0) 
9 months NE (NE, NE) 90.5 (87.0, 94.0) 

12 months NE (NE, NE) 86.0 (76.7, 95.3) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.75 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

WT (Wild Type) 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=197 

Fruquintinib + BSC 

N=397 

Number of Subjects with Events, n (%) 3 (1.5) 62 (15.6) 

Number of Subjects Censored, n (%) 194 (98.5) 335 (84.4) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (10.35, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 8.4* 0.0, 16.9* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  10.170 (0.592) 

95% CI  (3.188, 32.437) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

WT (Wild Type) 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=197 

Fruquintinib + BSC 

N=397 

Kaplan-Meier Estimates at % (95% CI)   

3 months 98.9 (97.5, 100.0) 84.7 (81.1, 88.3) 

6 months 96.3 (90.9, 100.0) 83.3 (79.3, 87.4) 
9 months NE (NE, NE) 83.3 (79.3, 87.4) 

12 months NE (NE, NE) 79.2 (70.4, 88.0) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.32 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

WT (Wild Type) 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=197 

Fruquintinib + BSC 

N=397 

Number of Subjects with Events, n (%) 1 (0.5) 57 (14.4) 

Number of Subjects Censored, n (%) 196 (99.5) 340 (85.6) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (10.35, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 8.4* 0.0, 16.9* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  28.586 (1.009) 

95% CI  (3.956, 206.560) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

WT (Wild Type) 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=197 

Fruquintinib + BSC 

N=397 

Kaplan-Meier Estimates at % (95% CI)   

3 months 99.5 (98.4, 100.0) 85.8 (82.3, 89.2) 

6 months 99.5 (98.4, 100.0) 85.1 (81.5, 88.8) 
9 months NE (NE, NE) 85.1 (81.5, 88.8) 

12 months NE (NE, NE) 81.1 (72.6, 89.6) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.35 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

WT (Wild Type) 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=197 

Fruquintinib + BSC 

N=397 

Number of Subjects with Events, n (%) 1 (0.5) 26 (6.5) 

Number of Subjects Censored, n (%) 196 (99.5) 371 (93.5) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 13.14 (NE, NE) 

Median (95% CI) NE (NE, NE) 13.14 (NE, NE) 

75% percentile (95% CI) NE (NE, NE) 13.14 (NE, NE) 

Min, Max 0.2*, 8.4* 0.4, 13.1 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  9.612 (1.023) 

95% CI  (1.295, 71.357) 

Log-rank p-value  0.007 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

WT (Wild Type) 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=197 

Fruquintinib + BSC 

N=397 

Kaplan-Meier Estimates at % (95% CI)   

3 months 99.5 (98.5, 100.0) 94.9 (92.7, 97.1) 

6 months 99.5 (98.5, 100.0) 91.5 (87.9, 95.2) 
9 months NE (NE, NE) 90.1 (85.6, 94.7) 

12 months NE (NE, NE) 90.1 (85.6, 94.7) 

18 months NE (NE, NE) 0.0 (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.71 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

WT (Wild Type) 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=197 

Fruquintinib + BSC 

N=397 

Number of Subjects with Events, n (%) 0 24 (6.0) 

Number of Subjects Censored, n (%) 197 (100.0) 373 (94.0) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 8.4* 0.4, 16.9* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.003 

 



TAKEDA Page 396 of 724 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

WT (Wild Type) 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=197 

Fruquintinib + BSC 

N=397 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 95.2 (93.0, 97.4) 

6 months 100.0 (100.0, 100.0) 91.8 (88.2, 95.4) 
9 months NE (NE, NE) 90.4 (85.8, 94.9) 

12 months NE (NE, NE) 90.4 (85.8, 94.9) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.71 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

V600 E Mutation 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=10 

Fruquintinib + BSC 

N=7 

Number of Subjects with Events, n (%) 1 (10.0) 0 

Number of Subjects Censored, n (%) 9 (90.0) 7 (100.0) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (0.49, NE) NE (NE, NE) 

Median (95% CI) NE (0.49, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.5, 13.0* 1.9*, 7.4* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.317 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

V600 E Mutation 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=10 

Fruquintinib + BSC 

N=7 

Kaplan-Meier Estimates at % (95% CI)   

3 months 90.0 (71.4, 100.0) 100.0 (100.0, 100.0) 

6 months 90.0 (71.4, 100.0) 100.0 (100.0, 100.0) 
9 months 90.0 (71.4, 100.0) NE (NE, NE) 

12 months 90.0 (71.4, 100.0) NE (NE, NE) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.81 5.29 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

V600 E Mutation 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=10 

Fruquintinib + BSC 

N=7 

Number of Subjects with Events, n (%) 1 (10.0) 0 

Number of Subjects Censored, n (%) 9 (90.0) 7 (100.0) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (0.82, NE) NE (NE, NE) 

Median (95% CI) NE (0.82, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.8, 13.0* 1.9*, 7.4* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.317 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

V600 E Mutation 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=10 

Fruquintinib + BSC 

N=7 

Kaplan-Meier Estimates at % (95% CI)   

3 months 90.0 (71.4, 100.0) 100.0 (100.0, 100.0) 

6 months 90.0 (71.4, 100.0) 100.0 (100.0, 100.0) 
9 months 90.0 (71.4, 100.0) NE (NE, NE) 

12 months 90.0 (71.4, 100.0) NE (NE, NE) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.81 5.29 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

V600 E Mutation 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=10 

Fruquintinib + BSC 

N=7 

Number of Subjects with Events, n (%) 0 1 (14.3) 

Number of Subjects Censored, n (%) 10 (100.0) 6 (85.7) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (0.62, NE) 

Median (95% CI) NE (NE, NE) NE (0.62, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.8*, 13.0* 0.6, 7.4* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.157 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

V600 E Mutation 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=10 

Fruquintinib + BSC 

N=7 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 85.7 (59.8, 100.0) 

6 months 100.0 (100.0, 100.0) 85.7 (59.8, 100.0) 
9 months 100.0 (100.0, 100.0) NE (NE, NE) 

12 months 100.0 (100.0, 100.0) NE (NE, NE) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.81 5.29 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

V600 E Mutation 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=10 

Fruquintinib + BSC 

N=7 

Number of Subjects with Events, n (%) 0 1 (14.3) 

Number of Subjects Censored, n (%) 10 (100.0) 6 (85.7) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (0.62, NE) 

Median (95% CI) NE (NE, NE) NE (0.62, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.8*, 13.0* 0.6, 7.4* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.157 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

V600 E Mutation 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=10 

Fruquintinib + BSC 

N=7 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 85.7 (59.8, 100.0) 

6 months 100.0 (100.0, 100.0) 85.7 (59.8, 100.0) 
9 months 100.0 (100.0, 100.0) NE (NE, NE) 

12 months 100.0 (100.0, 100.0) NE (NE, NE) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.81 5.29 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

V600 E Mutation 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=10 

Fruquintinib + BSC 

N=7 

Number of Subjects with Events, n (%) 0 2 (28.6) 

Number of Subjects Censored, n (%) 10 (100.0) 5 (71.4) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 2.10 (0.95, NE) 

Median (95% CI) NE (NE, NE) NE (0.95, NE) 

75% percentile (95% CI) NE (NE, NE) NE (2.10, NE) 

Min, Max 0.8*, 13.0* 1.0, 7.4* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  NE 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

V600 E Mutation 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=10 

Fruquintinib + BSC 

N=7 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 68.6 (32.1, 100.0) 

6 months 100.0 (100.0, 100.0) 68.6 (32.1, 100.0) 
9 months 100.0 (100.0, 100.0) NE (NE, NE) 

12 months 100.0 (100.0, 100.0) NE (NE, NE) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.81 4.57 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

V600 E Mutation 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=10 

Fruquintinib + BSC 

N=7 

Number of Subjects with Events, n (%) 0 2 (28.6) 

Number of Subjects Censored, n (%) 10 (100.0) 5 (71.4) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 2.10 (0.95, NE) 

Median (95% CI) NE (NE, NE) NE (0.95, NE) 

75% percentile (95% CI) NE (NE, NE) NE (2.10, NE) 

Min, Max 0.8*, 13.0* 1.0, 7.4* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  NE 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

V600 E Mutation 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=10 

Fruquintinib + BSC 

N=7 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 68.6 (32.1, 100.0) 

6 months 100.0 (100.0, 100.0) 68.6 (32.1, 100.0) 
9 months 100.0 (100.0, 100.0) NE (NE, NE) 

12 months 100.0 (100.0, 100.0) NE (NE, NE) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.81 4.57 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Other 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=23 

Fruquintinib + BSC 

N=52 

Number of Subjects with Events, n (%) 2 (8.7) 14 (26.9) 

Number of Subjects Censored, n (%) 21 (91.3) 38 (73.1) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (1.64, NE) 4.37 (1.61, 16.07) 

Median (95% CI) NE (NE, NE) 16.07 (12.22, NE) 

75% percentile (95% CI) NE (NE, NE) NE (12.22, NE) 

Min, Max 1.6, 6.4* 0.6, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  3.033 (0.805) 

95% CI  (0.626, 14.706) 

Log-rank p-value  0.200 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Other 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=23 

Fruquintinib + BSC 

N=52 

Kaplan-Meier Estimates at % (95% CI)   

3 months 90.6 (78.2, 100.0) 84.3 (74.3, 94.3) 

6 months 90.6 (78.2, 100.0) 69.9 (54.5, 85.2) 
9 months NE (NE, NE) 69.9 (54.5, 85.2) 

12 months NE (NE, NE) 69.9 (54.5, 85.2) 

18 months NE (NE, NE) 34.9 (0.0, 70.0) 

 

Median Follow-up Time (months) 2.86 3.60 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Other 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=23 

Fruquintinib + BSC 

N=52 

Number of Subjects with Events, n (%) 1 (4.3) 7 (13.5) 

Number of Subjects Censored, n (%) 22 (95.7) 45 (86.5) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (2.27, NE) 12.22 (4.27, NE) 

Median (95% CI) NE (NE, NE) NE (12.22, NE) 

75% percentile (95% CI) NE (NE, NE) NE (12.22, NE) 

Min, Max 1.6*, 6.4* 0.7, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  3.172 (1.181) 

95% CI  (0.313, 32.122) 

Log-rank p-value  0.447 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Other 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=23 

Fruquintinib + BSC 

N=52 

Kaplan-Meier Estimates at % (95% CI)   

3 months 94.7 (84.7, 100.0) 94.0 (87.5, 100.0) 

6 months 94.7 (84.7, 100.0) 82.0 (67.9, 96.0) 
9 months NE (NE, NE) 82.0 (67.9, 96.0) 

12 months NE (NE, NE) 82.0 (67.9, 96.0) 

18 months NE (NE, NE) 61.5 (25.1, 97.8) 

 

Median Follow-up Time (months) 2.86 3.76 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

Other 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=23 

Fruquintinib + BSC 

N=52 

Number of Subjects with Events, n (%) 0 4 (7.7) 

Number of Subjects Censored, n (%) 23 (100.0) 48 (92.3) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 16.07 (16.07, NE) 

Median (95% CI) NE (NE, NE) NE (16.07, NE) 

75% percentile (95% CI) NE (NE, NE) NE (16.07, NE) 

Min, Max 1.6*, 6.4* 0.7, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.254 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

Other 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification fa ctors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=23 

Fruquintinib + BSC 

N=52 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 94.1 (87.6, 100.0) 

6 months 100.0 (100.0, 100.0) 94.1 (87.6, 100.0) 
9 months NE (NE, NE) 94.1 (87.6, 100.0) 

12 months NE (NE, NE) 94.1 (87.6, 100.0) 

18 months NE (NE, NE) 62.7 (12.3, 100.0) 

 

Median Follow-up Time (months) 2.86 3.71 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

Other 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=23 

Fruquintinib + BSC 

N=52 

Number of Subjects with Events, n (%) 1 (4.3) 4 (7.7) 

Number of Subjects Censored, n (%) 22 (95.7) 48 (92.3) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (0.62, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.6, 6.4* 0.1, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  1.776 (1.119) 

95% CI  (0.198, 15.931) 

Log-rank p-value  0.605 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

Other 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=23 

Fruquintinib + BSC 

N=52 

Kaplan-Meier Estimates at % (95% CI)   

3 months 95.7 (87.3, 100.0) 92.2 (84.8, 99.5) 

6 months 95.7 (87.3, 100.0) 92.2 (84.8, 99.5) 
9 months NE (NE, NE) 92.2 (84.8, 99.5) 

12 months NE (NE, NE) 92.2 (84.8, 99.5) 

18 months NE (NE, NE) 92.2 (84.8, 99.5) 

 

Median Follow-up Time (months) 2.83 3.58 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

Other 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=23 

Fruquintinib + BSC 

N=52 

Number of Subjects with Events, n (%) 1 (4.3) 4 (7.7) 

Number of Subjects Censored, n (%) 22 (95.7) 48 (92.3) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (0.62, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.6, 6.4* 0.1, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  1.776 (1.119) 

95% CI  (0.198, 15.931) 

Log-rank p-value  0.605 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

Other 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=23 

Fruquintinib + BSC 

N=52 

Kaplan-Meier Estimates at % (95% CI)   

3 months 95.7 (87.3, 100.0) 92.2 (84.8, 99.5) 

6 months 95.7 (87.3, 100.0) 92.2 (84.8, 99.5) 
9 months NE (NE, NE) 92.2 (84.8, 99.5) 

12 months NE (NE, NE) 92.2 (84.8, 99.5) 

18 months NE (NE, NE) 92.2 (84.8, 99.5) 

 

Median Follow-up Time (months) 2.83 3.58 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

Other 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=23 

Fruquintinib + BSC 

N=52 

Number of Subjects with Events, n (%) 0 3 (5.8) 

Number of Subjects Censored, n (%) 23 (100.0) 49 (94.2) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (5.22, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.6*, 6.4* 0.7*, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.356 

 



TAKEDA Page 420 of 724 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

Other 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=23 

Fruquintinib + BSC 

N=52 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 97.9 (93.9, 100.0) 

6 months 100.0 (100.0, 100.0) 88.6 (75.7, 100.0) 
9 months NE (NE, NE) 88.6 (75.7, 100.0) 

12 months NE (NE, NE) 88.6 (75.7, 100.0) 

18 months NE (NE, NE) 88.6 (75.7, 100.0) 

 

Median Follow-up Time (months) 2.86 3.70 
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Table 35.1.1.6.5.3I 

Summary of Time to Onset of TEAE by SOC/PT by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

Other 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3i-tte-teae-gr3h-soc-pt-brafstat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=23 

Fruquintinib + BSC 

N=52 

Number of Subjects with Events, n (%) 0 3 (5.8) 

Number of Subjects Censored, n (%) 23 (100.0) 49 (94.2) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (5.22, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.6*, 6.4* 0.7*, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.356 
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Table 35.1.1.6.5.3J 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

<=3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3j-tte-teae-gr3h-soc-pt-prtrlgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=23 

Fruquintinib + BSC 

N=52 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 97.9 (93.9, 100.0) 

6 months 100.0 (100.0, 100.0) 88.6 (75.7, 100.0) 
9 months NE (NE, NE) 88.6 (75.7, 100.0) 

12 months NE (NE, NE) 88.6 (75.7, 100.0) 

18 months NE (NE, NE) 88.6 (75.7, 100.0) 

 

Median Follow-up Time (months) 2.86 3.70 

 

 

Statistics 

Placebo + BSC 

N=45 

Fruquintinib + BSC 

N=76 

Number of Subjects with Events, n (%) 7 (15.6) 8 (10.5) 

Number of Subjects Censored, n (%) 38 (84.4) 68 (89.5) 

 

Time to first TEAE (months)   
25% percentile (95% CI) NE (1.94, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 
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Table 35.1.1.6.5.3J 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

<=3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3j-tte-teae-gr3h-soc-pt-prtrlgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=45 

Fruquintinib + BSC 

N=76 

Min, Max 0.8, 5.6* 0.7, 20.1* 

 

Comparison (Fruquintinib + BSC vs Placebo + BSC)   
Hazard Ratio (SE)  0.724 (0.532) 

95% CI  (0.255, 2.054) 

Log-rank p-value  0.515 
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Table 35.1.1.6.5.3J 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

<=3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3j-tte-teae-gr3h-soc-pt-prtrlgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=45 

Fruquintinib + BSC 

N=76 

Kaplan-Meier Estimates at % (95% CI)   

3 months 83.4 (72.0, 94.7) 88.7 (81.2, 96.2) 

6 months NE (NE, NE) 88.7 (81.2, 96.2) 
9 months NE (NE, NE) 88.7 (81.2, 96.2) 

12 months NE (NE, NE) 88.7 (81.2, 96.2) 

18 months NE (NE, NE) 88.7 (81.2, 96.2) 

 

Median Follow-up Time (months) 2.83 3.60 
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Table 35.1.1.6.5.3J 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

<=3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomizat ion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3j-tte-teae-gr3h-soc-pt-prtrlgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=45 

Fruquintinib + BSC 

N=76 

Number of Subjects with Events, n (%) 3 (6.7) 5 (6.6) 

Number of Subjects Censored, n (%) 42 (93.3) 71 (93.4) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.0*, 5.6* 0.8, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  1.266 (0.754) 

95% CI  (0.289, 5.543) 

Log-rank p-value  0.814 
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Table 35.1.1.6.5.3J 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

<=3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3j-tte-teae-gr3h-soc-pt-prtrlgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=45 

Fruquintinib + BSC 

N=76 

Kaplan-Meier Estimates at % (95% CI)   

3 months 92.4 (84.2, 100.0) 93.4 (87.7, 99.0) 

6 months NE (NE, NE) 93.4 (87.7, 99.0) 
9 months NE (NE, NE) 93.4 (87.7, 99.0) 

12 months NE (NE, NE) 93.4 (87.7, 99.0) 

18 months NE (NE, NE) 93.4 (87.7, 99.0) 

 

Median Follow-up Time (months) 2.83 3.70 
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Table 35.1.1.6.5.3J 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

<=3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3j-tte-teae-gr3h-soc-pt-prtrlgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=45 

Fruquintinib + BSC 

N=76 

Number of Subjects with Events, n (%) 1 (2.2) 4 (5.3) 

Number of Subjects Censored, n (%) 44 (97.8) 72 (94.7) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.0*, 5.6* 0.7, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  2.336 (1.133) 

95% CI  (0.254, 21.510) 

Log-rank p-value  0.424 
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Table 35.1.1.6.5.3J 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

<=3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3j-tte-teae-gr3h-soc-pt-prtrlgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=45 

Fruquintinib + BSC 

N=76 

Kaplan-Meier Estimates at % (95% CI)   

3 months 97.7 (93.2, 100.0) 93.8 (87.7, 99.8) 

6 months NE (NE, NE) 93.8 (87.7, 99.8) 
9 months NE (NE, NE) 93.8 (87.7, 99.8) 

12 months NE (NE, NE) 93.8 (87.7, 99.8) 

18 months NE (NE, NE) 93.8 (87.7, 99.8) 

 

Median Follow-up Time (months) 2.83 3.60 
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Table 35.1.1.6.5.3J 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

<=3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3j-tte-teae-gr3h-soc-pt-prtrlgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=45 

Fruquintinib + BSC 

N=76 

Number of Subjects with Events, n (%) 1 (2.2) 10 (13.2) 

Number of Subjects Censored, n (%) 44 (97.8) 66 (86.8) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.6, 5.6* 0.1, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  6.289 (1.059) 

95% CI  (0.789, 50.104) 

Log-rank p-value  0.047 
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Table 35.1.1.6.5.3J 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

<=3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3j-tte-teae-gr3h-soc-pt-prtrlgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=45 

Fruquintinib + BSC 

N=76 

Kaplan-Meier Estimates at % (95% CI)   

3 months 97.8 (93.5, 100.0) 86.5 (78.7, 94.3) 

6 months NE (NE, NE) 86.5 (78.7, 94.3) 
9 months NE (NE, NE) 86.5 (78.7, 94.3) 

12 months NE (NE, NE) 86.5 (78.7, 94.3) 

18 months NE (NE, NE) 86.5 (78.7, 94.3) 

 

Median Follow-up Time (months) 2.83 3.22 
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Table 35.1.1.6.5.3J 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

<=3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3j-tte-teae-gr3h-soc-pt-prtrlgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=45 

Fruquintinib + BSC 

N=76 

Number of Subjects with Events, n (%) 1 (2.2) 9 (11.8) 

Number of Subjects Censored, n (%) 44 (97.8) 67 (88.2) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.6, 5.6* 0.2, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  6.289 (1.059) 

95% CI  (0.789, 50.104) 

Log-rank p-value  0.047 
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Table 35.1.1.6.5.3J 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

<=3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3j-tte-teae-gr3h-soc-pt-prtrlgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=45 

Fruquintinib + BSC 

N=76 

Kaplan-Meier Estimates at % (95% CI)   

3 months 97.8 (93.5, 100.0) 87.8 (80.3, 95.3) 

6 months NE (NE, NE) 87.8 (80.3, 95.3) 
9 months NE (NE, NE) 87.8 (80.3, 95.3) 

12 months NE (NE, NE) 87.8 (80.3, 95.3) 

18 months NE (NE, NE) 87.8 (80.3, 95.3) 

 

Median Follow-up Time (months) 2.83 3.24 
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Table 35.1.1.6.5.3J 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

<=3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3j-tte-teae-gr3h-soc-pt-prtrlgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=45 

Fruquintinib + BSC 

N=76 

Number of Subjects with Events, n (%) 0 3 (3.9) 

Number of Subjects Censored, n (%) 45 (100.0) 73 (96.1) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.0*, 5.6* 0.8*, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.252 
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Table 35.1.1.6.5.3J 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

<=3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3j-tte-teae-gr3h-soc-pt-prtrlgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=45 

Fruquintinib + BSC 

N=76 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 97.0 (92.9, 100.0) 

6 months NE (NE, NE) 92.6 (83.3, 100.0) 
9 months NE (NE, NE) 92.6 (83.3, 100.0) 

12 months NE (NE, NE) 92.6 (83.3, 100.0) 

18 months NE (NE, NE) 92.6 (83.3, 100.0) 

 

Median Follow-up Time (months) 2.83 3.47 
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Table 35.1.1.6.5.3J 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

<=3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3j-tte-teae-gr3h-soc-pt-prtrlgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=45 

Fruquintinib + BSC 

N=76 

Number of Subjects with Events, n (%) 0 3 (3.9) 

Number of Subjects Censored, n (%) 45 (100.0) 73 (96.1) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.0*, 5.6* 0.8*, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.252 
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Table 35.1.1.6.5.3J 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

<=3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3j-tte-teae-gr3h-soc-pt-prtrlgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=45 

Fruquintinib + BSC 

N=76 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 97.0 (92.9, 100.0) 

6 months NE (NE, NE) 92.6 (83.3, 100.0) 
9 months NE (NE, NE) 92.6 (83.3, 100.0) 

12 months NE (NE, NE) 92.6 (83.3, 100.0) 

18 months NE (NE, NE) 92.6 (83.3, 100.0) 

 

Median Follow-up Time (months) 2.83 3.47 
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Table 35.1.1.6.5.3J 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

>3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3j-tte-teae-gr3h-soc-pt-prtrlgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=185 

Fruquintinib + BSC 

N=380 

Number of Subjects with Events, n (%) 37 (20.0) 83 (21.8) 

Number of Subjects Censored, n (%) 148 (80.0) 297 (78.2) 

 
Time to first TEAE (months)   

25% percentile (95% CI) 4.14 (2.30, NE) 5.59 (3.65, 16.07) 

Median (95% CI) NE (NE, NE) 16.07 (12.22, NE) 

75% percentile (95% CI) NE (NE, NE) NE (16.07, NE) 

Min, Max 0.2*, 13.0* 0.1, 17.5* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.833 (0.202) 

95% CI  (0.561, 1.237) 

Log-rank p-value  0.384 
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Table 35.1.1.6.5.3J 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

>3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3j-tte-teae-gr3h-soc-pt-prtrlgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=185 

Fruquintinib + BSC 

N=380 

Kaplan-Meier Estimates at % (95% CI)   

3 months 80.0 (73.9, 86.1) 83.8 (80.0, 87.6) 

6 months 73.0 (63.5, 82.5) 73.5 (68.1, 78.9) 
9 months 73.0 (63.5, 82.5) 73.5 (68.1, 78.9) 

12 months 73.0 (63.5, 82.5) 69.4 (60.1, 78.7) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.79 3.60 
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Table 35.1.1.6.5.3J 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

>3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3j-tte-teae-gr3h-soc-pt-prtrlgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=185 

Fruquintinib + BSC 

N=380 

Number of Subjects with Events, n (%) 25 (13.5) 22 (5.8) 

Number of Subjects Censored, n (%) 160 (86.5) 358 (94.2) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (3.75, NE) NE (12.22, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.6*, 18.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.288 (0.301) 

95% CI  (0.160, 0.520) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3J 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

>3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3j-tte-teae-gr3h-soc-pt-prtrlgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=185 

Fruquintinib + BSC 

N=380 

Kaplan-Meier Estimates at % (95% CI)   

3 months 85.9 (80.4, 91.3) 96.6 (94.7, 98.5) 

6 months 81.5 (73.7, 89.4) 91.8 (88.2, 95.4) 
9 months 81.5 (73.7, 89.4) 91.8 (88.2, 95.4) 

12 months 81.5 (73.7, 89.4) 91.8 (88.2, 95.4) 

18 months NE (NE, NE) 82.7 (65.3, 100.0) 

 

Median Follow-up Time (months) 2.79 4.01 
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Table 35.1.1.6.5.3J 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

>3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3j-tte-teae-gr3h-soc-pt-prtrlgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=185 

Fruquintinib + BSC 

N=380 

Number of Subjects with Events, n (%) 8 (4.3) 31 (8.2) 

Number of Subjects Censored, n (%) 177 (95.7) 349 (91.8) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 16.07 (11.04, NE) 

Median (95% CI) NE (NE, NE) NE (16.07, NE) 

75% percentile (95% CI) NE (NE, NE) NE (16.07, NE) 

Min, Max 0.2*, 13.0* 0.1, 17.5* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  1.540 (0.402) 

95% CI  (0.701, 3.386) 

Log-rank p-value  0.256 
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Table 35.1.1.6.5.3J 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

>3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3j-tte-teae-gr3h-soc-pt-prtrlgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=185 

Fruquintinib + BSC 

N=380 

Kaplan-Meier Estimates at % (95% CI)   

3 months 95.2 (91.9, 98.5) 93.4 (90.8, 95.9) 

6 months 95.2 (91.9, 98.5) 90.6 (87.1, 94.1) 
9 months 95.2 (91.9, 98.5) 90.6 (87.1, 94.1) 

12 months 95.2 (91.9, 98.5) 85.6 (75.5, 95.8) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.79 3.75 
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Table 35.1.1.6.5.3J 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

>3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3j-tte-teae-gr3h-soc-pt-prtrlgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=185 

Fruquintinib + BSC 

N=380 

Number of Subjects with Events, n (%) 3 (1.6) 57 (15.0) 

Number of Subjects Censored, n (%) 182 (98.4) 323 (85.0) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (10.35, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.0, 18.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  8.758 (0.593) 

95% CI  (2.739, 28.005) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3J 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

>3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3j-tte-teae-gr3h-soc-pt-prtrlgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=185 

Fruquintinib + BSC 

N=380 

Kaplan-Meier Estimates at % (95% CI)   

3 months 98.9 (97.3, 100.0) 85.4 (81.8, 89.0) 

6 months 96.1 (90.6, 100.0) 84.0 (80.0, 88.1) 
9 months 96.1 (90.6, 100.0) 84.0 (80.0, 88.1) 

12 months 96.1 (90.6, 100.0) 80.0 (71.5, 88.6) 

18 months NE (NE, NE) 80.0 (71.5, 88.6) 

 

Median Follow-up Time (months) 2.79 3.63 
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Table 35.1.1.6.5.3J 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

>3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3j-tte-teae-gr3h-soc-pt-prtrlgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=185 

Fruquintinib + BSC 

N=380 

Number of Subjects with Events, n (%) 1 (0.5) 53 (13.9) 

Number of Subjects Censored, n (%) 184 (99.5) 327 (86.1) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (10.35, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.0, 18.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  25.089 (1.010) 

95% CI  (3.467, 181.540) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3J 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

>3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3j-tte-teae-gr3h-soc-pt-prtrlgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=185 

Fruquintinib + BSC 

N=380 

Kaplan-Meier Estimates at % (95% CI)   

3 months 99.4 (98.3, 100.0) 86.2 (82.7, 89.7) 

6 months 99.4 (98.3, 100.0) 85.6 (81.9, 89.3) 
9 months 99.4 (98.3, 100.0) 85.6 (81.9, 89.3) 

12 months 99.4 (98.3, 100.0) 81.5 (73.0, 90.1) 

18 months NE (NE, NE) 81.5 (73.0, 90.1) 

 

Median Follow-up Time (months) 2.79 3.63 
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Table 35.1.1.6.5.3J 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

>3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3j-tte-teae-gr3h-soc-pt-prtrlgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=185 

Fruquintinib + BSC 

N=380 

Number of Subjects with Events, n (%) 1 (0.5) 28 (7.4) 

Number of Subjects Censored, n (%) 184 (99.5) 352 (92.6) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 13.14 (13.14, NE) 

Median (95% CI) NE (NE, NE) 13.14 (13.14, NE) 

75% percentile (95% CI) NE (NE, NE) NE (13.14, NE) 

Min, Max 0.2*, 13.0* 0.4, 18.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  10.427 (1.022) 

95% CI  (1.408, 77.229) 

Log-rank p-value  0.005 
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Table 35.1.1.6.5.3J 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

>3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3j-tte-teae-gr3h-soc-pt-prtrlgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=185 

Fruquintinib + BSC 

N=380 

Kaplan-Meier Estimates at % (95% CI)   

3 months 99.4 (98.4, 100.0) 94.4 (92.1, 96.8) 

6 months 99.4 (98.4, 100.0) 90.5 (86.6, 94.4) 
9 months 99.4 (98.4, 100.0) 89.1 (84.4, 93.8) 

12 months 99.4 (98.4, 100.0) 89.1 (84.4, 93.8) 

18 months NE (NE, NE) 44.5 (0.0, 100.0) 

 

Median Follow-up Time (months) 2.83 3.75 
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Table 35.1.1.6.5.3J 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

>3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3j-tte-teae-gr3h-soc-pt-prtrlgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=185 

Fruquintinib + BSC 

N=380 

Number of Subjects with Events, n (%) 0 26 (6.8) 

Number of Subjects Censored, n (%) 185 (100.0) 354 (93.2) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.4, 18.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.002 
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Table 35.1.1.6.5.3K 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

<=3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3k-tte-teae-gr3h-soc-pt-ptrlmgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=185 

Fruquintinib + BSC 

N=380 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 94.7 (92.4, 97.0) 

6 months 100.0 (100.0, 100.0) 90.7 (86.8, 94.6) 
9 months 100.0 (100.0, 100.0) 89.3 (84.6, 94.0) 

12 months 100.0 (100.0, 100.0) 89.3 (84.6, 94.0) 

18 months NE (NE, NE) 89.3 (84.6, 94.0) 

 

Median Follow-up Time (months) 2.83 3.75 

 

 

Statistics 

Placebo + BSC 

N=64 

Fruquintinib + BSC 

N=124 

Number of Subjects with Events, n (%) 14 (21.9) 16 (12.9) 

Number of Subjects Censored, n (%) 50 (78.1) 108 (87.1) 

 

Time to first TEAE (months)   
25% percentile (95% CI) 3.19 (1.94, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 
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Table 35.1.1.6.5.3K 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

<=3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3k-tte-teae-gr3h-soc-pt-ptrlmgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=64 

Fruquintinib + BSC 

N=124 

Min, Max 0.7, 5.6* 0.7, 20.1* 

 

Comparison (Fruquintinib + BSC vs Placebo + BSC)   
Hazard Ratio (SE)  0.452 (0.380) 

95% CI  (0.214, 0.952) 

Log-rank p-value  0.034 
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Table 35.1.1.6.5.3K 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

<=3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3k-tte-teae-gr3h-soc-pt-ptrlmgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=64 

Fruquintinib + BSC 

N=124 

Kaplan-Meier Estimates at % (95% CI)   

3 months 78.1 (67.5, 88.7) 89.0 (83.3, 94.7) 

6 months NE (NE, NE) 84.4 (77.0, 91.8) 
9 months NE (NE, NE) 84.4 (77.0, 91.8) 

12 months NE (NE, NE) 84.4 (77.0, 91.8) 

18 months NE (NE, NE) 84.4 (77.0, 91.8) 

 

Median Follow-up Time (months) 2.83 3.66 
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Table 35.1.1.6.5.3K 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

<=3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3k-tte-teae-gr3h-soc-pt-ptrlmgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=64 

Fruquintinib + BSC 

N=124 

Number of Subjects with Events, n (%) 6 (9.4) 9 (7.3) 

Number of Subjects Censored, n (%) 58 (90.6) 115 (92.7) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (3.19, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.0*, 5.6* 0.8, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.561 (0.554) 

95% CI  (0.190, 1.663) 

Log-rank p-value  0.285 
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Table 35.1.1.6.5.3K 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

<=3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3k-tte-teae-gr3h-soc-pt-ptrlmgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=64 

Fruquintinib + BSC 

N=124 

Kaplan-Meier Estimates at % (95% CI)   

3 months 91.0 (83.4, 98.6) 95.1 (91.3, 98.9) 

6 months NE (NE, NE) 90.3 (83.9, 96.8) 
9 months NE (NE, NE) 90.3 (83.9, 96.8) 

12 months NE (NE, NE) 90.3 (83.9, 96.8) 

18 months NE (NE, NE) 90.3 (83.9, 96.8) 

 

Median Follow-up Time (months) 2.83 3.73 
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Table 35.1.1.6.5.3K 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

<=3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3k-tte-teae-gr3h-soc-pt-ptrlmgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=64 

Fruquintinib + BSC 

N=124 

Number of Subjects with Events, n (%) 3 (4.7) 5 (4.0) 

Number of Subjects Censored, n (%) 61 (95.3) 119 (96.0) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.7, 5.6* 0.7, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.758 (0.740) 

95% CI  (0.178, 3.233) 

Log-rank p-value  0.730 
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Table 35.1.1.6.5.3K 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

<=3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3k-tte-teae-gr3h-soc-pt-ptrlmgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=64 

Fruquintinib + BSC 

N=124 

Kaplan-Meier Estimates at % (95% CI)   

3 months 95.1 (89.6, 100.0) 95.3 (91.3, 99.4) 

6 months NE (NE, NE) 95.3 (91.3, 99.4) 
9 months NE (NE, NE) 95.3 (91.3, 99.4) 

12 months NE (NE, NE) 95.3 (91.3, 99.4) 

18 months NE (NE, NE) 95.3 (91.3, 99.4) 

 

Median Follow-up Time (months) 2.83 3.66 
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Table 35.1.1.6.5.3K 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

<=3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3k-tte-teae-gr3h-soc-pt-ptrlmgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=64 

Fruquintinib + BSC 

N=124 

Number of Subjects with Events, n (%) 1 (1.6) 22 (17.7) 

Number of Subjects Censored, n (%) 63 (98.4) 102 (82.3) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 10.35 (4.70, NE) 

Median (95% CI) NE (NE, NE) NE (10.35, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.6, 5.6* 0.1, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  11.736 (1.026) 

95% CI  (1.570, 87.732) 

Log-rank p-value  0.003 
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Table 35.1.1.6.5.3K 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

<=3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3k-tte-teae-gr3h-soc-pt-ptrlmgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=64 

Fruquintinib + BSC 

N=124 

Kaplan-Meier Estimates at % (95% CI)   

3 months 98.4 (95.4, 100.0) 84.4 (78.0, 90.9) 

6 months NE (NE, NE) 79.8 (71.1, 88.5) 
9 months NE (NE, NE) 79.8 (71.1, 88.5) 

12 months NE (NE, NE) 68.4 (46.4, 90.4) 

18 months NE (NE, NE) 68.4 (46.4, 90.4) 

 

Median Follow-up Time (months) 2.83 3.32 
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Table 35.1.1.6.5.3K 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

<=3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3k-tte-teae-gr3h-soc-pt-ptrlmgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=64 

Fruquintinib + BSC 

N=124 

Number of Subjects with Events, n (%) 1 (1.6) 19 (15.3) 

Number of Subjects Censored, n (%) 63 (98.4) 105 (84.7) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 10.35 (10.35, NE) 

Median (95% CI) NE (NE, NE) NE (10.35, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.6, 5.6* 0.1, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  10.297 (1.030) 

95% CI  (1.368, 77.485) 

Log-rank p-value  0.006 

 



TAKEDA Page 460 of 724 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Table 35.1.1.6.5.3K 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

<=3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3k-tte-teae-gr3h-soc-pt-ptrlmgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=64 

Fruquintinib + BSC 

N=124 

Kaplan-Meier Estimates at % (95% CI)   

3 months 98.4 (95.4, 100.0) 86.0 (79.9, 92.2) 

6 months NE (NE, NE) 83.9 (76.7, 91.2) 
9 months NE (NE, NE) 83.9 (76.7, 91.2) 

12 months NE (NE, NE) 73.4 (53.2, 93.7) 

18 months NE (NE, NE) 73.4 (53.2, 93.7) 

 

Median Follow-up Time (months) 2.83 3.37 
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Table 35.1.1.6.5.3K 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

<=3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3k-tte-teae-gr3h-soc-pt-ptrlmgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=64 

Fruquintinib + BSC 

N=124 

Number of Subjects with Events, n (%) 0 7 (5.6) 

Number of Subjects Censored, n (%) 64 (100.0) 117 (94.4) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (7.33, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.0*, 5.6* 0.7, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.102 
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Table 35.1.1.6.5.3K 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

<=3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards  model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3k-tte-teae-gr3h-soc-pt-ptrlmgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=64 

Fruquintinib + BSC 

N=124 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 95.7 (92.0, 99.4) 

6 months NE (NE, NE) 93.0 (86.8, 99.3) 
9 months NE (NE, NE) 88.8 (78.7, 98.9) 

12 months NE (NE, NE) 88.8 (78.7, 98.9) 

18 months NE (NE, NE) 88.8 (78.7, 98.9) 

 

Median Follow-up Time (months) 2.83 3.58 
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Table 35.1.1.6.5.3K 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

<=3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proport ional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3k-tte-teae-gr3h-soc-pt-ptrlmgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=64 

Fruquintinib + BSC 

N=124 

Number of Subjects with Events, n (%) 0 7 (5.6) 

Number of Subjects Censored, n (%) 64 (100.0) 117 (94.4) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (7.33, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.0*, 5.6* 0.7, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.102 
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Table 35.1.1.6.5.3K 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

<=3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3k-tte-teae-gr3h-soc-pt-ptrlmgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=64 

Fruquintinib + BSC 

N=124 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 95.7 (92.0, 99.4) 

6 months NE (NE, NE) 93.0 (86.8, 99.3) 
9 months NE (NE, NE) 88.8 (78.7, 98.9) 

12 months NE (NE, NE) 88.8 (78.7, 98.9) 

18 months NE (NE, NE) 88.8 (78.7, 98.9) 

 

Median Follow-up Time (months) 2.83 3.58 
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Table 35.1.1.6.5.3K 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

>3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3k-tte-teae-gr3h-soc-pt-ptrlmgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=166 

Fruquintinib + BSC 

N=332 

Number of Subjects with Events, n (%) 30 (18.1) 75 (22.6) 

Number of Subjects Censored, n (%) 136 (81.9) 257 (77.4) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (2.76, NE) 5.59 (3.61, 12.22) 

Median (95% CI) NE (NE, NE) 16.07 (12.22, NE) 

75% percentile (95% CI) NE (NE, NE) NE (16.07, NE) 

Min, Max 0.2*, 13.0* 0.1, 17.5* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.970 (0.220) 

95% CI  (0.631, 1.492) 

Log-rank p-value  0.960 
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Table 35.1.1.6.5.3K 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

>3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3k-tte-teae-gr3h-soc-pt-ptrlmgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=166 

Fruquintinib + BSC 

N=332 

Kaplan-Meier Estimates at % (95% CI)   

3 months 81.8 (75.6, 88.0) 83.0 (78.8, 87.1) 

6 months 76.2 (66.8, 85.7) 72.7 (66.9, 78.6) 
9 months 76.2 (66.8, 85.7) 72.7 (66.9, 78.6) 

12 months 76.2 (66.8, 85.7) 67.9 (57.2, 78.6) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.79 3.37 
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Table 35.1.1.6.5.3K 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

>3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3k-tte-teae-gr3h-soc-pt-ptrlmgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=166 

Fruquintinib + BSC 

N=332 

Number of Subjects with Events, n (%) 22 (13.3) 18 (5.4) 

Number of Subjects Censored, n (%) 144 (86.7) 314 (94.6) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (3.75, NE) NE (12.22, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.6*, 18.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.291 (0.326) 

95% CI  (0.154, 0.552) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3K 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

>3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3k-tte-teae-gr3h-soc-pt-ptrlmgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=166 

Fruquintinib + BSC 

N=332 

Kaplan-Meier Estimates at % (95% CI)   

3 months 85.7 (79.9, 91.5) 96.4 (94.2, 98.5) 

6 months 83.1 (75.6, 90.6) 92.6 (89.0, 96.3) 
9 months 83.1 (75.6, 90.6) 92.6 (89.0, 96.3) 

12 months 83.1 (75.6, 90.6) 92.6 (89.0, 96.3) 

18 months NE (NE, NE) 82.3 (63.0, 100.0) 

 

Median Follow-up Time (months) 2.81 4.07 
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Table 35.1.1.6.5.3K 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

>3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3k-tte-teae-gr3h-soc-pt-ptrlmgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=166 

Fruquintinib + BSC 

N=332 

Number of Subjects with Events, n (%) 6 (3.6) 30 (9.0) 

Number of Subjects Censored, n (%) 160 (96.4) 302 (91.0) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 16.07 (11.04, NE) 

Median (95% CI) NE (NE, NE) NE (16.07, NE) 

75% percentile (95% CI) NE (NE, NE) NE (16.07, NE) 

Min, Max 0.2*, 13.0* 0.1, 17.5* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  2.047 (0.452) 

95% CI  (0.844, 4.963) 

Log-rank p-value  0.096 
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Table 35.1.1.6.5.3K 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

>3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3k-tte-teae-gr3h-soc-pt-ptrlmgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=166 

Fruquintinib + BSC 

N=332 

Kaplan-Meier Estimates at % (95% CI)   

3 months 96.0 (92.8, 99.2) 92.7 (89.9, 95.6) 

6 months 96.0 (92.8, 99.2) 89.6 (85.6, 93.5) 
9 months 96.0 (92.8, 99.2) 89.6 (85.6, 93.5) 

12 months 96.0 (92.8, 99.2) 83.6 (71.7, 95.5) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.81 3.75 
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Table 35.1.1.6.5.3K 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

>3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3k-tte-teae-gr3h-soc-pt-ptrlmgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=166 

Fruquintinib + BSC 

N=332 

Number of Subjects with Events, n (%) 3 (1.8) 45 (13.6) 

Number of Subjects Censored, n (%) 163 (98.2) 287 (86.4) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.0, 18.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  7.602 (0.597) 

95% CI  (2.360, 24.487) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3K 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

>3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3k-tte-teae-gr3h-soc-pt-ptrlmgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=166 

Fruquintinib + BSC 

N=332 

Kaplan-Meier Estimates at % (95% CI)   

3 months 98.7 (97.0, 100.0) 86.0 (82.2, 89.8) 

6 months 95.9 (90.2, 100.0) 86.0 (82.2, 89.8) 
9 months 95.9 (90.2, 100.0) 86.0 (82.2, 89.8) 

12 months 95.9 (90.2, 100.0) 86.0 (82.2, 89.8) 

18 months NE (NE, NE) 86.0 (82.2, 89.8) 

 

Median Follow-up Time (months) 2.81 3.70 
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Table 35.1.1.6.5.3K 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

>3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3k-tte-teae-gr3h-soc-pt-ptrlmgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=166 

Fruquintinib + BSC 

N=332 

Number of Subjects with Events, n (%) 1 (0.6) 43 (13.0) 

Number of Subjects Censored, n (%) 165 (99.4) 289 (87.0) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.0, 18.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  22.238 (1.012) 

95% CI  (3.061, 161.559) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3K 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

>3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3k-tte-teae-gr3h-soc-pt-ptrlmgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=166 

Fruquintinib + BSC 

N=332 

Kaplan-Meier Estimates at % (95% CI)   

3 months 99.3 (98.1, 100.0) 86.6 (82.9, 90.4) 

6 months 99.3 (98.1, 100.0) 86.6 (82.9, 90.4) 
9 months 99.3 (98.1, 100.0) 86.6 (82.9, 90.4) 

12 months 99.3 (98.1, 100.0) 86.6 (82.9, 90.4) 

18 months NE (NE, NE) 86.6 (82.9, 90.4) 

 

Median Follow-up Time (months) 2.81 3.70 
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Table 35.1.1.6.5.3K 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

>3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3k-tte-teae-gr3h-soc-pt-ptrlmgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=166 

Fruquintinib + BSC 

N=332 

Number of Subjects with Events, n (%) 1 (0.6) 24 (7.2) 

Number of Subjects Censored, n (%) 165 (99.4) 308 (92.8) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 13.14 (13.14, NE) 

Median (95% CI) NE (NE, NE) 13.14 (13.14, NE) 

75% percentile (95% CI) NE (NE, NE) NE (13.14, NE) 

Min, Max 0.2*, 13.0* 0.4, 18.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  9.382 (1.025) 

95% CI  (1.259, 69.928) 

Log-rank p-value  0.007 
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Table 35.1.1.6.5.3K 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

>3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3k-tte-teae-gr3h-soc-pt-ptrlmgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=166 

Fruquintinib + BSC 

N=332 

Kaplan-Meier Estimates at % (95% CI)   

3 months 99.4 (98.2, 100.0) 94.5 (92.0, 97.1) 

6 months 99.4 (98.2, 100.0) 90.0 (85.7, 94.3) 
9 months 99.4 (98.2, 100.0) 90.0 (85.7, 94.3) 

12 months 99.4 (98.2, 100.0) 90.0 (85.7, 94.3) 

18 months NE (NE, NE) 45.0 (0.0, 100.0) 

 

Median Follow-up Time (months) 2.83 3.75 
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Table 35.1.1.6.5.3K 

Summary of Time to Onset of TEAE by SOC/PT by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

>3 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3k-tte-teae-gr3h-soc-pt-ptrlmgr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=166 

Fruquintinib + BSC 

N=332 

Number of Subjects with Events, n (%) 0 22 (6.6) 

Number of Subjects Censored, n (%) 166 (100.0) 310 (93.4) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.4, 18.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.003 
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Table 35.1.1.6.5.3L 

Summary of Time to Onset of TEAE by SOC/PT by Prior VEGFi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3l-tte-teae-gr3h-soc-pt-prtvegfi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=166 

Fruquintinib + BSC 

N=332 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 94.8 (92.4, 97.3) 

6 months 100.0 (100.0, 100.0) 90.3 (86.0, 94.6) 
9 months 100.0 (100.0, 100.0) 90.3 (86.0, 94.6) 

12 months 100.0 (100.0, 100.0) 90.3 (86.0, 94.6) 

18 months NE (NE, NE) 90.3 (86.0, 94.6) 

 

Median Follow-up Time (months) 2.83 3.75 

 

 

Statistics 

Placebo + BSC 

N=221 

Fruquintinib + BSC 

N=440 

Number of Subjects with Events, n (%) 42 (19.0) 87 (19.8) 

Number of Subjects Censored, n (%) 179 (81.0) 353 (80.2) 

 

Time to first TEAE (months)   
25% percentile (95% CI) 4.14 (2.76, NE) 11.04 (4.47, 16.07) 

Median (95% CI) NE (NE, NE) NE (16.07, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 
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Table 35.1.1.6.5.3L 

Summary of Time to Onset of TEAE by SOC/PT by Prior VEGFi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3l-tte-teae-gr3h-soc-pt-prtvegfi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=221 

Fruquintinib + BSC 

N=440 

Min, Max 0.2*, 13.0* 0.1, 20.1* 

 

Comparison (Fruquintinib + BSC vs Placebo + BSC)   
Hazard Ratio (SE)  0.806 (0.192) 

95% CI  (0.553, 1.173) 

Log-rank p-value  0.269 
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Table 35.1.1.6.5.3L 

Summary of Time to Onset of TEAE by SOC/PT by Prior VEGFi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule strat ification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3l-tte-teae-gr3h-soc-pt-prtvegfi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=221 

Fruquintinib + BSC 

N=440 

Kaplan-Meier Estimates at % (95% CI)   

3 months 80.9 (75.5, 86.4) 84.8 (81.3, 88.2) 

6 months 75.0 (66.6, 83.4) 76.0 (71.2, 80.9) 
9 months 75.0 (66.6, 83.4) 76.0 (71.2, 80.9) 

12 months 75.0 (66.6, 83.4) 72.6 (64.5, 80.7) 

18 months NE (NE, NE) 53.6 (27.9, 79.2) 

 

Median Follow-up Time (months) 2.83 3.56 
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Table 35.1.1.6.5.3L 

Summary of Time to Onset of TEAE by SOC/PT by Prior VEGFi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3l-tte-teae-gr3h-soc-pt-prtvegfi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=221 

Fruquintinib + BSC 

N=440 

Number of Subjects with Events, n (%) 27 (12.2) 27 (6.1) 

Number of Subjects Censored, n (%) 194 (87.8) 413 (93.9) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (12.22, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.6*, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.356 (0.280) 

95% CI  (0.206, 0.616) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3L 

Summary of Time to Onset of TEAE by SOC/PT by Prior VEGFi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3l-tte-teae-gr3h-soc-pt-prtvegfi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=221 

Fruquintinib + BSC 

N=440 

Kaplan-Meier Estimates at % (95% CI)   

3 months 87.2 (82.4, 91.9) 95.9 (94.0, 97.8) 

6 months 83.5 (76.8, 90.3) 91.7 (88.4, 95.0) 
9 months 83.5 (76.8, 90.3) 91.7 (88.4, 95.0) 

12 months 83.5 (76.8, 90.3) 91.7 (88.4, 95.0) 

18 months NE (NE, NE) 84.7 (71.0, 98.3) 

 

Median Follow-up Time (months) 2.83 3.86 
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Table 35.1.1.6.5.3L 

Summary of Time to Onset of TEAE by SOC/PT by Prior VEGFi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3l-tte-teae-gr3h-soc-pt-prtvegfi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=221 

Fruquintinib + BSC 

N=440 

Number of Subjects with Events, n (%) 9 (4.1) 32 (7.3) 

Number of Subjects Censored, n (%) 212 (95.9) 408 (92.7) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 16.07 (16.07, NE) 

Median (95% CI) NE (NE, NE) NE (16.07, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.1, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  1.499 (0.383) 

95% CI  (0.708, 3.173) 

Log-rank p-value  0.259 
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Table 35.1.1.6.5.3L 

Summary of Time to Onset of TEAE by SOC/PT by Prior VEGFi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3l-tte-teae-gr3h-soc-pt-prtvegfi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=221 

Fruquintinib + BSC 

N=440 

Kaplan-Meier Estimates at % (95% CI)   

3 months 95.5 (92.6, 98.4) 93.9 (91.6, 96.3) 

6 months 95.5 (92.6, 98.4) 91.5 (88.4, 94.7) 
9 months 95.5 (92.6, 98.4) 91.5 (88.4, 94.7) 

12 months 95.5 (92.6, 98.4) 87.4 (78.9, 95.9) 

18 months NE (NE, NE) 69.9 (38.5, 100.0) 

 

Median Follow-up Time (months) 2.83 3.75 
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Table 35.1.1.6.5.3L 

Summary of Time to Onset of TEAE by SOC/PT by Prior VEGFi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3l-tte-teae-gr3h-soc-pt-prtvegfi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=221 

Fruquintinib + BSC 

N=440 

Number of Subjects with Events, n (%) 4 (1.8) 64 (14.5) 

Number of Subjects Censored, n (%) 217 (98.2) 376 (85.5) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (10.35, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.0, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  7.902 (0.516) 

95% CI  (2.874, 21.724) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3L 

Summary of Time to Onset of TEAE by SOC/PT by Prior VEGFi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3l-tte-teae-gr3h-soc-pt-prtvegfi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=221 

Fruquintinib + BSC 

N=440 

Kaplan-Meier Estimates at % (95% CI)   

3 months 98.6 (97.0, 100.0) 85.8 (82.4, 89.1) 

6 months 96.3 (91.6, 100.0) 84.5 (80.9, 88.2) 
9 months 96.3 (91.6, 100.0) 84.5 (80.9, 88.2) 

12 months 96.3 (91.6, 100.0) 80.9 (73.0, 88.7) 

18 months NE (NE, NE) 80.9 (73.0, 88.7) 

 

Median Follow-up Time (months) 2.83 3.43 
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Table 35.1.1.6.5.3L 

Summary of Time to Onset of TEAE by SOC/PT by Prior VEGFi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3l-tte-teae-gr3h-soc-pt-prtvegfi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=221 

Fruquintinib + BSC 

N=440 

Number of Subjects with Events, n (%) 2 (0.9) 59 (13.4) 

Number of Subjects Censored, n (%) 219 (99.1) 381 (86.6) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (10.35, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.0, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  14.901 (0.719) 

95% CI  (3.639, 61.024) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3L 

Summary of Time to Onset of TEAE by SOC/PT by Prior VEGFi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3l-tte-teae-gr3h-soc-pt-prtvegfi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=221 

Fruquintinib + BSC 

N=440 

Kaplan-Meier Estimates at % (95% CI)   

3 months 99.1 (97.8, 100.0) 86.7 (83.5, 89.9) 

6 months 99.1 (97.8, 100.0) 86.2 (82.8, 89.5) 
9 months 99.1 (97.8, 100.0) 86.2 (82.8, 89.5) 

12 months 99.1 (97.8, 100.0) 82.6 (75.0, 90.2) 

18 months NE (NE, NE) 82.6 (75.0, 90.2) 

 

Median Follow-up Time (months) 2.83 3.50 
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Table 35.1.1.6.5.3L 

Summary of Time to Onset of TEAE by SOC/PT by Prior VEGFi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3l-tte-teae-gr3h-soc-pt-prtvegfi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=221 

Fruquintinib + BSC 

N=440 

Number of Subjects with Events, n (%) 1 (0.5) 31 (7.0) 

Number of Subjects Censored, n (%) 220 (99.5) 409 (93.0) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 13.14 (13.14, NE) 

Median (95% CI) NE (NE, NE) NE (13.14, NE) 

75% percentile (95% CI) NE (NE, NE) NE (13.14, NE) 

Min, Max 0.2*, 13.0* 0.4, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  11.545 (1.019) 

95% CI  (1.566, 85.101) 

Log-rank p-value  0.003 
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Table 35.1.1.6.5.3L 

Summary of Time to Onset of TEAE by SOC/PT by Prior VEGFi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3l-tte-teae-gr3h-soc-pt-prtvegfi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=221 

Fruquintinib + BSC 

N=440 

Kaplan-Meier Estimates at % (95% CI)   

3 months 99.5 (98.6, 100.0) 94.7 (92.5, 96.8) 

6 months 99.5 (98.6, 100.0) 90.4 (86.7, 94.2) 
9 months 99.5 (98.6, 100.0) 89.2 (84.7, 93.6) 

12 months 99.5 (98.6, 100.0) 89.2 (84.7, 93.6) 

18 months NE (NE, NE) 66.9 (28.9, 100.0) 

 

Median Follow-up Time (months) 2.83 3.70 
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Table 35.1.1.6.5.3L 

Summary of Time to Onset of TEAE by SOC/PT by Prior VEGFi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3l-tte-teae-gr3h-soc-pt-prtvegfi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=221 

Fruquintinib + BSC 

N=440 

Number of Subjects with Events, n (%) 0 29 (6.6) 

Number of Subjects Censored, n (%) 221 (100.0) 411 (93.4) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.4, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.001 
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Table 35.1.1.6.5.3L 

Summary of Time to Onset of TEAE by SOC/PT by Prior VEGFi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3l-tte-teae-gr3h-soc-pt-prtvegfi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=221 

Fruquintinib + BSC 

N=440 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 94.9 (92.8, 97.0) 

6 months 100.0 (100.0, 100.0) 90.6 (86.9, 94.4) 
9 months 100.0 (100.0, 100.0) 89.4 (85.0, 93.8) 

12 months 100.0 (100.0, 100.0) 89.4 (85.0, 93.8) 

18 months NE (NE, NE) 89.4 (85.0, 93.8) 

 

Median Follow-up Time (months) 2.83 3.70 
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Table 35.1.1.6.5.3L 

Summary of Time to Onset of TEAE by SOC/PT by Prior VEGFi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3l-tte-teae-gr3h-soc-pt-prtvegfi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=9 

Fruquintinib + BSC 

N=16 

Number of Subjects with Events, n (%) 2 (22.2) 4 (25.0) 

Number of Subjects Censored, n (%) 7 (77.8) 12 (75.0) 

 
Time to first TEAE (months)   

25% percentile (95% CI) 2.30 (1.22, NE) 3.61 (0.07, NE) 

Median (95% CI) NE (1.22, NE) NE (3.61, NE) 

75% percentile (95% CI) NE (2.30, NE) NE (NE, NE) 

Min, Max 1.2, 4.7* 0.1, 12.5* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  1.204 (1.256) 

95% CI  (0.103, 14.116) 

Log-rank p-value  0.808 
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Table 35.1.1.6.5.3L 

Summary of Time to Onset of TEAE by SOC/PT by Prior VEGFi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3l-tte-teae-gr3h-soc-pt-prtvegfi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=9 

Fruquintinib + BSC 

N=16 

Kaplan-Meier Estimates at % (95% CI)   

3 months 71.1 (35.9, 100.0) 80.8 (61.2, 100.0) 

6 months NE (NE, NE) 71.8 (47.7, 95.9) 
9 months NE (NE, NE) 71.8 (47.7, 95.9) 

12 months NE (NE, NE) 71.8 (47.7, 95.9) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.30 4.12 

 



TAKEDA Page 495 of 724 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Table 35.1.1.6.5.3L 

Summary of Time to Onset of TEAE by SOC/PT by Prior VEGFi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3l-tte-teae-gr3h-soc-pt-prtvegfi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=9 

Fruquintinib + BSC 

N=16 

Number of Subjects with Events, n (%) 1 (11.1) 0 

Number of Subjects Censored, n (%) 8 (88.9) 16 (100.0) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (1.22, NE) NE (NE, NE) 

Median (95% CI) NE (1.22, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.2, 4.7* 1.7*, 12.5* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.317 
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Table 35.1.1.6.5.3L 

Summary of Time to Onset of TEAE by SOC/PT by Prior VEGFi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3l-tte-teae-gr3h-soc-pt-prtvegfi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=9 

Fruquintinib + BSC 

N=16 

Kaplan-Meier Estimates at % (95% CI)   

3 months 88.9 (68.4, 100.0) 100.0 (100.0, 100.0) 

6 months NE (NE, NE) 100.0 (100.0, 100.0) 
9 months NE (NE, NE) 100.0 (100.0, 100.0) 

12 months NE (NE, NE) 100.0 (100.0, 100.0) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.30 5.04 
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Table 35.1.1.6.5.3L 

Summary of Time to Onset of TEAE by SOC/PT by Prior VEGFi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3l-tte-teae-gr3h-soc-pt-prtvegfi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=9 

Fruquintinib + BSC 

N=16 

Number of Subjects with Events, n (%) 0 3 (18.8) 

Number of Subjects Censored, n (%) 9 (100.0) 13 (81.3) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (0.07, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.2*, 4.7* 0.1, 12.5* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.480 
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Table 35.1.1.6.5.3L 

Summary of Time to Onset of TEAE by SOC/PT by Prior VEGFi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3l-tte-teae-gr3h-soc-pt-prtvegfi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=9 

Fruquintinib + BSC 

N=16 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 80.8 (61.2, 100.0) 

6 months NE (NE, NE) 80.8 (61.2, 100.0) 
9 months NE (NE, NE) 80.8 (61.2, 100.0) 

12 months NE (NE, NE) 80.8 (61.2, 100.0) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.30 4.19 
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Table 35.1.1.6.5.3L 

Summary of Time to Onset of TEAE by SOC/PT by Prior VEGFi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3l-tte-teae-gr3h-soc-pt-prtvegfi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=9 

Fruquintinib + BSC 

N=16 

Number of Subjects with Events, n (%) 0 3 (18.8) 

Number of Subjects Censored, n (%) 9 (100.0) 13 (81.3) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (0.20, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.2*, 4.7* 0.2, 12.5* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.317 
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Table 35.1.1.6.5.3L 

Summary of Time to Onset of TEAE by SOC/PT by Prior VEGFi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3l-tte-teae-gr3h-soc-pt-prtvegfi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=9 

Fruquintinib + BSC 

N=16 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 80.8 (61.2, 100.0) 

6 months NE (NE, NE) 80.8 (61.2, 100.0) 
9 months NE (NE, NE) 80.8 (61.2, 100.0) 

12 months NE (NE, NE) 80.8 (61.2, 100.0) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.30 3.66 
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Table 35.1.1.6.5.3L 

Summary of Time to Onset of TEAE by SOC/PT by Prior VEGFi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3l-tte-teae-gr3h-soc-pt-prtvegfi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=9 

Fruquintinib + BSC 

N=16 

Number of Subjects with Events, n (%) 0 3 (18.8) 

Number of Subjects Censored, n (%) 9 (100.0) 13 (81.3) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (0.62, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.2*, 4.7* 0.6, 12.5* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.317 
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Table 35.1.1.6.5.3M 

Summary of Time to Onset of TEAE by SOC/PT by Prior EGFRi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3m-tte-teae-gr3h-soc-pt-prtegfri 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=9 

Fruquintinib + BSC 

N=16 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 80.8 (61.2, 100.0) 

6 months NE (NE, NE) 80.8 (61.2, 100.0) 
9 months NE (NE, NE) 80.8 (61.2, 100.0) 

12 months NE (NE, NE) 80.8 (61.2, 100.0) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.30 3.66 

 

 

Statistics 

Placebo + BSC 

N=88 

Fruquintinib + BSC 

N=179 

Number of Subjects with Events, n (%) 18 (20.5) 37 (20.7) 

Number of Subjects Censored, n (%) 70 (79.5) 142 (79.3) 

 

Time to first TEAE (months)   
25% percentile (95% CI) 3.75 (2.37, NE) 11.04 (3.61, NE) 

Median (95% CI) NE (4.14, NE) NE (11.04, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 
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Table 35.1.1.6.5.3M 

Summary of Time to Onset of TEAE by SOC/PT by Prior EGFRi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3m-tte-teae-gr3h-soc-pt-prtegfri 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=88 

Fruquintinib + BSC 

N=179 

Min, Max 0.2*, 6.8* 0.1, 16.9* 

 

Comparison (Fruquintinib + BSC vs Placebo + BSC)   
Hazard Ratio (SE)  0.742 (0.296) 

95% CI  (0.416, 1.324) 

Log-rank p-value  0.337 
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Table 35.1.1.6.5.3M 

Summary of Time to Onset of TEAE by SOC/PT by Prior EGFRi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3m-tte-teae-gr3h-soc-pt-prtegfri 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=88 

Fruquintinib + BSC 

N=179 

Kaplan-Meier Estimates at % (95% CI)   

3 months 81.5 (73.0, 90.1) 84.8 (79.4, 90.2) 

6 months 67.5 (50.9, 84.1) 75.1 (67.5, 82.6) 
9 months NE (NE, NE) 75.1 (67.5, 82.6) 

12 months NE (NE, NE) 67.6 (52.0, 83.1) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.71 
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Table 35.1.1.6.5.3M 

Summary of Time to Onset of TEAE by SOC/PT by Prior EGFRi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3m-tte-teae-gr3h-soc-pt-prtegfri 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=88 

Fruquintinib + BSC 

N=179 

Number of Subjects with Events, n (%) 11 (12.5) 11 (6.1) 

Number of Subjects Censored, n (%) 77 (87.5) 168 (93.9) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (3.19, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 6.8* 0.9*, 16.9* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.298 (0.446) 

95% CI  (0.124, 0.716) 

Log-rank p-value  0.005 
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Table 35.1.1.6.5.3M 

Summary of Time to Onset of TEAE by SOC/PT by Prior EGFRi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3m-tte-teae-gr3h-soc-pt-prtegfri 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=88 

Fruquintinib + BSC 

N=179 

Kaplan-Meier Estimates at % (95% CI)   

3 months 88.0 (80.6, 95.5) 95.7 (92.7, 98.8) 

6 months 79.6 (66.5, 92.8) 91.6 (86.6, 96.6) 
9 months NE (NE, NE) 91.6 (86.6, 96.6) 

12 months NE (NE, NE) 91.6 (86.6, 96.6) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 4.50 
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Table 35.1.1.6.5.3M 

Summary of Time to Onset of TEAE by SOC/PT by Prior EGFRi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3m-tte-teae-gr3h-soc-pt-prtegfri 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=88 

Fruquintinib + BSC 

N=179 

Number of Subjects with Events, n (%) 5 (5.7) 18 (10.1) 

Number of Subjects Censored, n (%) 83 (94.3) 161 (89.9) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (11.04, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 6.8* 0.1, 16.9* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  1.495 (0.513) 

95% CI  (0.547, 4.082) 

Log-rank p-value  0.379 
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Table 35.1.1.6.5.3M 

Summary of Time to Onset of TEAE by SOC/PT by Prior EGFRi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3m-tte-teae-gr3h-soc-pt-prtegfri 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=88 

Fruquintinib + BSC 

N=179 

Kaplan-Meier Estimates at % (95% CI)   

3 months 93.8 (88.5, 99.1) 91.1 (86.8, 95.4) 

6 months 93.8 (88.5, 99.1) 88.5 (83.0, 94.1) 
9 months NE (NE, NE) 88.5 (83.0, 94.1) 

12 months NE (NE, NE) 79.7 (62.5, 96.9) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.75 
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Table 35.1.1.6.5.3M 

Summary of Time to Onset of TEAE by SOC/PT by Prior EGFRi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3m-tte-teae-gr3h-soc-pt-prtegfri 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=88 

Fruquintinib + BSC 

N=179 

Number of Subjects with Events, n (%) 1 (1.1) 25 (14.0) 

Number of Subjects Censored, n (%) 87 (98.9) 154 (86.0) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (3.61, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 6.8* 0.1, 16.9* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  13.206 (1.023) 

95% CI  (1.779, 98.009) 

Log-rank p-value  0.001 
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Table 35.1.1.6.5.3M 

Summary of Time to Onset of TEAE by SOC/PT by Prior EGFRi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3m-tte-teae-gr3h-soc-pt-prtegfri 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=88 

Fruquintinib + BSC 

N=179 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 86.7 (81.6, 91.8) 

6 months 94.7 (84.7, 100.0) 83.8 (77.5, 90.1) 
9 months NE (NE, NE) 83.8 (77.5, 90.1) 

12 months NE (NE, NE) 83.8 (77.5, 90.1) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.71 
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Table 35.1.1.6.5.3M 

Summary of Time to Onset of TEAE by SOC/PT by Prior EGFRi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3m-tte-teae-gr3h-soc-pt-prtegfri 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=88 

Fruquintinib + BSC 

N=179 

Number of Subjects with Events, n (%) 0 23 (12.8) 

Number of Subjects Censored, n (%) 88 (100.0) 156 (87.2) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 6.8* 0.1, 16.9* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3M 

Summary of Time to Onset of TEAE by SOC/PT by Prior EGFRi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3m-tte-teae-gr3h-soc-pt-prtegfri 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=88 

Fruquintinib + BSC 

N=179 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 87.4 (82.4, 92.3) 

6 months 100.0 (100.0, 100.0) 86.1 (80.7, 91.6) 
9 months NE (NE, NE) 86.1 (80.7, 91.6) 

12 months NE (NE, NE) 86.1 (80.7, 91.6) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.71 
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Table 35.1.1.6.5.3M 

Summary of Time to Onset of TEAE by SOC/PT by Prior EGFRi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3m-tte-teae-gr3h-soc-pt-prtegfri 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=88 

Fruquintinib + BSC 

N=179 

Number of Subjects with Events, n (%) 0 14 (7.8) 

Number of Subjects Censored, n (%) 88 (100.0) 165 (92.2) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 13.14 (NE, NE) 

Median (95% CI) NE (NE, NE) 13.14 (NE, NE) 

75% percentile (95% CI) NE (NE, NE) 13.14 (NE, NE) 

Min, Max 0.2*, 6.8* 0.5, 13.1 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.018 
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Table 35.1.1.6.5.3M 

Summary of Time to Onset of TEAE by SOC/PT by Prior EGFRi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3m-tte-teae-gr3h-soc-pt-prtegfri 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=88 

Fruquintinib + BSC 

N=179 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 93.3 (89.5, 97.1) 

6 months 100.0 (100.0, 100.0) 90.5 (85.2, 95.9) 
9 months NE (NE, NE) 90.5 (85.2, 95.9) 

12 months NE (NE, NE) 90.5 (85.2, 95.9) 

18 months NE (NE, NE) 0.0 (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.75 
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Table 35.1.1.6.5.3M 

Summary of Time to Onset of TEAE by SOC/PT by Prior EGFRi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3m-tte-teae-gr3h-soc-pt-prtegfri 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=88 

Fruquintinib + BSC 

N=179 

Number of Subjects with Events, n (%) 0 12 (6.7) 

Number of Subjects Censored, n (%) 88 (100.0) 167 (93.3) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 6.8* 0.5, 16.9* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.023 
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Table 35.1.1.6.5.3M 

Summary of Time to Onset of TEAE by SOC/PT by Prior EGFRi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3m-tte-teae-gr3h-soc-pt-prtegfri 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=88 

Fruquintinib + BSC 

N=179 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 93.9 (90.2, 97.6) 

6 months 100.0 (100.0, 100.0) 91.1 (85.8, 96.4) 
9 months NE (NE, NE) 91.1 (85.8, 96.4) 

12 months NE (NE, NE) 91.1 (85.8, 96.4) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.75 
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Table 35.1.1.6.5.3M 

Summary of Time to Onset of TEAE by SOC/PT by Prior EGFRi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3m-tte-teae-gr3h-soc-pt-prtegfri 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=142 

Fruquintinib + BSC 

N=277 

Number of Subjects with Events, n (%) 26 (18.3) 54 (19.5) 

Number of Subjects Censored, n (%) 116 (81.7) 223 (80.5) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (2.27, NE) 12.22 (4.37, NE) 

Median (95% CI) NE (NE, NE) NE (12.22, NE) 

75% percentile (95% CI) NE (NE, NE) NE (16.07, NE) 

Min, Max 0.4*, 13.0* 0.1, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.829 (0.244) 

95% CI  (0.514, 1.337) 

Log-rank p-value  0.432 
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Table 35.1.1.6.5.3M 

Summary of Time to Onset of TEAE by SOC/PT by Prior EGFRi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3m-tte-teae-gr3h-soc-pt-prtegfri 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=142 

Fruquintinib + BSC 

N=277 

Kaplan-Meier Estimates at % (95% CI)   

3 months 80.1 (73.2, 87.1) 84.5 (80.1, 88.9) 

6 months 80.1 (73.2, 87.1) 76.4 (70.3, 82.6) 
9 months 80.1 (73.2, 87.1) 76.4 (70.3, 82.6) 

12 months 80.1 (73.2, 87.1) 76.4 (70.3, 82.6) 

18 months NE (NE, NE) 50.2 (18.6, 81.7) 

 

Median Follow-up Time (months) 2.79 3.48 
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Table 35.1.1.6.5.3M 

Summary of Time to Onset of TEAE by SOC/PT by Prior EGFRi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3m-tte-teae-gr3h-soc-pt-prtegfri 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=142 

Fruquintinib + BSC 

N=277 

Number of Subjects with Events, n (%) 17 (12.0) 16 (5.8) 

Number of Subjects Censored, n (%) 125 (88.0) 261 (94.2) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (12.22, NE) 

Median (95% CI) NE (NE, NE) NE (12.22, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.4*, 13.0* 0.6*, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.358 (0.359) 

95% CI  (0.177, 0.724) 

Log-rank p-value  0.003 
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Table 35.1.1.6.5.3M 

Summary of Time to Onset of TEAE by SOC/PT by Prior EGFRi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3m-tte-teae-gr3h-soc-pt-prtegfri 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=142 

Fruquintinib + BSC 

N=277 

Kaplan-Meier Estimates at % (95% CI)   

3 months 86.8 (80.9, 92.7) 96.2 (93.9, 98.5) 

6 months 86.8 (80.9, 92.7) 92.4 (88.3, 96.5) 
9 months 86.8 (80.9, 92.7) 92.4 (88.3, 96.5) 

12 months 86.8 (80.9, 92.7) 92.4 (88.3, 96.5) 

18 months NE (NE, NE) 80.9 (59.4, 100.0) 

 

Median Follow-up Time (months) 2.81 3.78 
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Table 35.1.1.6.5.3M 

Summary of Time to Onset of TEAE by SOC/PT by Prior EGFRi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3m-tte-teae-gr3h-soc-pt-prtegfri 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=142 

Fruquintinib + BSC 

N=277 

Number of Subjects with Events, n (%) 4 (2.8) 17 (6.1) 

Number of Subjects Censored, n (%) 138 (97.2) 260 (93.9) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 16.07 (16.07, NE) 

Median (95% CI) NE (NE, NE) NE (16.07, NE) 

75% percentile (95% CI) NE (NE, NE) NE (16.07, NE) 

Min, Max 0.4*, 13.0* 0.1, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  1.715 (0.564) 

95% CI  (0.568, 5.183) 

Log-rank p-value  0.319 
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Table 35.1.1.6.5.3M 

Summary of Time to Onset of TEAE by SOC/PT by Prior EGFRi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3m-tte-teae-gr3h-soc-pt-prtegfri 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=142 

Fruquintinib + BSC 

N=277 

Kaplan-Meier Estimates at % (95% CI)   

3 months 96.9 (93.9, 99.9) 95.0 (92.3, 97.6) 

6 months 96.9 (93.9, 99.9) 92.8 (89.2, 96.4) 
9 months 96.9 (93.9, 99.9) 92.8 (89.2, 96.4) 

12 months 96.9 (93.9, 99.9) 92.8 (89.2, 96.4) 

18 months NE (NE, NE) 69.6 (30.1, 100.0) 

 

Median Follow-up Time (months) 2.83 3.68 
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Table 35.1.1.6.5.3M 

Summary of Time to Onset of TEAE by SOC/PT by Prior EGFRi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3m-tte-teae-gr3h-soc-pt-prtegfri 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=142 

Fruquintinib + BSC 

N=277 

Number of Subjects with Events, n (%) 3 (2.1) 42 (15.2) 

Number of Subjects Censored, n (%) 139 (97.9) 235 (84.8) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (10.35, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.3, 13.0* 0.0, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  7.133 (0.599) 

95% CI  (2.204, 23.082) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3M 

Summary of Time to Onset of TEAE by SOC/PT by Prior EGFRi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3m-tte-teae-gr3h-soc-pt-prtegfri 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=142 

Fruquintinib + BSC 

N=277 

Kaplan-Meier Estimates at % (95% CI)   

3 months 97.8 (95.4, 100.0) 84.8 (80.6, 89.1) 

6 months 97.8 (95.4, 100.0) 84.8 (80.6, 89.1) 
9 months 97.8 (95.4, 100.0) 84.8 (80.6, 89.1) 

12 months 97.8 (95.4, 100.0) 79.5 (68.7, 90.4) 

18 months NE (NE, NE) 79.5 (68.7, 90.4) 

 

Median Follow-up Time (months) 2.79 3.35 
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Table 35.1.1.6.5.3M 

Summary of Time to Onset of TEAE by SOC/PT by Prior EGFRi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3m-tte-teae-gr3h-soc-pt-prtegfri 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=142 

Fruquintinib + BSC 

N=277 

Number of Subjects with Events, n (%) 2 (1.4) 39 (14.1) 

Number of Subjects Censored, n (%) 140 (98.6) 238 (85.9) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (10.35, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.4*, 13.0* 0.0, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  9.877 (0.726) 

95% CI  (2.378, 41.020) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3M 

Summary of Time to Onset of TEAE by SOC/PT by Prior EGFRi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3m-tte-teae-gr3h-soc-pt-prtegfri 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=142 

Fruquintinib + BSC 

N=277 

Kaplan-Meier Estimates at % (95% CI)   

3 months 98.5 (96.5, 100.0) 85.9 (81.8, 90.1) 

6 months 98.5 (96.5, 100.0) 85.9 (81.8, 90.1) 
9 months 98.5 (96.5, 100.0) 85.9 (81.8, 90.1) 

12 months 98.5 (96.5, 100.0) 80.9 (70.5, 91.2) 

18 months NE (NE, NE) 80.9 (70.5, 91.2) 

 

Median Follow-up Time (months) 2.79 3.35 
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Table 35.1.1.6.5.3M 

Summary of Time to Onset of TEAE by SOC/PT by Prior EGFRi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3m-tte-teae-gr3h-soc-pt-prtegfri 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=142 

Fruquintinib + BSC 

N=277 

Number of Subjects with Events, n (%) 1 (0.7) 17 (6.1) 

Number of Subjects Censored, n (%) 141 (99.3) 260 (93.9) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.4*, 13.0* 0.4, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  6.095 (1.035) 

95% CI  (0.802, 46.350) 

Log-rank p-value  0.045 
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Table 35.1.1.6.5.3M 

Summary of Time to Onset of TEAE by SOC/PT by Prior EGFRi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3m-tte-teae-gr3h-soc-pt-prtegfri 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=142 

Fruquintinib + BSC 

N=277 

Kaplan-Meier Estimates at % (95% CI)   

3 months 99.3 (97.9, 100.0) 95.9 (93.5, 98.3) 

6 months 99.3 (97.9, 100.0) 91.0 (86.3, 95.8) 
9 months 99.3 (97.9, 100.0) 89.1 (83.1, 95.1) 

12 months 99.3 (97.9, 100.0) 89.1 (83.1, 95.1) 

18 months NE (NE, NE) 89.1 (83.1, 95.1) 

 

Median Follow-up Time (months) 2.83 3.68 
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Table 35.1.1.6.5.3M 

Summary of Time to Onset of TEAE by SOC/PT by Prior EGFRi 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3m-tte-teae-gr3h-soc-pt-prtegfri 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=142 

Fruquintinib + BSC 

N=277 

Number of Subjects with Events, n (%) 0 17 (6.1) 

Number of Subjects Censored, n (%) 142 (100.0) 260 (93.9) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.4*, 13.0* 0.4, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.014 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

TAS-102 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=142 

Fruquintinib + BSC 

N=277 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 95.9 (93.5, 98.3) 

6 months 100.0 (100.0, 100.0) 91.0 (86.3, 95.8) 
9 months 100.0 (100.0, 100.0) 89.1 (83.1, 95.1) 

12 months 100.0 (100.0, 100.0) 89.1 (83.1, 95.1) 

18 months NE (NE, NE) 89.1 (83.1, 95.1) 

 

Median Follow-up Time (months) 2.83 3.68 

 

 

Statistics 

Placebo + BSC 

N=121 

Fruquintinib + BSC 

N=237 

Number of Subjects with Events, n (%) 27 (22.3) 45 (19.0) 

Number of Subjects Censored, n (%) 94 (77.7) 192 (81.0) 

 

Time to first TEAE (months)   
25% percentile (95% CI) 4.14 (1.94, NE) 11.04 (4.27, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

TAS-102 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=121 

Fruquintinib + BSC 

N=237 

Min, Max 0.2*, 13.0* 0.1, 20.1* 

 

Comparison (Fruquintinib + BSC vs Placebo + BSC)   
Hazard Ratio (SE)  0.695 (0.248) 

95% CI  (0.428, 1.130) 

Log-rank p-value  0.170 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

TAS-102 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=121 

Fruquintinib + BSC 

N=237 

Kaplan-Meier Estimates at % (95% CI)   

3 months 77.7 (69.9, 85.5) 84.1 (79.2, 88.9) 

6 months 70.5 (58.0, 83.0) 77.1 (70.6, 83.6) 
9 months 70.5 (58.0, 83.0) 77.1 (70.6, 83.6) 

12 months 70.5 (58.0, 83.0) 70.7 (57.3, 84.2) 

18 months NE (NE, NE) 70.7 (57.3, 84.2) 

 

Median Follow-up Time (months) 2.83 3.32 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

TAS-102 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=121 

Fruquintinib + BSC 

N=237 

Number of Subjects with Events, n (%) 16 (13.2) 13 (5.5) 

Number of Subjects Censored, n (%) 105 (86.8) 224 (94.5) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (3.19, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.8*, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.321 (0.379) 

95% CI  (0.153, 0.676) 

Log-rank p-value  0.003 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

TAS-102 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=121 

Fruquintinib + BSC 

N=237 

Kaplan-Meier Estimates at % (95% CI)   

3 months 85.6 (78.7, 92.4) 95.5 (92.8, 98.3) 

6 months 83.2 (75.2, 91.3) 93.0 (89.1, 96.9) 
9 months 83.2 (75.2, 91.3) 93.0 (89.1, 96.9) 

12 months 83.2 (75.2, 91.3) 93.0 (89.1, 96.9) 

18 months NE (NE, NE) 93.0 (89.1, 96.9) 

 

Median Follow-up Time (months) 2.83 3.75 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

TAS-102 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=121 

Fruquintinib + BSC 

N=237 

Number of Subjects with Events, n (%) 4 (3.3) 25 (10.5) 

Number of Subjects Censored, n (%) 117 (96.7) 212 (89.5) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (11.04, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.1, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  2.739 (0.541) 

95% CI  (0.948, 7.915) 

Log-rank p-value  0.048 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

TAS-102 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=121 

Fruquintinib + BSC 

N=237 

Kaplan-Meier Estimates at % (95% CI)   

3 months 96.3 (92.8, 99.9) 90.5 (86.6, 94.4) 

6 months 96.3 (92.8, 99.9) 87.9 (83.0, 92.8) 
9 months 96.3 (92.8, 99.9) 87.9 (83.0, 92.8) 

12 months 96.3 (92.8, 99.9) 80.5 (66.1, 95.0) 

18 months NE (NE, NE) 80.5 (66.1, 95.0) 

 

Median Follow-up Time (months) 2.83 3.52 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

TAS-102 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=121 

Fruquintinib + BSC 

N=237 

Number of Subjects with Events, n (%) 2 (1.7) 37 (15.6) 

Number of Subjects Censored, n (%) 119 (98.3) 200 (84.4) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (10.35, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.0, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  9.456 (0.727) 

95% CI  (2.275, 39.311) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

TAS-102 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=121 

Fruquintinib + BSC 

N=237 

Kaplan-Meier Estimates at % (95% CI)   

3 months 98.3 (96.0, 100.0) 84.4 (79.7, 89.1) 

6 months 98.3 (96.0, 100.0) 84.4 (79.7, 89.1) 
9 months 98.3 (96.0, 100.0) 84.4 (79.7, 89.1) 

12 months 98.3 (96.0, 100.0) 77.9 (65.0, 90.9) 

18 months NE (NE, NE) 77.9 (65.0, 90.9) 

 

Median Follow-up Time (months) 2.83 3.22 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

TAS-102 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=121 

Fruquintinib + BSC 

N=237 

Number of Subjects with Events, n (%) 2 (1.7) 34 (14.3) 

Number of Subjects Censored, n (%) 119 (98.3) 203 (85.7) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (10.35, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.0, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  8.913 (0.728) 

95% CI  (2.139, 37.136) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

TAS-102 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=121 

Fruquintinib + BSC 

N=237 

Kaplan-Meier Estimates at % (95% CI)   

3 months 98.3 (96.0, 100.0) 85.8 (81.3, 90.3) 

6 months 98.3 (96.0, 100.0) 85.8 (81.3, 90.3) 
9 months 98.3 (96.0, 100.0) 85.8 (81.3, 90.3) 

12 months 98.3 (96.0, 100.0) 79.6 (67.3, 91.9) 

18 months NE (NE, NE) 79.6 (67.3, 91.9) 

 

Median Follow-up Time (months) 2.83 3.22 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

TAS-102 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=121 

Fruquintinib + BSC 

N=237 

Number of Subjects with Events, n (%) 1 (0.8) 6 (2.5) 

Number of Subjects Censored, n (%) 120 (99.2) 231 (97.5) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 13.14 (13.14, NE) 

Median (95% CI) NE (NE, NE) NE (13.14, NE) 

75% percentile (95% CI) NE (NE, NE) NE (13.14, NE) 

Min, Max 0.2*, 13.0* 0.8*, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  2.052 (1.106) 

95% CI  (0.235, 17.949) 

Log-rank p-value  0.544 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

TAS-102 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=121 

Fruquintinib + BSC 

N=237 

Kaplan-Meier Estimates at % (95% CI)   

3 months 99.2 (97.5, 100.0) 98.2 (96.4, 100.0) 

6 months 99.2 (97.5, 100.0) 96.9 (93.8, 100.0) 
9 months 99.2 (97.5, 100.0) 96.9 (93.8, 100.0) 

12 months 99.2 (97.5, 100.0) 96.9 (93.8, 100.0) 

18 months NE (NE, NE) 64.6 (12.9, 100.0) 

 

Median Follow-up Time (months) 2.83 3.71 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

TAS-102 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=121 

Fruquintinib + BSC 

N=237 

Number of Subjects with Events, n (%) 0 4 (1.7) 

Number of Subjects Censored, n (%) 121 (100.0) 233 (98.3) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.8*, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.238 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

TAS-102 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=121 

Fruquintinib + BSC 

N=237 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 98.6 (97.0, 100.0) 

6 months 100.0 (100.0, 100.0) 97.3 (94.3, 100.0) 
9 months 100.0 (100.0, 100.0) 97.3 (94.3, 100.0) 

12 months 100.0 (100.0, 100.0) 97.3 (94.3, 100.0) 

18 months NE (NE, NE) 97.3 (94.3, 100.0) 

 

Median Follow-up Time (months) 2.83 3.71 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Regorafenib 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=18 

Fruquintinib + BSC 

N=40 

Number of Subjects with Events, n (%) 1 (5.6) 6 (15.0) 

Number of Subjects Censored, n (%) 17 (94.4) 34 (85.0) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (1.91, NE) NE (2.53, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.8*, 6.5* 0.7, 17.5* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  2.582 (1.084) 

95% CI  (0.308, 21.625) 

Log-rank p-value  0.395 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Regorafenib 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=18 

Fruquintinib + BSC 

N=40 

Kaplan-Meier Estimates at % (95% CI)   

3 months 94.1 (82.9, 100.0) 84.4 (72.8, 95.9) 

6 months 94.1 (82.9, 100.0) 84.4 (72.8, 95.9) 
9 months NE (NE, NE) 84.4 (72.8, 95.9) 

12 months NE (NE, NE) 84.4 (72.8, 95.9) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 4.71 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Regorafenib 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=18 

Fruquintinib + BSC 

N=40 

Number of Subjects with Events, n (%) 0 4 (10.0) 

Number of Subjects Censored, n (%) 18 (100.0) 36 (90.0) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (3.22, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.8*, 6.5* 1.0, 17.5* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.231 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Regorafenib 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=18 

Fruquintinib + BSC 

N=40 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 92.3 (83.9, 100.0) 

6 months 100.0 (100.0, 100.0) 88.7 (78.2, 99.3) 
9 months NE (NE, NE) 88.7 (78.2, 99.3) 

12 months NE (NE, NE) 88.7 (78.2, 99.3) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 4.71 

 



TAKEDA Page 549 of 724 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

Regorafenib 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=18 

Fruquintinib + BSC 

N=40 

Number of Subjects with Events, n (%) 1 (5.6) 1 (2.5) 

Number of Subjects Censored, n (%) 17 (94.4) 39 (97.5) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (1.91, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.8*, 6.5* 0.7, 17.5* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.372 (1.414) 

95% CI  (0.023, 5.943) 

Log-rank p-value  0.466 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

Regorafenib 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=18 

Fruquintinib + BSC 

N=40 

Kaplan-Meier Estimates at % (95% CI)   

3 months 94.1 (82.9, 100.0) 97.5 (92.7, 100.0) 

6 months 94.1 (82.9, 100.0) 97.5 (92.7, 100.0) 
9 months NE (NE, NE) 97.5 (92.7, 100.0) 

12 months NE (NE, NE) 97.5 (92.7, 100.0) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 4.71 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

Regorafenib 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=18 

Fruquintinib + BSC 

N=40 

Number of Subjects with Events, n (%) 0 11 (27.5) 

Number of Subjects Censored, n (%) 18 (100.0) 29 (72.5) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 4.70 (0.69, NE) 

Median (95% CI) NE (NE, NE) NE (5.55, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.8*, 6.5* 0.1, 15.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.015 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

Regorafenib 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=18 

Fruquintinib + BSC 

N=40 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 76.5 (63.1, 90.0) 

6 months 100.0 (100.0, 100.0) 64.6 (45.6, 83.7) 
9 months NE (NE, NE) 64.6 (45.6, 83.7) 

12 months NE (NE, NE) 64.6 (45.6, 83.7) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.10 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

Regorafenib 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=18 

Fruquintinib + BSC 

N=40 

Number of Subjects with Events, n (%) 0 10 (25.0) 

Number of Subjects Censored, n (%) 18 (100.0) 30 (75.0) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 4.70 (0.69, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.8*, 6.5* 0.1, 15.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.019 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

Regorafenib 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=18 

Fruquintinib + BSC 

N=40 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 76.5 (63.1, 90.0) 

6 months 100.0 (100.0, 100.0) 71.1 (54.9, 87.3) 
9 months NE (NE, NE) 71.1 (54.9, 87.3) 

12 months NE (NE, NE) 71.1 (54.9, 87.3) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.10 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

Regorafenib 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=18 

Fruquintinib + BSC 

N=40 

Number of Subjects with Events, n (%) 0 7 (17.5) 

Number of Subjects Censored, n (%) 18 (100.0) 33 (82.5) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 7.33 (2.10, NE) 

Median (95% CI) NE (NE, NE) NE (5.19, NE) 

75% percentile (95% CI) NE (NE, NE) NE (7.33, NE) 

Min, Max 1.8*, 6.5* 0.5, 12.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.111 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

Regorafenib 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=18 

Fruquintinib + BSC 

N=40 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 89.1 (79.0, 99.2) 

6 months 100.0 (100.0, 100.0) 75.4 (55.9, 94.9) 
9 months NE (NE, NE) 56.6 (21.4, 91.7) 

12 months NE (NE, NE) 56.6 (21.4, 91.7) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.65 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

Regorafenib 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=18 

Fruquintinib + BSC 

N=40 

Number of Subjects with Events, n (%) 0 7 (17.5) 

Number of Subjects Censored, n (%) 18 (100.0) 33 (82.5) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 7.33 (2.10, NE) 

Median (95% CI) NE (NE, NE) NE (5.19, NE) 

75% percentile (95% CI) NE (NE, NE) NE (7.33, NE) 

Min, Max 1.8*, 6.5* 0.5, 12.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.111 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

Regorafenib 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=18 

Fruquintinib + BSC 

N=40 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 89.1 (79.0, 99.2) 

6 months 100.0 (100.0, 100.0) 75.4 (55.9, 94.9) 
9 months NE (NE, NE) 56.6 (21.4, 91.7) 

12 months NE (NE, NE) 56.6 (21.4, 91.7) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.65 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

TAS-102 and Regorafenib 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=91 

Fruquintinib + BSC 

N=179 

Number of Subjects with Events, n (%) 16 (17.6) 40 (22.3) 

Number of Subjects Censored, n (%) 75 (82.4) 139 (77.7) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (2.27, NE) 4.99 (3.58, NE) 

Median (95% CI) NE (NE, NE) 16.07 (12.22, NE) 

75% percentile (95% CI) NE (NE, NE) 16.07 (NE, NE) 

Min, Max 0.4*, 8.4* 0.1, 16.1 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.826 (0.305) 

95% CI  (0.454, 1.502) 

Log-rank p-value  0.507 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

TAS-102 and Regorafenib 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=91 

Fruquintinib + BSC 

N=179 

Kaplan-Meier Estimates at % (95% CI)   

3 months 82.2 (74.0, 90.5) 85.4 (80.1, 90.7) 

6 months 76.3 (62.9, 89.8) 72.4 (64.3, 80.5) 
9 months NE (NE, NE) 72.4 (64.3, 80.5) 

12 months NE (NE, NE) 72.4 (64.3, 80.5) 

18 months NE (NE, NE) 0.0 (NE, NE) 

 

Median Follow-up Time (months) 2.79 3.71 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

TAS-102 and Regorafenib 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=91 

Fruquintinib + BSC 

N=179 

Number of Subjects with Events, n (%) 12 (13.2) 10 (5.6) 

Number of Subjects Censored, n (%) 79 (86.8) 169 (94.4) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (3.75, NE) NE (12.22, NE) 

Median (95% CI) NE (NE, NE) NE (12.22, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.4*, 8.4* 0.6*, 18.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.232 (0.461) 

95% CI  (0.094, 0.573) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

TAS-102 and Regorafenib 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=91 

Fruquintinib + BSC 

N=179 

Kaplan-Meier Estimates at % (95% CI)   

3 months 87.0 (79.8, 94.2) 97.6 (95.3, 99.9) 

6 months 80.8 (67.3, 94.3) 91.6 (85.9, 97.4) 
9 months NE (NE, NE) 91.6 (85.9, 97.4) 

12 months NE (NE, NE) 91.6 (85.9, 97.4) 

18 months NE (NE, NE) 76.4 (48.6, 100.0) 

 

Median Follow-up Time (months) 2.79 4.37 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

TAS-102 and Regorafenib 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=91 

Fruquintinib + BSC 

N=179 

Number of Subjects with Events, n (%) 4 (4.4) 9 (5.0) 

Number of Subjects Censored, n (%) 87 (95.6) 170 (95.0) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 16.07 (NE, NE) 

Median (95% CI) NE (NE, NE) 16.07 (NE, NE) 

75% percentile (95% CI) NE (NE, NE) 16.07 (NE, NE) 

Min, Max 0.4*, 8.4* 0.1, 16.1 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.781 (0.623) 

95% CI  (0.230, 2.649) 

Log-rank p-value  0.706 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

TAS-102 and Regorafenib 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=91 

Fruquintinib + BSC 

N=179 

Kaplan-Meier Estimates at % (95% CI)   

3 months 95.4 (90.9, 99.8) 96.4 (93.6, 99.2) 

6 months 95.4 (90.9, 99.8) 94.1 (89.8, 98.4) 
9 months NE (NE, NE) 94.1 (89.8, 98.4) 

12 months NE (NE, NE) 94.1 (89.8, 98.4) 

18 months NE (NE, NE) 0.0 (NE, NE) 

 

Median Follow-up Time (months) 2.79 3.94 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

TAS-102 and Regorafenib 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=91 

Fruquintinib + BSC 

N=179 

Number of Subjects with Events, n (%) 2 (2.2) 19 (10.6) 

Number of Subjects Censored, n (%) 89 (97.8) 160 (89.4) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (3.61, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.3, 8.4* 0.1, 18.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  4.354 (0.746) 

95% CI  (1.008, 18.804) 

Log-rank p-value  0.032 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

TAS-102 and Regorafenib 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=91 

Fruquintinib + BSC 

N=179 

Kaplan-Meier Estimates at % (95% CI)   

3 months 98.9 (96.8, 100.0) 89.1 (84.5, 93.7) 

6 months 92.3 (79.7, 100.0) 89.1 (84.5, 93.7) 
9 months NE (NE, NE) 89.1 (84.5, 93.7) 

12 months NE (NE, NE) 89.1 (84.5, 93.7) 

18 months NE (NE, NE) 89.1 (84.5, 93.7) 

 

Median Follow-up Time (months) 2.79 3.78 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

TAS-102 and Regorafenib 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=91 

Fruquintinib + BSC 

N=179 

Number of Subjects with Events, n (%) 0 18 (10.1) 

Number of Subjects Censored, n (%) 91 (100.0) 161 (89.9) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.4*, 8.4* 0.1, 18.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.003 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

TAS-102 and Regorafenib 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=91 

Fruquintinib + BSC 

N=179 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 89.7 (85.2, 94.2) 

6 months 100.0 (100.0, 100.0) 89.7 (85.2, 94.2) 
9 months NE (NE, NE) 89.7 (85.2, 94.2) 

12 months NE (NE, NE) 89.7 (85.2, 94.2) 

18 months NE (NE, NE) 89.7 (85.2, 94.2) 

 

Median Follow-up Time (months) 2.79 3.78 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

TAS-102 and Regorafenib 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=91 

Fruquintinib + BSC 

N=179 

Number of Subjects with Events, n (%) 0 18 (10.1) 

Number of Subjects Censored, n (%) 91 (100.0) 161 (89.9) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.4*, 8.4* 0.4, 18.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.011 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

TAS-102 and Regorafenib 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=91 

Fruquintinib + BSC 

N=179 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 91.7 (87.5, 95.9) 

6 months 100.0 (100.0, 100.0) 86.5 (80.1, 92.9) 
9 months NE (NE, NE) 86.5 (80.1, 92.9) 

12 months NE (NE, NE) 86.5 (80.1, 92.9) 

18 months NE (NE, NE) 86.5 (80.1, 92.9) 

 

Median Follow-up Time (months) 2.79 3.75 
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Table 35.1.1.6.5.3N 

Summary of Time to Onset of TEAE by SOC/PT by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

TAS-102 and Regorafenib 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3n-tte-teae-gr3h-soc-pt-ptttr 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=91 

Fruquintinib + BSC 

N=179 

Number of Subjects with Events, n (%) 0 18 (10.1) 

Number of Subjects Censored, n (%) 91 (100.0) 161 (89.9) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.4*, 8.4* 0.4, 18.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.011 
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Table 35.1.1.6.5.3O 

Summary of Time to Onset of TEAE by SOC/PT by Liver Metastases 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3o-tte-teae-gr3h-soc-pt-lfbasefl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=91 

Fruquintinib + BSC 

N=179 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 91.7 (87.5, 95.9) 

6 months 100.0 (100.0, 100.0) 86.5 (80.1, 92.9) 
9 months NE (NE, NE) 86.5 (80.1, 92.9) 

12 months NE (NE, NE) 86.5 (80.1, 92.9) 

18 months NE (NE, NE) 86.5 (80.1, 92.9) 

 

Median Follow-up Time (months) 2.79 3.75 

 

 

Statistics 

Placebo + BSC 

N=155 

Fruquintinib + BSC 

N=335 

Number of Subjects with Events, n (%) 40 (25.8) 73 (21.8) 

Number of Subjects Censored, n (%) 115 (74.2) 262 (78.2) 

 

Time to first TEAE (months)   
25% percentile (95% CI) 2.40 (1.77, NE) 5.59 (3.58, 12.22) 

Median (95% CI) NE (NE, NE) NE (12.22, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 
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Table 35.1.1.6.5.3O 

Summary of Time to Onset of TEAE by SOC/PT by Liver Metastases 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3o-tte-teae-gr3h-soc-pt-lfbasefl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=155 

Fruquintinib + BSC 

N=335 

Min, Max 0.4*, 6.8* 0.1, 17.5* 

 

Comparison (Fruquintinib + BSC vs Placebo + BSC)   
Hazard Ratio (SE)  0.617 (0.203) 

95% CI  (0.415, 0.920) 

Log-rank p-value  0.019 
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Table 35.1.1.6.5.3O 

Summary of Time to Onset of TEAE by SOC/PT by Liver Metastases 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedu le stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3o-tte-teae-gr3h-soc-pt-lfbasefl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=155 

Fruquintinib + BSC 

N=335 

Kaplan-Meier Estimates at % (95% CI)   

3 months 73.3 (65.9, 80.7) 82.4 (78.2, 86.6) 

6 months 66.6 (55.3, 77.9) 72.8 (66.7, 78.8) 
9 months NE (NE, NE) 72.8 (66.7, 78.8) 

12 months NE (NE, NE) 67.2 (55.3, 79.1) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.69 3.25 
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Table 35.1.1.6.5.3O 

Summary of Time to Onset of TEAE by SOC/PT by Liver Metastases 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3o-tte-teae-gr3h-soc-pt-lfbasefl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=155 

Fruquintinib + BSC 

N=335 

Number of Subjects with Events, n (%) 25 (16.1) 23 (6.9) 

Number of Subjects Censored, n (%) 130 (83.9) 312 (93.1) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (3.19, NE) NE (12.22, NE) 

Median (95% CI) NE (NE, NE) NE (12.22, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.4*, 6.8* 0.6*, 17.5* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.262 (0.307) 

95% CI  (0.144, 0.478) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3O 

Summary of Time to Onset of TEAE by SOC/PT by Liver Metastases 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3o-tte-teae-gr3h-soc-pt-lfbasefl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=155 

Fruquintinib + BSC 

N=335 

Kaplan-Meier Estimates at % (95% CI)   

3 months 82.8 (76.3, 89.4) 95.2 (92.9, 97.6) 

6 months 75.3 (63.6, 87.1) 90.7 (86.5, 94.8) 
9 months NE (NE, NE) 90.7 (86.5, 94.8) 

12 months NE (NE, NE) 90.7 (86.5, 94.8) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.79 3.71 
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Table 35.1.1.6.5.3O 

Summary of Time to Onset of TEAE by SOC/PT by Liver Metastases 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3o-tte-teae-gr3h-soc-pt-lfbasefl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=155 

Fruquintinib + BSC 

N=335 

Number of Subjects with Events, n (%) 9 (5.8) 32 (9.6) 

Number of Subjects Censored, n (%) 146 (94.2) 303 (90.4) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (11.04, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.4*, 6.8* 0.1, 17.5* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  1.350 (0.383) 

95% CI  (0.638, 2.859) 

Log-rank p-value  0.437 
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Table 35.1.1.6.5.3O 

Summary of Time to Onset of TEAE by SOC/PT by Liver Metastases 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3o-tte-teae-gr3h-soc-pt-lfbasefl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=155 

Fruquintinib + BSC 

N=335 

Kaplan-Meier Estimates at % (95% CI)   

3 months 93.5 (89.4, 97.6) 91.0 (87.8, 94.2) 

6 months 93.5 (89.4, 97.6) 88.6 (84.4, 92.8) 
9 months NE (NE, NE) 88.6 (84.4, 92.8) 

12 months NE (NE, NE) 81.8 (68.4, 95.2) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.73 3.38 
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Table 35.1.1.6.5.3O 

Summary of Time to Onset of TEAE by SOC/PT by Liver Metastases 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3o-tte-teae-gr3h-soc-pt-lfbasefl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=155 

Fruquintinib + BSC 

N=335 

Number of Subjects with Events, n (%) 3 (1.9) 44 (13.1) 

Number of Subjects Censored, n (%) 152 (98.1) 291 (86.9) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (3.61, NE) NE (10.35, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.3, 6.8* 0.0, 16.9* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  6.982 (0.599) 

95% CI  (2.159, 22.575) 

Log-rank p-value  <.001 

 



TAKEDA Page 580 of 724 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Table 35.1.1.6.5.3O 

Summary of Time to Onset of TEAE by SOC/PT by Liver Metastases 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3o-tte-teae-gr3h-soc-pt-lfbasefl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=155 

Fruquintinib + BSC 

N=335 

Kaplan-Meier Estimates at % (95% CI)   

3 months 98.7 (96.9, 100.0) 87.1 (83.4, 90.7) 

6 months 93.8 (84.2, 100.0) 86.1 (81.9, 90.2) 
9 months NE (NE, NE) 86.1 (81.9, 90.2) 

12 months NE (NE, NE) 78.2 (63.1, 93.3) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.76 3.22 
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Table 35.1.1.6.5.3O 

Summary of Time to Onset of TEAE by SOC/PT by Liver Metastases 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3o-tte-teae-gr3h-soc-pt-lfbasefl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=155 

Fruquintinib + BSC 

N=335 

Number of Subjects with Events, n (%) 1 (0.6) 40 (11.9) 

Number of Subjects Censored, n (%) 154 (99.4) 295 (88.1) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (10.35, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.4*, 6.8* 0.0, 16.9* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  19.485 (1.013) 

95% CI  (2.673, 142.011) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3O 

Summary of Time to Onset of TEAE by SOC/PT by Liver Metastases 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3o-tte-teae-gr3h-soc-pt-lfbasefl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=155 

Fruquintinib + BSC 

N=335 

Kaplan-Meier Estimates at % (95% CI)   

3 months 99.3 (98.1, 100.0) 88.0 (84.5, 91.6) 

6 months 99.3 (98.1, 100.0) 88.0 (84.5, 91.6) 
9 months NE (NE, NE) 88.0 (84.5, 91.6) 

12 months NE (NE, NE) 80.7 (66.6, 94.8) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.76 3.22 
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Table 35.1.1.6.5.3O 

Summary of Time to Onset of TEAE by SOC/PT by Liver Metastases 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3o-tte-teae-gr3h-soc-pt-lfbasefl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=155 

Fruquintinib + BSC 

N=335 

Number of Subjects with Events, n (%) 1 (0.6) 21 (6.3) 

Number of Subjects Censored, n (%) 154 (99.4) 314 (93.7) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 13.14 (NE, NE) 

Median (95% CI) NE (NE, NE) 13.14 (NE, NE) 

75% percentile (95% CI) NE (NE, NE) 13.14 (NE, NE) 

Min, Max 0.4*, 6.8* 0.4, 13.1 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  7.609 (1.029) 

95% CI  (1.012, 57.208) 

Log-rank p-value  0.020 
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Table 35.1.1.6.5.3O 

Summary of Time to Onset of TEAE by SOC/PT by Liver Metastases 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3o-tte-teae-gr3h-soc-pt-lfbasefl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=155 

Fruquintinib + BSC 

N=335 

Kaplan-Meier Estimates at % (95% CI)   

3 months 99.3 (98.1, 100.0) 94.9 (92.4, 97.3) 

6 months 99.3 (98.1, 100.0) 91.4 (87.3, 95.5) 
9 months NE (NE, NE) 91.4 (87.3, 95.5) 

12 months NE (NE, NE) 91.4 (87.3, 95.5) 

18 months NE (NE, NE) 0.0 (NE, NE) 

 

Median Follow-up Time (months) 2.79 3.38 
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Table 35.1.1.6.5.3O 

Summary of Time to Onset of TEAE by SOC/PT by Liver Metastases 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3o-tte-teae-gr3h-soc-pt-lfbasefl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=155 

Fruquintinib + BSC 

N=335 

Number of Subjects with Events, n (%) 0 19 (5.7) 

Number of Subjects Censored, n (%) 155 (100.0) 316 (94.3) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.4*, 6.8* 0.4, 16.9* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.007 
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Table 35.1.1.6.5.3O 

Summary of Time to Onset of TEAE by SOC/PT by Liver Metastases 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3o-tte-teae-gr3h-soc-pt-lfbasefl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=155 

Fruquintinib + BSC 

N=335 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 95.2 (92.8, 97.6) 

6 months 100.0 (100.0, 100.0) 91.7 (87.6, 95.8) 
9 months NE (NE, NE) 91.7 (87.6, 95.8) 

12 months NE (NE, NE) 91.7 (87.6, 95.8) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.79 3.38 
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Table 35.1.1.6.5.3O 

Summary of Time to Onset of TEAE by SOC/PT by Liver Metastases 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3o-tte-teae-gr3h-soc-pt-lfbasefl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=75 

Fruquintinib + BSC 

N=121 

Number of Subjects with Events, n (%) 4 (5.3) 18 (14.9) 

Number of Subjects Censored, n (%) 71 (94.7) 103 (85.1) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (4.14, NE) 16.07 (4.37, NE) 

Median (95% CI) NE (NE, NE) NE (16.07, NE) 

75% percentile (95% CI) NE (NE, NE) NE (16.07, NE) 

Min, Max 0.2*, 13.0* 0.3, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  2.007 (0.566) 

95% CI  (0.662, 6.090) 

Log-rank p-value  0.131 
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Table 35.1.1.6.5.3O 

Summary of Time to Onset of TEAE by SOC/PT by Liver Metastases 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3o-tte-teae-gr3h-soc-pt-lfbasefl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=75 

Fruquintinib + BSC 

N=121 

Kaplan-Meier Estimates at % (95% CI)   

3 months 95.6 (90.7, 100.0) 90.6 (85.3, 95.9) 

6 months 90.6 (79.9, 100.0) 83.4 (76.0, 90.8) 
9 months 90.6 (79.9, 100.0) 83.4 (76.0, 90.8) 

12 months 90.6 (79.9, 100.0) 83.4 (76.0, 90.8) 

18 months NE (NE, NE) 55.6 (10.8, 100.0) 

 

Median Follow-up Time (months) 2.86 4.63 
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Table 35.1.1.6.5.3O 

Summary of Time to Onset of TEAE by SOC/PT by Liver Metastases 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3o-tte-teae-gr3h-soc-pt-lfbasefl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=75 

Fruquintinib + BSC 

N=121 

Number of Subjects with Events, n (%) 3 (4.0) 4 (3.3) 

Number of Subjects Censored, n (%) 72 (96.0) 117 (96.7) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.8, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.517 (0.792) 

95% CI  (0.109, 2.442) 

Log-rank p-value  0.436 
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Table 35.1.1.6.5.3O 

Summary of Time to Onset of TEAE by SOC/PT by Liver Metastases 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3o-tte-teae-gr3h-soc-pt-lfbasefl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=75 

Fruquintinib + BSC 

N=121 

Kaplan-Meier Estimates at % (95% CI)   

3 months 95.6 (90.7, 100.0) 98.2 (95.8, 100.0) 

6 months 95.6 (90.7, 100.0) 95.4 (90.9, 99.9) 
9 months 95.6 (90.7, 100.0) 95.4 (90.9, 99.9) 

12 months 95.6 (90.7, 100.0) 95.4 (90.9, 99.9) 

18 months NE (NE, NE) 95.4 (90.9, 99.9) 

 

Median Follow-up Time (months) 2.86 4.67 
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Table 35.1.1.6.5.3O 

Summary of Time to Onset of TEAE by SOC/PT by Liver Metastases 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3o-tte-teae-gr3h-soc-pt-lfbasefl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=75 

Fruquintinib + BSC 

N=121 

Number of Subjects with Events, n (%) 0 3 (2.5) 

Number of Subjects Censored, n (%) 75 (100.0) 118 (97.5) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 16.07 (16.07, NE) 

Median (95% CI) NE (NE, NE) NE (16.07, NE) 

75% percentile (95% CI) NE (NE, NE) NE (16.07, NE) 

Min, Max 0.2*, 13.0* 0.8*, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.320 

 



TAKEDA Page 592 of 724 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Table 35.1.1.6.5.3O 

Summary of Time to Onset of TEAE by SOC/PT by Liver Metastases 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3o-tte-teae-gr3h-soc-pt-lfbasefl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=75 

Fruquintinib + BSC 

N=121 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 100.0 (100.0, 100.0) 

6 months 100.0 (100.0, 100.0) 97.7 (94.6, 100.0) 
9 months 100.0 (100.0, 100.0) 97.7 (94.6, 100.0) 

12 months 100.0 (100.0, 100.0) 97.7 (94.6, 100.0) 

18 months NE (NE, NE) 65.1 (13.0, 100.0) 

 

Median Follow-up Time (months) 2.86 4.67 
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Table 35.1.1.6.5.3O 

Summary of Time to Onset of TEAE by SOC/PT by Liver Metastases 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3o-tte-teae-gr3h-soc-pt-lfbasefl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=75 

Fruquintinib + BSC 

N=121 

Number of Subjects with Events, n (%) 1 (1.3) 23 (19.0) 

Number of Subjects Censored, n (%) 74 (98.7) 98 (81.0) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (2.00, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.1, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  13.088 (1.024) 

95% CI  (1.760, 97.345) 

Log-rank p-value  0.001 
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Table 35.1.1.6.5.3O 

Summary of Time to Onset of TEAE by SOC/PT by Liver Metastases 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3o-tte-teae-gr3h-soc-pt-lfbasefl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=75 

Fruquintinib + BSC 

N=121 

Kaplan-Meier Estimates at % (95% CI)   

3 months 98.6 (96.0, 100.0) 81.6 (74.6, 88.5) 

6 months 98.6 (96.0, 100.0) 80.0 (72.6, 87.5) 
9 months 98.6 (96.0, 100.0) 80.0 (72.6, 87.5) 

12 months 98.6 (96.0, 100.0) 80.0 (72.6, 87.5) 

18 months NE (NE, NE) 80.0 (72.6, 87.5) 

 

Median Follow-up Time (months) 2.83 4.37 
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Table 35.1.1.6.5.3O 

Summary of Time to Onset of TEAE by SOC/PT by Liver Metastases 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3o-tte-teae-gr3h-soc-pt-lfbasefl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=75 

Fruquintinib + BSC 

N=121 

Number of Subjects with Events, n (%) 1 (1.3) 22 (18.2) 

Number of Subjects Censored, n (%) 74 (98.7) 99 (81.8) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (2.56, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.1, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  12.417 (1.025) 

95% CI  (1.666, 92.559) 

Log-rank p-value  0.002 
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Table 35.1.1.6.5.3O 

Summary of Time to Onset of TEAE by SOC/PT by Liver Metastases 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3o-tte-teae-gr3h-soc-pt-lfbasefl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=75 

Fruquintinib + BSC 

N=121 

Kaplan-Meier Estimates at % (95% CI)   

3 months 98.6 (96.0, 100.0) 82.3 (75.5, 89.2) 

6 months 98.6 (96.0, 100.0) 80.8 (73.4, 88.2) 
9 months 98.6 (96.0, 100.0) 80.8 (73.4, 88.2) 

12 months 98.6 (96.0, 100.0) 80.8 (73.4, 88.2) 

18 months NE (NE, NE) 80.8 (73.4, 88.2) 

 

Median Follow-up Time (months) 2.83 4.37 
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Table 35.1.1.6.5.3O 

Summary of Time to Onset of TEAE by SOC/PT by Liver Metastases 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3o-tte-teae-gr3h-soc-pt-lfbasefl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=75 

Fruquintinib + BSC 

N=121 

Number of Subjects with Events, n (%) 0 10 (8.3) 

Number of Subjects Censored, n (%) 75 (100.0) 111 (91.7) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.7, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.080 
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Table 35.1.1.6.5.3O 

Summary of Time to Onset of TEAE by SOC/PT by Liver Metastases 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule strat ification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3o-tte-teae-gr3h-soc-pt-lfbasefl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=75 

Fruquintinib + BSC 

N=121 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 94.8 (90.7, 98.9) 

6 months 100.0 (100.0, 100.0) 89.6 (82.8, 96.5) 
9 months 100.0 (100.0, 100.0) 86.8 (78.1, 95.5) 

12 months 100.0 (100.0, 100.0) 86.8 (78.1, 95.5) 

18 months NE (NE, NE) 86.8 (78.1, 95.5) 

 

Median Follow-up Time (months) 2.86 4.57 
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Table 35.1.1.6.5.3O 

Summary of Time to Onset of TEAE by SOC/PT by Liver Metastases 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3o-tte-teae-gr3h-soc-pt-lfbasefl 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=75 

Fruquintinib + BSC 

N=121 

Number of Subjects with Events, n (%) 0 10 (8.3) 

Number of Subjects Censored, n (%) 75 (100.0) 111 (91.7) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.7, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.080 
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Table 35.1.1.6.5.3P 

Summary of Time to Onset of TEAE by SOC/PT by Prior Treatment with Immune Checkpoint Inhibitors for MSI-H/dMMR 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3p -tte-teae-gr3h-soc-pt-pticmisi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=75 

Fruquintinib + BSC 

N=121 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 94.8 (90.7, 98.9) 

6 months 100.0 (100.0, 100.0) 89.6 (82.8, 96.5) 
9 months 100.0 (100.0, 100.0) 86.8 (78.1, 95.5) 

12 months 100.0 (100.0, 100.0) 86.8 (78.1, 95.5) 

18 months NE (NE, NE) 86.8 (78.1, 95.5) 

 

Median Follow-up Time (months) 2.86 4.57 

 

 

Statistics 

Placebo + BSC 

N=11 

Fruquintinib + BSC 

N=21 

Number of Subjects with Events, n (%) 2 (18.2) 1 (4.8) 

Number of Subjects Censored, n (%) 9 (81.8) 20 (95.2) 

 

Time to first TEAE (months)   
25% percentile (95% CI) NE (0.69, NE) NE (0.99, NE) 

Median (95% CI) NE (1.28, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 
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Table 35.1.1.6.5.3P 

Summary of Time to Onset of TEAE by SOC/PT by Prior Treatment with Immune Checkpoint Inhibitors for MSI-H/dMMR 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3p -tte-teae-gr3h-soc-pt-pticmisi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=11 

Fruquintinib + BSC 

N=21 

Min, Max 0.7, 6.5* 1.0, 9.3* 

 

Comparison (Fruquintinib + BSC vs Placebo + BSC)   
Hazard Ratio (SE)  0.000 (>999) 

95% CI  (0.000, NE) 

Log-rank p-value  0.016 
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Table 35.1.1.6.5.3P 

Summary of Time to Onset of TEAE by SOC/PT by Prior Treatment with Immune Checkpoint Inhibitors for MSI-H/dMMR 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3p -tte-teae-gr3h-soc-pt-pticmisi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=11 

Fruquintinib + BSC 

N=21 

Kaplan-Meier Estimates at % (95% CI)   

3 months 81.8 (59.0, 100.0) 95.2 (86.1, 100.0) 

6 months 81.8 (59.0, 100.0) 95.2 (86.1, 100.0) 
9 months NE (NE, NE) 95.2 (86.1, 100.0) 

12 months NE (NE, NE) NE (NE, NE) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.20 4.57 
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Table 35.1.1.6.5.3P 

Summary of Time to Onset of TEAE by SOC/PT by Prior Treatment with Immune Checkpoint Inhibitors for MSI-H/dMMR 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3p -tte-teae-gr3h-soc-pt-pticmisi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=11 

Fruquintinib + BSC 

N=21 

Number of Subjects with Events, n (%) 2 (18.2) 1 (4.8) 

Number of Subjects Censored, n (%) 9 (81.8) 20 (95.2) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (1.02, NE) NE (0.99, NE) 

Median (95% CI) NE (1.28, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.0, 6.5* 1.0, 9.3* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.000 (>999) 

95% CI  (0.000, NE) 

Log-rank p-value  0.016 
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Table 35.1.1.6.5.3P 

Summary of Time to Onset of TEAE by SOC/PT by Prior Treatment with Immune Checkpoint Inhibitors for MSI-H/dMMR 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization sch edule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3p -tte-teae-gr3h-soc-pt-pticmisi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=11 

Fruquintinib + BSC 

N=21 

Kaplan-Meier Estimates at % (95% CI)   

3 months 81.8 (59.0, 100.0) 95.2 (86.1, 100.0) 

6 months 81.8 (59.0, 100.0) 95.2 (86.1, 100.0) 
9 months NE (NE, NE) 95.2 (86.1, 100.0) 

12 months NE (NE, NE) NE (NE, NE) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.20 4.57 
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Table 35.1.1.6.5.3P 

Summary of Time to Onset of TEAE by SOC/PT by Prior Treatment with Immune Checkpoint Inhibitors for MSI-H/dMMR 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3p -tte-teae-gr3h-soc-pt-pticmisi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=11 

Fruquintinib + BSC 

N=21 

Number of Subjects with Events, n (%) 0 2 (9.5) 

Number of Subjects Censored, n (%) 11 (100.0) 19 (90.5) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (0.20, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.0*, 6.5* 0.2, 9.3* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.683 
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Table 35.1.1.6.5.3P 

Summary of Time to Onset of TEAE by SOC/PT by Prior Treatment with Immune Checkpoint Inhibitors for MSI-H/dMMR 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3p -tte-teae-gr3h-soc-pt-pticmisi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=11 

Fruquintinib + BSC 

N=21 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 90.5 (77.9, 100.0) 

6 months 100.0 (100.0, 100.0) 90.5 (77.9, 100.0) 
9 months NE (NE, NE) 90.5 (77.9, 100.0) 

12 months NE (NE, NE) NE (NE, NE) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.20 4.21 
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Table 35.1.1.6.5.3P 

Summary of Time to Onset of TEAE by SOC/PT by Prior Treatment with Immune Checkpoint Inhibitors for MSI-H/dMMR 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3p -tte-teae-gr3h-soc-pt-pticmisi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=11 

Fruquintinib + BSC 

N=21 

Number of Subjects with Events, n (%) 0 2 (9.5) 

Number of Subjects Censored, n (%) 11 (100.0) 19 (90.5) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (0.23, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.0*, 6.5* 0.2, 9.3* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.683 
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Table 35.1.1.6.5.3P 

Summary of Time to Onset of TEAE by SOC/PT by Prior Treatment with Immune Checkpoint Inhibitors for MSI-H/dMMR 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3p -tte-teae-gr3h-soc-pt-pticmisi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=11 

Fruquintinib + BSC 

N=21 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 90.5 (77.9, 100.0) 

6 months 100.0 (100.0, 100.0) 90.5 (77.9, 100.0) 
9 months NE (NE, NE) 90.5 (77.9, 100.0) 

12 months NE (NE, NE) NE (NE, NE) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.20 4.21 
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Table 35.1.1.6.5.3P 

Summary of Time to Onset of TEAE by SOC/PT by Prior Treatment with Immune Checkpoint Inhibitors for MSI-H/dMMR 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3p -tte-teae-gr3h-soc-pt-pticmisi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=11 

Fruquintinib + BSC 

N=21 

Number of Subjects with Events, n (%) 0 1 (4.8) 

Number of Subjects Censored, n (%) 11 (100.0) 20 (95.2) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (0.46, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.0*, 6.5* 0.5, 9.3* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  NE 
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Table 35.1.1.6.5.3P 

Summary of Time to Onset of TEAE by SOC/PT by Prior Treatment with Immune Checkpoint Inhibitors for MSI-H/dMMR 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3p -tte-teae-gr3h-soc-pt-pticmisi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=11 

Fruquintinib + BSC 

N=21 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 95.2 (86.1, 100.0) 

6 months 100.0 (100.0, 100.0) 95.2 (86.1, 100.0) 
9 months NE (NE, NE) 95.2 (86.1, 100.0) 

12 months NE (NE, NE) NE (NE, NE) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.20 4.21 

 



TAKEDA Page 611 of 724 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Table 35.1.1.6.5.3P 

Summary of Time to Onset of TEAE by SOC/PT by Prior Treatment with Immune Checkpoint Inhibitors for MSI-H/dMMR 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3p -tte-teae-gr3h-soc-pt-pticmisi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=11 

Fruquintinib + BSC 

N=21 

Number of Subjects with Events, n (%) 0 1 (4.8) 

Number of Subjects Censored, n (%) 11 (100.0) 20 (95.2) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (0.46, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.0*, 6.5* 0.5, 9.3* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  NE 
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Table 35.1.1.6.5.3P 

Summary of Time to Onset of TEAE by SOC/PT by Prior Treatment with Immune Checkpoint Inhibitors for MSI-H/dMMR 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

Yes 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3p -tte-teae-gr3h-soc-pt-pticmisi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=11 

Fruquintinib + BSC 

N=21 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 95.2 (86.1, 100.0) 

6 months 100.0 (100.0, 100.0) 95.2 (86.1, 100.0) 
9 months NE (NE, NE) 95.2 (86.1, 100.0) 

12 months NE (NE, NE) NE (NE, NE) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.20 4.21 
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Table 35.1.1.6.5.3P 

Summary of Time to Onset of TEAE by SOC/PT by Prior Treatment with Immune Checkpoint Inhibitors for MSI-H/dMMR 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3p -tte-teae-gr3h-soc-pt-pticmisi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=219 

Fruquintinib + BSC 

N=435 

Number of Subjects with Events, n (%) 42 (19.2) 90 (20.7) 

Number of Subjects Censored, n (%) 177 (80.8) 345 (79.3) 

 
Time to first TEAE (months)   

25% percentile (95% CI) 4.14 (2.76, NE) 5.95 (4.27, 16.07) 

Median (95% CI) NE (NE, NE) NE (16.07, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.1, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.834 (0.191) 

95% CI  (0.574, 1.212) 

Log-rank p-value  0.360 
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Table 35.1.1.6.5.3P 

Summary of Time to Onset of TEAE by SOC/PT by Prior Treatment with Immune Checkpoint Inhibitors for MSI-H/dMMR 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3p -tte-teae-gr3h-soc-pt-pticmisi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=219 

Fruquintinib + BSC 

N=435 

Kaplan-Meier Estimates at % (95% CI)   

3 months 80.7 (75.2, 86.2) 84.1 (80.6, 87.6) 

6 months 74.7 (66.3, 83.1) 75.0 (70.0, 79.9) 
9 months 74.7 (66.3, 83.1) 75.0 (70.0, 79.9) 

12 months 74.7 (66.3, 83.1) 71.8 (64.2, 79.5) 

18 months NE (NE, NE) 53.6 (28.4, 78.9) 

 

Median Follow-up Time (months) 2.83 3.55 
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Table 35.1.1.6.5.3P 

Summary of Time to Onset of TEAE by SOC/PT by Prior Treatment with Immune Checkpoint Inhibitors for MSI-H/dMMR 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3p -tte-teae-gr3h-soc-pt-pticmisi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=219 

Fruquintinib + BSC 

N=435 

Number of Subjects with Events, n (%) 26 (11.9) 26 (6.0) 

Number of Subjects Censored, n (%) 193 (88.1) 409 (94.0) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (12.22, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.6*, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.349 (0.286) 

95% CI  (0.199, 0.612) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3P 

Summary of Time to Onset of TEAE by SOC/PT by Prior Treatment with Immune Checkpoint Inhibitors for MSI-H/dMMR 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3p -tte-teae-gr3h-soc-pt-pticmisi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=219 

Fruquintinib + BSC 

N=435 

Kaplan-Meier Estimates at % (95% CI)   

3 months 87.5 (82.8, 92.3) 96.1 (94.2, 98.0) 

6 months 83.9 (77.1, 90.7) 91.9 (88.6, 95.2) 
9 months 83.9 (77.1, 90.7) 91.9 (88.6, 95.2) 

12 months 83.9 (77.1, 90.7) 91.9 (88.6, 95.2) 

18 months NE (NE, NE) 85.8 (73.8, 97.8) 

 

Median Follow-up Time (months) 2.83 3.94 
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Table 35.1.1.6.5.3P 

Summary of Time to Onset of TEAE by SOC/PT by Prior Treatment with Immune Checkpoint Inhibitors for MSI-H/dMMR 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3p -tte-teae-gr3h-soc-pt-pticmisi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=219 

Fruquintinib + BSC 

N=435 

Number of Subjects with Events, n (%) 9 (4.1) 35 (8.0) 

Number of Subjects Censored, n (%) 210 (95.9) 400 (92.0) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 16.07 (16.07, NE) 

Median (95% CI) NE (NE, NE) NE (16.07, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.1, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  1.615 (0.378) 

95% CI  (0.769, 3.390) 

Log-rank p-value  0.186 
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Table 35.1.1.6.5.3P 

Summary of Time to Onset of TEAE by SOC/PT by Prior Treatment with Immune Checkpoint Inhibitors for MSI-H/dMMR 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3p -tte-teae-gr3h-soc-pt-pticmisi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=219 

Fruquintinib + BSC 

N=435 

Kaplan-Meier Estimates at % (95% CI)   

3 months 95.5 (92.6, 98.4) 93.1 (90.6, 95.6) 

6 months 95.5 (92.6, 98.4) 90.7 (87.5, 94.0) 
9 months 95.5 (92.6, 98.4) 90.7 (87.5, 94.0) 

12 months 95.5 (92.6, 98.4) 86.9 (79.0, 94.8) 

18 months NE (NE, NE) 69.5 (38.4, 100.0) 

 

Median Follow-up Time (months) 2.83 3.75 

 



TAKEDA Page 619 of 724 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Table 35.1.1.6.5.3P 

Summary of Time to Onset of TEAE by SOC/PT by Prior Treatment with Immune Checkpoint Inhibitors for MSI-H/dMMR 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3p -tte-teae-gr3h-soc-pt-pticmisi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=219 

Fruquintinib + BSC 

N=435 

Number of Subjects with Events, n (%) 4 (1.8) 65 (14.9) 

Number of Subjects Censored, n (%) 215 (98.2) 370 (85.1) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (10.35, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.0, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  8.498 (0.516) 

95% CI  (3.091, 23.360) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3P 

Summary of Time to Onset of TEAE by SOC/PT by Prior Treatment with Immune Checkpoint Inhibitors for MSI-H/dMMR 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3p -tte-teae-gr3h-soc-pt-pticmisi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=219 

Fruquintinib + BSC 

N=435 

Kaplan-Meier Estimates at % (95% CI)   

3 months 98.6 (97.0, 100.0) 85.3 (81.9, 88.7) 

6 months 96.3 (91.6, 100.0) 84.1 (80.3, 87.8) 
9 months 96.3 (91.6, 100.0) 84.1 (80.3, 87.8) 

12 months 96.3 (91.6, 100.0) 80.7 (73.3, 88.1) 

18 months NE (NE, NE) 80.7 (73.3, 88.1) 

 

Median Follow-up Time (months) 2.83 3.38 
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Table 35.1.1.6.5.3P 

Summary of Time to Onset of TEAE by SOC/PT by Prior Treatment with Immune Checkpoint Inhibitors for MSI-H/dMMR 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3p -tte-teae-gr3h-soc-pt-pticmisi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=219 

Fruquintinib + BSC 

N=435 

Number of Subjects with Events, n (%) 2 (0.9) 60 (13.8) 

Number of Subjects Censored, n (%) 217 (99.1) 375 (86.2) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (10.35, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.0, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  15.978 (0.719) 

95% CI  (3.902, 65.427) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3P 

Summary of Time to Onset of TEAE by SOC/PT by Prior Treatment with Immune Checkpoint Inhibitors for MSI-H/dMMR 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3p -tte-teae-gr3h-soc-pt-pticmisi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=219 

Fruquintinib + BSC 

N=435 

Kaplan-Meier Estimates at % (95% CI)   

3 months 99.0 (97.7, 100.0) 86.3 (83.0, 89.6) 

6 months 99.0 (97.7, 100.0) 85.7 (82.3, 89.2) 
9 months 99.0 (97.7, 100.0) 85.7 (82.3, 89.2) 

12 months 99.0 (97.7, 100.0) 82.4 (75.3, 89.6) 

18 months NE (NE, NE) 82.4 (75.3, 89.6) 

 

Median Follow-up Time (months) 2.83 3.48 
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Table 35.1.1.6.5.3P 

Summary of Time to Onset of TEAE by SOC/PT by Prior Treatment with Immune Checkpoint Inhibitors for MSI-H/dMMR 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3p -tte-teae-gr3h-soc-pt-pticmisi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=219 

Fruquintinib + BSC 

N=435 

Number of Subjects with Events, n (%) 1 (0.5) 30 (6.9) 

Number of Subjects Censored, n (%) 218 (99.5) 405 (93.1) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 13.14 (13.14, NE) 

Median (95% CI) NE (NE, NE) NE (13.14, NE) 

75% percentile (95% CI) NE (NE, NE) NE (13.14, NE) 

Min, Max 0.2*, 13.0* 0.4, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  11.402 (1.020) 

95% CI  (1.544, 84.208) 

Log-rank p-value  0.003 
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Table 35.1.1.6.5.3P 

Summary of Time to Onset of TEAE by SOC/PT by Prior Treatment with Immune Checkpoint Inhibitors for MSI-H/dMMR 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3p -tte-teae-gr3h-soc-pt-pticmisi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=219 

Fruquintinib + BSC 

N=435 

Kaplan-Meier Estimates at % (95% CI)   

3 months 99.5 (98.6, 100.0) 94.8 (92.7, 97.0) 

6 months 99.5 (98.6, 100.0) 90.6 (86.9, 94.3) 
9 months 99.5 (98.6, 100.0) 89.4 (85.1, 93.8) 

12 months 99.5 (98.6, 100.0) 89.4 (85.1, 93.8) 

18 months NE (NE, NE) 67.1 (29.0, 100.0) 

 

Median Follow-up Time (months) 2.83 3.71 
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Table 35.1.1.6.5.3P 

Summary of Time to Onset of TEAE by SOC/PT by Prior Treatment with Immune Checkpoint Inhibitors for MSI-H/dMMR 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

No 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3p -tte-teae-gr3h-soc-pt-pticmisi 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=219 

Fruquintinib + BSC 

N=435 

Number of Subjects with Events, n (%) 0 28 (6.4) 

Number of Subjects Censored, n (%) 219 (100.0) 407 (93.6) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 13.0* 0.4, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.001 
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Table 35.1.1.6.5.3Q 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Single 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3q-tte-teae-gr3h-soc-pt-nbmsoc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=219 

Fruquintinib + BSC 

N=435 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 95.1 (93.0, 97.2) 

6 months 100.0 (100.0, 100.0) 90.8 (87.1, 94.5) 
9 months 100.0 (100.0, 100.0) 89.6 (85.3, 94.0) 

12 months 100.0 (100.0, 100.0) 89.6 (85.3, 94.0) 

18 months NE (NE, NE) 89.6 (85.3, 94.0) 

 

Median Follow-up Time (months) 2.83 3.71 

 

 

Statistics 

Placebo + BSC 

N=45 

Fruquintinib + BSC 

N=60 

Number of Subjects with Events, n (%) 5 (11.1) 8 (13.3) 

Number of Subjects Censored, n (%) 40 (88.9) 52 (86.7) 

 

Time to first TEAE (months)   
25% percentile (95% CI) NE (2.76, NE) NE (3.12, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 
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Table 35.1.1.6.5.3Q 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Single 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3q-tte-teae-gr3h-soc-pt-nbmsoc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=45 

Fruquintinib + BSC 

N=60 

Min, Max 1.0, 13.0* 0.3, 20.1* 

 

Comparison (Fruquintinib + BSC vs Placebo + BSC)   
Hazard Ratio (SE)  1.156 (0.642) 

95% CI  (0.328, 4.067) 

Log-rank p-value  0.784 
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Table 35.1.1.6.5.3Q 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Single 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3q-tte-teae-gr3h-soc-pt-nbmsoc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=45 

Fruquintinib + BSC 

N=60 

Kaplan-Meier Estimates at % (95% CI)   

3 months 87.6 (77.4, 97.9) 91.5 (84.3, 98.6) 

6 months 87.6 (77.4, 97.9) 84.9 (75.1, 94.7) 
9 months 87.6 (77.4, 97.9) 84.9 (75.1, 94.7) 

12 months 87.6 (77.4, 97.9) 84.9 (75.1, 94.7) 

18 months NE (NE, NE) 84.9 (75.1, 94.7) 

 

Median Follow-up Time (months) 2.83 4.65 
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Table 35.1.1.6.5.3Q 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Single 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3q-tte-teae-gr3h-soc-pt-nbmsoc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=45 

Fruquintinib + BSC 

N=60 

Number of Subjects with Events, n (%) 4 (8.9) 1 (1.7) 

Number of Subjects Censored, n (%) 41 (91.1) 59 (98.3) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.0, 13.0* 1.5*, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.214 (1.139) 

95% CI  (0.023, 1.991) 

Log-rank p-value  0.154 
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Table 35.1.1.6.5.3Q 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Single 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3q-tte-teae-gr3h-soc-pt-nbmsoc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=45 

Fruquintinib + BSC 

N=60 

Kaplan-Meier Estimates at % (95% CI)   

3 months 90.1 (80.9, 99.4) 98.1 (94.6, 100.0) 

6 months 90.1 (80.9, 99.4) 98.1 (94.6, 100.0) 
9 months 90.1 (80.9, 99.4) 98.1 (94.6, 100.0) 

12 months 90.1 (80.9, 99.4) 98.1 (94.6, 100.0) 

18 months NE (NE, NE) 98.1 (94.6, 100.0) 

 

Median Follow-up Time (months) 2.83 4.73 
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Table 35.1.1.6.5.3Q 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

Single 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3q-tte-teae-gr3h-soc-pt-nbmsoc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=45 

Fruquintinib + BSC 

N=60 

Number of Subjects with Events, n (%) 0 3 (5.0) 

Number of Subjects Censored, n (%) 45 (100.0) 57 (95.0) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.3*, 13.0* 1.0, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.306 
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Table 35.1.1.6.5.3Q 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

Single 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3q-tte-teae-gr3h-soc-pt-nbmsoc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=45 

Fruquintinib + BSC 

N=60 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 98.3 (95.1, 100.0) 

6 months 100.0 (100.0, 100.0) 94.0 (87.3, 100.0) 
9 months 100.0 (100.0, 100.0) 94.0 (87.3, 100.0) 

12 months 100.0 (100.0, 100.0) 94.0 (87.3, 100.0) 

18 months NE (NE, NE) 94.0 (87.3, 100.0) 

 

Median Follow-up Time (months) 2.83 4.67 
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Table 35.1.1.6.5.3Q 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

Single 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3q-tte-teae-gr3h-soc-pt-nbmsoc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=45 

Fruquintinib + BSC 

N=60 

Number of Subjects with Events, n (%) 0 8 (13.3) 

Number of Subjects Censored, n (%) 45 (100.0) 52 (86.7) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (1.87, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.3*, 13.0* 0.3, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.015 
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Table 35.1.1.6.5.3Q 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

Single 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3q-tte-teae-gr3h-soc-pt-nbmsoc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=45 

Fruquintinib + BSC 

N=60 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 86.6 (78.0, 95.2) 

6 months 100.0 (100.0, 100.0) 86.6 (78.0, 95.2) 
9 months 100.0 (100.0, 100.0) 86.6 (78.0, 95.2) 

12 months 100.0 (100.0, 100.0) 86.6 (78.0, 95.2) 

18 months NE (NE, NE) 86.6 (78.0, 95.2) 

 

Median Follow-up Time (months) 2.83 4.73 
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Table 35.1.1.6.5.3Q 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

Single 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3q-tte-teae-gr3h-soc-pt-nbmsoc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=45 

Fruquintinib + BSC 

N=60 

Number of Subjects with Events, n (%) 0 7 (11.7) 

Number of Subjects Censored, n (%) 45 (100.0) 53 (88.3) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.3*, 13.0* 0.4, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.028 
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Table 35.1.1.6.5.3Q 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

Single 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3q-tte-teae-gr3h-soc-pt-nbmsoc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=45 

Fruquintinib + BSC 

N=60 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 88.2 (80.0, 96.4) 

6 months 100.0 (100.0, 100.0) 88.2 (80.0, 96.4) 
9 months 100.0 (100.0, 100.0) 88.2 (80.0, 96.4) 

12 months 100.0 (100.0, 100.0) 88.2 (80.0, 96.4) 

18 months NE (NE, NE) 88.2 (80.0, 96.4) 

 

Median Follow-up Time (months) 2.83 4.73 
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Table 35.1.1.6.5.3Q 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

Single 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3q-tte-teae-gr3h-soc-pt-nbmsoc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=45 

Fruquintinib + BSC 

N=60 

Number of Subjects with Events, n (%) 0 7 (11.7) 

Number of Subjects Censored, n (%) 45 (100.0) 53 (88.3) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (5.19, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.3*, 13.0* 0.5, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.054 
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Table 35.1.1.6.5.3Q 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

Single 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3q-tte-teae-gr3h-soc-pt-nbmsoc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=45 

Fruquintinib + BSC 

N=60 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 91.5 (84.3, 98.6) 

6 months 100.0 (100.0, 100.0) 84.1 (72.1, 96.1) 
9 months 100.0 (100.0, 100.0) 84.1 (72.1, 96.1) 

12 months 100.0 (100.0, 100.0) 84.1 (72.1, 96.1) 

18 months NE (NE, NE) 84.1 (72.1, 96.1) 

 

Median Follow-up Time (months) 2.83 4.21 
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Table 35.1.1.6.5.3Q 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

Single 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3q-tte-teae-gr3h-soc-pt-nbmsoc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=45 

Fruquintinib + BSC 

N=60 

Number of Subjects with Events, n (%) 0 7 (11.7) 

Number of Subjects Censored, n (%) 45 (100.0) 53 (88.3) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (5.19, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.3*, 13.0* 0.5, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.054 
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Table 35.1.1.6.5.3Q 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

Single 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3q-tte-teae-gr3h-soc-pt-nbmsoc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=45 

Fruquintinib + BSC 

N=60 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 91.5 (84.3, 98.6) 

6 months 100.0 (100.0, 100.0) 84.1 (72.1, 96.1) 
9 months 100.0 (100.0, 100.0) 84.1 (72.1, 96.1) 

12 months 100.0 (100.0, 100.0) 84.1 (72.1, 96.1) 

18 months NE (NE, NE) 84.1 (72.1, 96.1) 

 

Median Follow-up Time (months) 2.83 4.21 
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Table 35.1.1.6.5.3Q 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Multiple 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3q-tte-teae-gr3h-soc-pt-nbmsoc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=184 

Fruquintinib + BSC 

N=396 

Number of Subjects with Events, n (%) 39 (21.2) 83 (21.0) 

Number of Subjects Censored, n (%) 145 (78.8) 313 (79.0) 

 
Time to first TEAE (months)   

25% percentile (95% CI) 3.75 (2.27, NE) 5.95 (3.91, 16.07) 

Median (95% CI) NE (NE, NE) 16.07 (12.22, NE) 

75% percentile (95% CI) NE (NE, NE) NE (16.07, NE) 

Min, Max 0.2*, 8.4* 0.1, 17.5* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.748 (0.199) 

95% CI  (0.507, 1.105) 

Log-rank p-value  0.153 
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Table 35.1.1.6.5.3Q 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Multiple 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3q-tte-teae-gr3h-soc-pt-nbmsoc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=184 

Fruquintinib + BSC 

N=396 

Kaplan-Meier Estimates at % (95% CI)   

3 months 78.9 (72.7, 85.1) 83.6 (79.8, 87.3) 

6 months 71.2 (61.0, 81.4) 74.4 (69.1, 79.7) 
9 months NE (NE, NE) 74.4 (69.1, 79.7) 

12 months NE (NE, NE) 70.7 (62.0, 79.4) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.79 3.38 
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Table 35.1.1.6.5.3Q 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Multiple 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3q-tte-teae-gr3h-soc-pt-nbmsoc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=184 

Fruquintinib + BSC 

N=396 

Number of Subjects with Events, n (%) 24 (13.0) 26 (6.6) 

Number of Subjects Censored, n (%) 160 (87.0) 370 (93.4) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (3.75, NE) NE (12.22, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 8.4* 0.6*, 18.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.346 (0.294) 

95% CI  (0.194, 0.616) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3Q 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Multiple 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3q-tte-teae-gr3h-soc-pt-nbmsoc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=184 

Fruquintinib + BSC 

N=396 

Kaplan-Meier Estimates at % (95% CI)   

3 months 86.4 (81.0, 91.8) 95.7 (93.7, 97.8) 

6 months 81.8 (73.7, 89.9) 91.0 (87.4, 94.7) 
9 months NE (NE, NE) 91.0 (87.4, 94.7) 

12 months NE (NE, NE) 91.0 (87.4, 94.7) 

18 months NE (NE, NE) 83.4 (68.8, 98.0) 

 

Median Follow-up Time (months) 2.81 3.75 
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Table 35.1.1.6.5.3Q 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

Multiple 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3q-tte-teae-gr3h-soc-pt-nbmsoc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=184 

Fruquintinib + BSC 

N=396 

Number of Subjects with Events, n (%) 9 (4.9) 32 (8.1) 

Number of Subjects Censored, n (%) 175 (95.1) 364 (91.9) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 16.07 (11.04, NE) 

Median (95% CI) NE (NE, NE) NE (16.07, NE) 

75% percentile (95% CI) NE (NE, NE) NE (16.07, NE) 

Min, Max 0.2*, 8.4* 0.1, 17.5* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  1.291 (0.383) 

95% CI  (0.609, 2.736) 

Log-rank p-value  0.475 
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Table 35.1.1.6.5.3Q 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

Multiple 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3q-tte-teae-gr3h-soc-pt-nbmsoc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=184 

Fruquintinib + BSC 

N=396 

Kaplan-Meier Estimates at % (95% CI)   

3 months 94.5 (91.0, 98.0) 92.7 (90.0, 95.4) 

6 months 94.5 (91.0, 98.0) 90.8 (87.3, 94.2) 
9 months NE (NE, NE) 90.8 (87.3, 94.2) 

12 months NE (NE, NE) 86.2 (77.0, 95.5) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.79 3.65 
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Table 35.1.1.6.5.3Q 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

Multiple 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3q-tte-teae-gr3h-soc-pt-nbmsoc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=184 

Fruquintinib + BSC 

N=396 

Number of Subjects with Events, n (%) 4 (2.2) 59 (14.9) 

Number of Subjects Censored, n (%) 180 (97.8) 337 (85.1) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (10.35, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 8.4* 0.0, 18.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  6.353 (0.518) 

95% CI  (2.304, 17.521) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3Q 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

Multiple 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3q-tte-teae-gr3h-soc-pt-nbmsoc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=184 

Fruquintinib + BSC 

N=396 

Kaplan-Meier Estimates at % (95% CI)   

3 months 98.3 (96.4, 100.0) 85.4 (81.9, 88.9) 

6 months 95.3 (89.3, 100.0) 84.0 (80.0, 88.0) 
9 months NE (NE, NE) 84.0 (80.0, 88.0) 

12 months NE (NE, NE) 79.8 (70.9, 88.7) 

18 months NE (NE, NE) 79.8 (70.9, 88.7) 

 

Median Follow-up Time (months) 2.79 3.25 
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Table 35.1.1.6.5.3Q 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

Multiple 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3q-tte-teae-gr3h-soc-pt-nbmsoc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=184 

Fruquintinib + BSC 

N=396 

Number of Subjects with Events, n (%) 2 (1.1) 55 (13.9) 

Number of Subjects Censored, n (%) 182 (98.9) 341 (86.1) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (10.35, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 8.4* 0.0, 18.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  12.055 (0.720) 

95% CI  (2.938, 49.471) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3Q 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

Multiple 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3q-tte-teae-gr3h-soc-pt-nbmsoc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=184 

Fruquintinib + BSC 

N=396 

Kaplan-Meier Estimates at % (95% CI)   

3 months 98.9 (97.3, 100.0) 86.2 (82.8, 89.7) 

6 months 98.9 (97.3, 100.0) 85.6 (81.9, 89.2) 
9 months NE (NE, NE) 85.6 (81.9, 89.2) 

12 months NE (NE, NE) 81.5 (73.0, 90.0) 

18 months NE (NE, NE) 81.5 (73.0, 90.0) 

 

Median Follow-up Time (months) 2.79 3.29 
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Table 35.1.1.6.5.3Q 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

Multiple 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3q-tte-teae-gr3h-soc-pt-nbmsoc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=184 

Fruquintinib + BSC 

N=396 

Number of Subjects with Events, n (%) 1 (0.5) 24 (6.1) 

Number of Subjects Censored, n (%) 183 (99.5) 372 (93.9) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 13.14 (13.14, NE) 

Median (95% CI) NE (NE, NE) 13.14 (13.14, NE) 

75% percentile (95% CI) NE (NE, NE) NE (13.14, NE) 

Min, Max 0.2*, 8.4* 0.4, 18.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  7.957 (1.026) 

95% CI  (1.066, 59.408) 

Log-rank p-value  0.014 
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Table 35.1.1.6.5.3Q 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

Multiple 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3q-tte-teae-gr3h-soc-pt-nbmsoc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=184 

Fruquintinib + BSC 

N=396 

Kaplan-Meier Estimates at % (95% CI)   

3 months 99.4 (98.4, 100.0) 95.4 (93.2, 97.5) 

6 months 99.4 (98.4, 100.0) 91.9 (88.3, 95.6) 
9 months NE (NE, NE) 90.6 (86.1, 95.0) 

12 months NE (NE, NE) 90.6 (86.1, 95.0) 

18 months NE (NE, NE) 45.3 (0.0, 100.0) 

 

Median Follow-up Time (months) 2.83 3.60 
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Table 35.1.1.6.5.3Q 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

Multiple 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3q-tte-teae-gr3h-soc-pt-nbmsoc 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=184 

Fruquintinib + BSC 

N=396 

Number of Subjects with Events, n (%) 0 22 (5.6) 

Number of Subjects Censored, n (%) 184 (100.0) 374 (94.4) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 8.4* 0.4, 18.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.005 
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Table 35.1.1.6.5.3R 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Single 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3r-tte-teae-gr3h-soc-pt-nbmscat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=184 

Fruquintinib + BSC 

N=396 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 95.6 (93.5, 97.7) 

6 months 100.0 (100.0, 100.0) 92.2 (88.6, 95.8) 
9 months NE (NE, NE) 90.8 (86.4, 95.3) 

12 months NE (NE, NE) 90.8 (86.4, 95.3) 

18 months NE (NE, NE) 90.8 (86.4, 95.3) 

 

Median Follow-up Time (months) 2.83 3.60 

 

 

Statistics 

Placebo + BSC 

N=42 

Fruquintinib + BSC 

N=60 

Number of Subjects with Events, n (%) 4 (9.5) 8 (13.3) 

Number of Subjects Censored, n (%) 38 (90.5) 52 (86.7) 

 

Time to first TEAE (months)   
25% percentile (95% CI) NE (2.30, NE) NE (3.12, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 
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Table 35.1.1.6.5.3R 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Single 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3r-tte-teae-gr3h-soc-pt-nbmscat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=42 

Fruquintinib + BSC 

N=60 

Min, Max 1.0, 13.0* 0.3, 20.1* 

 

Comparison (Fruquintinib + BSC vs Placebo + BSC)   
Hazard Ratio (SE)  1.291 (0.705) 

95% CI  (0.324, 5.141) 

Log-rank p-value  0.694 
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Table 35.1.1.6.5.3R 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Single 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3r-tte-teae-gr3h-soc-pt-nbmscat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=42 

Fruquintinib + BSC 

N=60 

Kaplan-Meier Estimates at % (95% CI)   

3 months 89.7 (80.1, 99.3) 91.5 (84.3, 98.6) 

6 months 89.7 (80.1, 99.3) 84.9 (75.1, 94.7) 
9 months 89.7 (80.1, 99.3) 84.9 (75.1, 94.7) 

12 months 89.7 (80.1, 99.3) 84.9 (75.1, 94.7) 

18 months NE (NE, NE) 84.9 (75.1, 94.7) 

 

Median Follow-up Time (months) 2.83 4.65 
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Table 35.1.1.6.5.3R 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Single 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization sched ule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3r-tte-teae-gr3h-soc-pt-nbmscat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=42 

Fruquintinib + BSC 

N=60 

Number of Subjects with Events, n (%) 3 (7.1) 1 (1.7) 

Number of Subjects Censored, n (%) 39 (92.9) 59 (98.3) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.0, 13.0* 1.5*, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.234 (1.179) 

95% CI  (0.023, 2.366) 

Log-rank p-value  0.201 
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Table 35.1.1.6.5.3R 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Single 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3r-tte-teae-gr3h-soc-pt-nbmscat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=42 

Fruquintinib + BSC 

N=60 

Kaplan-Meier Estimates at % (95% CI)   

3 months 92.5 (84.3, 100.0) 98.1 (94.6, 100.0) 

6 months 92.5 (84.3, 100.0) 98.1 (94.6, 100.0) 
9 months 92.5 (84.3, 100.0) 98.1 (94.6, 100.0) 

12 months 92.5 (84.3, 100.0) 98.1 (94.6, 100.0) 

18 months NE (NE, NE) 98.1 (94.6, 100.0) 

 

Median Follow-up Time (months) 2.83 4.73 
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Table 35.1.1.6.5.3R 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

Single 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3r-tte-teae-gr3h-soc-pt-nbmscat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=42 

Fruquintinib + BSC 

N=60 

Number of Subjects with Events, n (%) 0 3 (5.0) 

Number of Subjects Censored, n (%) 42 (100.0) 57 (95.0) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.3*, 13.0* 1.0, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.342 
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Table 35.1.1.6.5.3R 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

Single 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3r-tte-teae-gr3h-soc-pt-nbmscat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=42 

Fruquintinib + BSC 

N=60 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 98.3 (95.1, 100.0) 

6 months 100.0 (100.0, 100.0) 94.0 (87.3, 100.0) 
9 months 100.0 (100.0, 100.0) 94.0 (87.3, 100.0) 

12 months 100.0 (100.0, 100.0) 94.0 (87.3, 100.0) 

18 months NE (NE, NE) 94.0 (87.3, 100.0) 

 

Median Follow-up Time (months) 2.83 4.67 
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Table 35.1.1.6.5.3R 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

Single 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3r-tte-teae-gr3h-soc-pt-nbmscat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=42 

Fruquintinib + BSC 

N=60 

Number of Subjects with Events, n (%) 0 8 (13.3) 

Number of Subjects Censored, n (%) 42 (100.0) 52 (86.7) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (1.87, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.3*, 13.0* 0.3, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.017 
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Table 35.1.1.6.5.3R 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

Single 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3r-tte-teae-gr3h-soc-pt-nbmscat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=42 

Fruquintinib + BSC 

N=60 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 86.6 (78.0, 95.2) 

6 months 100.0 (100.0, 100.0) 86.6 (78.0, 95.2) 
9 months 100.0 (100.0, 100.0) 86.6 (78.0, 95.2) 

12 months 100.0 (100.0, 100.0) 86.6 (78.0, 95.2) 

18 months NE (NE, NE) 86.6 (78.0, 95.2) 

 

Median Follow-up Time (months) 2.83 4.73 
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Table 35.1.1.6.5.3R 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

Single 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3r-tte-teae-gr3h-soc-pt-nbmscat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=42 

Fruquintinib + BSC 

N=60 

Number of Subjects with Events, n (%) 0 7 (11.7) 

Number of Subjects Censored, n (%) 42 (100.0) 53 (88.3) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.3*, 13.0* 0.4, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.031 
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Table 35.1.1.6.5.3R 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

Single 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3r-tte-teae-gr3h-soc-pt-nbmscat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=42 

Fruquintinib + BSC 

N=60 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 88.2 (80.0, 96.4) 

6 months 100.0 (100.0, 100.0) 88.2 (80.0, 96.4) 
9 months 100.0 (100.0, 100.0) 88.2 (80.0, 96.4) 

12 months 100.0 (100.0, 100.0) 88.2 (80.0, 96.4) 

18 months NE (NE, NE) 88.2 (80.0, 96.4) 

 

Median Follow-up Time (months) 2.83 4.73 
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Table 35.1.1.6.5.3R 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

Single 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3r-tte-teae-gr3h-soc-pt-nbmscat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=42 

Fruquintinib + BSC 

N=60 

Number of Subjects with Events, n (%) 0 7 (11.7) 

Number of Subjects Censored, n (%) 42 (100.0) 53 (88.3) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (5.19, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.3*, 13.0* 0.5, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.062 
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Table 35.1.1.6.5.3R 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

Single 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3r-tte-teae-gr3h-soc-pt-nbmscat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=42 

Fruquintinib + BSC 

N=60 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 91.5 (84.3, 98.6) 

6 months 100.0 (100.0, 100.0) 84.1 (72.1, 96.1) 
9 months 100.0 (100.0, 100.0) 84.1 (72.1, 96.1) 

12 months 100.0 (100.0, 100.0) 84.1 (72.1, 96.1) 

18 months NE (NE, NE) 84.1 (72.1, 96.1) 

 

Median Follow-up Time (months) 2.83 4.21 
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Table 35.1.1.6.5.3R 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

Single 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3r-tte-teae-gr3h-soc-pt-nbmscat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=42 

Fruquintinib + BSC 

N=60 

Number of Subjects with Events, n (%) 0 7 (11.7) 

Number of Subjects Censored, n (%) 42 (100.0) 53 (88.3) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (5.19, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 1.3*, 13.0* 0.5, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.062 
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Table 35.1.1.6.5.3R 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

Single 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3r-tte-teae-gr3h-soc-pt-nbmscat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=42 

Fruquintinib + BSC 

N=60 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 91.5 (84.3, 98.6) 

6 months 100.0 (100.0, 100.0) 84.1 (72.1, 96.1) 
9 months 100.0 (100.0, 100.0) 84.1 (72.1, 96.1) 

12 months 100.0 (100.0, 100.0) 84.1 (72.1, 96.1) 

18 months NE (NE, NE) 84.1 (72.1, 96.1) 

 

Median Follow-up Time (months) 2.83 4.21 
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Table 35.1.1.6.5.3R 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Multiple 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3r-tte-teae-gr3h-soc-pt-nbmscat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=188 

Fruquintinib + BSC 

N=396 

Number of Subjects with Events, n (%) 40 (21.3) 83 (21.0) 

Number of Subjects Censored, n (%) 148 (78.7) 313 (79.0) 

 
Time to first TEAE (months)   

25% percentile (95% CI) 3.75 (2.27, NE) 5.95 (3.91, 16.07) 

Median (95% CI) NE (NE, NE) 16.07 (12.22, NE) 

75% percentile (95% CI) NE (NE, NE) NE (16.07, NE) 

Min, Max 0.2*, 8.4* 0.1, 17.5* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.749 (0.197) 

95% CI  (0.509, 1.102) 

Log-rank p-value  0.149 
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Table 35.1.1.6.5.3R 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

Multiple 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3r-tte-teae-gr3h-soc-pt-nbmscat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=188 

Fruquintinib + BSC 

N=396 

Kaplan-Meier Estimates at % (95% CI)   

3 months 78.6 (72.4, 84.8) 83.6 (79.8, 87.3) 

6 months 71.3 (61.3, 81.2) 74.4 (69.1, 79.7) 
9 months NE (NE, NE) 74.4 (69.1, 79.7) 

12 months NE (NE, NE) 70.7 (62.0, 79.4) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.79 3.38 
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Table 35.1.1.6.5.3R 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Multiple 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3r-tte-teae-gr3h-soc-pt-nbmscat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=188 

Fruquintinib + BSC 

N=396 

Number of Subjects with Events, n (%) 25 (13.3) 26 (6.6) 

Number of Subjects Censored, n (%) 163 (86.7) 370 (93.4) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (3.75, NE) NE (12.22, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 8.4* 0.6*, 18.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.339 (0.291) 

95% CI  (0.192, 0.600) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3R 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Multiple 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3r-tte-teae-gr3h-soc-pt-nbmscat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=188 

Fruquintinib + BSC 

N=396 

Kaplan-Meier Estimates at % (95% CI)   

3 months 85.9 (80.5, 91.3) 95.7 (93.7, 97.8) 

6 months 81.5 (73.5, 89.4) 91.0 (87.4, 94.7) 
9 months NE (NE, NE) 91.0 (87.4, 94.7) 

12 months NE (NE, NE) 91.0 (87.4, 94.7) 

18 months NE (NE, NE) 83.4 (68.8, 98.0) 

 

Median Follow-up Time (months) 2.83 3.75 
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Table 35.1.1.6.5.3R 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

Multiple 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3r-tte-teae-gr3h-soc-pt-nbmscat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=188 

Fruquintinib + BSC 

N=396 

Number of Subjects with Events, n (%) 9 (4.8) 32 (8.1) 

Number of Subjects Censored, n (%) 179 (95.2) 364 (91.9) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 16.07 (11.04, NE) 

Median (95% CI) NE (NE, NE) NE (16.07, NE) 

75% percentile (95% CI) NE (NE, NE) NE (16.07, NE) 

Min, Max 0.2*, 8.4* 0.1, 17.5* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  1.343 (0.383) 

95% CI  (0.634, 2.845) 

Log-rank p-value  0.415 
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Table 35.1.1.6.5.3R 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

Multiple 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3r-tte-teae-gr3h-soc-pt-nbmscat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=188 

Fruquintinib + BSC 

N=396 

Kaplan-Meier Estimates at % (95% CI)   

3 months 94.7 (91.2, 98.1) 92.7 (90.0, 95.4) 

6 months 94.7 (91.2, 98.1) 90.8 (87.3, 94.2) 
9 months NE (NE, NE) 90.8 (87.3, 94.2) 

12 months NE (NE, NE) 86.2 (77.0, 95.5) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.81 3.65 
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Table 35.1.1.6.5.3R 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

Multiple 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3r-tte-teae-gr3h-soc-pt-nbmscat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=188 

Fruquintinib + BSC 

N=396 

Number of Subjects with Events, n (%) 4 (2.1) 59 (14.9) 

Number of Subjects Censored, n (%) 184 (97.9) 337 (85.1) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (10.35, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 8.4* 0.0, 18.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  6.503 (0.518) 

95% CI  (2.358, 17.933) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3R 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

Multiple 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3r-tte-teae-gr3h-soc-pt-nbmscat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=188 

Fruquintinib + BSC 

N=396 

Kaplan-Meier Estimates at % (95% CI)   

3 months 98.3 (96.5, 100.0) 85.4 (81.9, 88.9) 

6 months 95.5 (89.6, 100.0) 84.0 (80.0, 88.0) 
9 months NE (NE, NE) 84.0 (80.0, 88.0) 

12 months NE (NE, NE) 79.8 (70.9, 88.7) 

18 months NE (NE, NE) 79.8 (70.9, 88.7) 

 

Median Follow-up Time (months) 2.81 3.25 
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Table 35.1.1.6.5.3R 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

Multiple 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3r-tte-teae-gr3h-soc-pt-nbmscat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=188 

Fruquintinib + BSC 

N=396 

Number of Subjects with Events, n (%) 2 (1.1) 55 (13.9) 

Number of Subjects Censored, n (%) 186 (98.9) 341 (86.1) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (10.35, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 8.4* 0.0, 18.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  12.348 (0.720) 

95% CI  (3.009, 50.668) 

Log-rank p-value  <.001 

 



TAKEDA Page 678 of 724 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Table 35.1.1.6.5.3R 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

Multiple 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3r-tte-teae-gr3h-soc-pt-nbmscat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=188 

Fruquintinib + BSC 

N=396 

Kaplan-Meier Estimates at % (95% CI)   

3 months 98.9 (97.3, 100.0) 86.2 (82.8, 89.7) 

6 months 98.9 (97.3, 100.0) 85.6 (81.9, 89.2) 
9 months NE (NE, NE) 85.6 (81.9, 89.2) 

12 months NE (NE, NE) 81.5 (73.0, 90.0) 

18 months NE (NE, NE) 81.5 (73.0, 90.0) 

 

Median Follow-up Time (months) 2.81 3.29 

 



TAKEDA Page 679 of 724 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Table 35.1.1.6.5.3R 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

Multiple 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3r-tte-teae-gr3h-soc-pt-nbmscat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=188 

Fruquintinib + BSC 

N=396 

Number of Subjects with Events, n (%) 1 (0.5) 24 (6.1) 

Number of Subjects Censored, n (%) 187 (99.5) 372 (93.9) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 13.14 (13.14, NE) 

Median (95% CI) NE (NE, NE) 13.14 (13.14, NE) 

75% percentile (95% CI) NE (NE, NE) NE (13.14, NE) 

Min, Max 0.2*, 8.4* 0.4, 18.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  8.085 (1.026) 

95% CI  (1.083, 60.369) 

Log-rank p-value  0.013 
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Table 35.1.1.6.5.3R 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

Multiple 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3r-tte-teae-gr3h-soc-pt-nbmscat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=188 

Fruquintinib + BSC 

N=396 

Kaplan-Meier Estimates at % (95% CI)   

3 months 99.5 (98.4, 100.0) 95.4 (93.2, 97.5) 

6 months 99.5 (98.4, 100.0) 91.9 (88.3, 95.6) 
9 months NE (NE, NE) 90.6 (86.1, 95.0) 

12 months NE (NE, NE) 90.6 (86.1, 95.0) 

18 months NE (NE, NE) 45.3 (0.0, 100.0) 

 

Median Follow-up Time (months) 2.83 3.60 
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Table 35.1.1.6.5.3R 

Summary of Time to Onset of TEAE by SOC/PT by Number of Metastatic Tumor Sites 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

Multiple 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3r-tte-teae-gr3h-soc-pt-nbmscat 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=188 

Fruquintinib + BSC 

N=396 

Number of Subjects with Events, n (%) 0 22 (5.6) 

Number of Subjects Censored, n (%) 188 (100.0) 374 (94.4) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 8.4* 0.4, 18.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.005 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

< 18.5 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=188 

Fruquintinib + BSC 

N=396 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 95.6 (93.5, 97.7) 

6 months 100.0 (100.0, 100.0) 92.2 (88.6, 95.8) 
9 months NE (NE, NE) 90.8 (86.4, 95.3) 

12 months NE (NE, NE) 90.8 (86.4, 95.3) 

18 months NE (NE, NE) 90.8 (86.4, 95.3) 

 

Median Follow-up Time (months) 2.83 3.60 

 

 

Statistics 

Placebo + BSC 

N=14 

Fruquintinib + BSC 

N=20 

Number of Subjects with Events, n (%) 4 (28.6) 11 (55.0) 

Number of Subjects Censored, n (%) 10 (71.4) 9 (45.0) 

 

Time to first TEAE (months)   
25% percentile (95% CI) 1.94 (0.39, NE) 1.54 (0.49, 2.66) 

Median (95% CI) NE (0.99, NE) 2.69 (1.51, NE) 

75% percentile (95% CI) NE (NE, NE) NE (2.69, NE) 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

< 18.5 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=14 

Fruquintinib + BSC 

N=20 

Min, Max 0.4, 4.1* 0.5, 12.3* 

 

Comparison (Fruquintinib + BSC vs Placebo + BSC)   
Hazard Ratio (SE)  1.299 (0.624) 

95% CI  (0.383, 4.412) 

Log-rank p-value  0.795 

 



TAKEDA Page 684 of 724 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

< 18.5 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=14 

Fruquintinib + BSC 

N=20 

Kaplan-Meier Estimates at % (95% CI)   

3 months 68.8 (42.7, 94.8) 47.0 (24.1, 69.9) 

6 months NE (NE, NE) 35.2 (8.9, 61.6) 
9 months NE (NE, NE) 35.2 (8.9, 61.6) 

12 months NE (NE, NE) 35.2 (8.9, 61.6) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.38 2.60 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

< 18.5 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's  proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=14 

Fruquintinib + BSC 

N=20 

Number of Subjects with Events, n (%) 2 (14.3) 4 (20.0) 

Number of Subjects Censored, n (%) 12 (85.7) 16 (80.0) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (0.69, NE) 5.03 (1.51, NE) 

Median (95% CI) NE (1.94, NE) NE (5.03, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.7, 4.1* 0.6*, 12.3* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.462 (1.006) 

95% CI  (0.064, 3.314) 

Log-rank p-value  0.459 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

< 18.5 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=14 

Fruquintinib + BSC 

N=20 

Kaplan-Meier Estimates at % (95% CI)   

3 months 82.5 (60.0, 100.0) 82.1 (63.6, 100.0) 

6 months NE (NE, NE) 70.4 (43.8, 96.9) 
9 months NE (NE, NE) 70.4 (43.8, 96.9) 

12 months NE (NE, NE) 70.4 (43.8, 96.9) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.38 2.92 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

< 18.5 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=14 

Fruquintinib + BSC 

N=20 

Number of Subjects with Events, n (%) 1 (7.1) 3 (15.0) 

Number of Subjects Censored, n (%) 13 (92.9) 17 (85.0) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (0.99, NE) NE (0.49, NE) 

Median (95% CI) NE (NE, NE) NE (2.69, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.9*, 4.1* 0.5, 12.3* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  1.665 (1.182) 

95% CI  (0.164, 16.883) 

Log-rank p-value  0.725 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

< 18.5 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=14 

Fruquintinib + BSC 

N=20 

Kaplan-Meier Estimates at % (95% CI)   

3 months 92.3 (77.8, 100.0) 79.4 (57.8, 100.0) 

6 months NE (NE, NE) 79.4 (57.8, 100.0) 
9 months NE (NE, NE) 79.4 (57.8, 100.0) 

12 months NE (NE, NE) 79.4 (57.8, 100.0) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.38 2.68 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

< 18.5 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=14 

Fruquintinib + BSC 

N=20 

Number of Subjects with Events, n (%) 0 4 (20.0) 

Number of Subjects Censored, n (%) 14 (100.0) 16 (80.0) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (0.03, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.9*, 4.1* 0.0, 12.3* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.117 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

< 18.5 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=14 

Fruquintinib + BSC 

N=20 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 79.4 (61.4, 97.4) 

6 months NE (NE, NE) 79.4 (61.4, 97.4) 
9 months NE (NE, NE) 79.4 (61.4, 97.4) 

12 months NE (NE, NE) 79.4 (61.4, 97.4) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.38 2.73 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

< 18.5 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=14 

Fruquintinib + BSC 

N=20 

Number of Subjects with Events, n (%) 0 4 (20.0) 

Number of Subjects Censored, n (%) 14 (100.0) 16 (80.0) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (0.03, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.9*, 4.1* 0.0, 12.3* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.117 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

< 18.5 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=14 

Fruquintinib + BSC 

N=20 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 79.4 (61.4, 97.4) 

6 months NE (NE, NE) 79.4 (61.4, 97.4) 
9 months NE (NE, NE) 79.4 (61.4, 97.4) 

12 months NE (NE, NE) 79.4 (61.4, 97.4) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.38 2.73 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

< 18.5 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=14 

Fruquintinib + BSC 

N=20 

Number of Subjects with Events, n (%) 0 1 (5.0) 

Number of Subjects Censored, n (%) 14 (100.0) 19 (95.0) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (1.84, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.9*, 4.1* 0.6*, 12.3* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.386 

 



TAKEDA Page 694 of 724 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

< 18.5 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=14 

Fruquintinib + BSC 

N=20 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 94.1 (82.9, 100.0) 

6 months NE (NE, NE) 94.1 (82.9, 100.0) 
9 months NE (NE, NE) 94.1 (82.9, 100.0) 

12 months NE (NE, NE) 94.1 (82.9, 100.0) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.38 2.92 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

< 18.5 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=14 

Fruquintinib + BSC 

N=20 

Number of Subjects with Events, n (%) 0 1 (5.0) 

Number of Subjects Censored, n (%) 14 (100.0) 19 (95.0) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (1.84, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.9*, 4.1* 0.6*, 12.3* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.386 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

< 18.5 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=14 

Fruquintinib + BSC 

N=20 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 94.1 (82.9, 100.0) 

6 months NE (NE, NE) 94.1 (82.9, 100.0) 
9 months NE (NE, NE) 94.1 (82.9, 100.0) 

12 months NE (NE, NE) 94.1 (82.9, 100.0) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.38 2.92 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

>= 18.5 to < 24 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=76 

Fruquintinib + BSC 

N=140 

Number of Subjects with Events, n (%) 15 (19.7) 32 (22.9) 

Number of Subjects Censored, n (%) 61 (80.3) 108 (77.1) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (2.27, NE) 5.59 (3.32, NE) 

Median (95% CI) NE (NE, NE) NE (12.22, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 8.4* 0.1, 15.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  1.002 (0.324) 

95% CI  (0.531, 1.892) 

Log-rank p-value  0.976 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

>= 18.5 to < 24 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=76 

Fruquintinib + BSC 

N=140 

Kaplan-Meier Estimates at % (95% CI)   

3 months 77.4 (67.1, 87.6) 82.9 (76.6, 89.3) 

6 months 77.4 (67.1, 87.6) 70.1 (59.9, 80.2) 
9 months NE (NE, NE) 70.1 (59.9, 80.2) 

12 months NE (NE, NE) 70.1 (59.9, 80.2) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.30 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

>= 18.5 to < 24 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=76 

Fruquintinib + BSC 

N=140 

Number of Subjects with Events, n (%) 9 (11.8) 12 (8.6) 

Number of Subjects Censored, n (%) 67 (88.2) 128 (91.4) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (2.60, NE) 12.22 (12.22, NE) 

Median (95% CI) NE (NE, NE) NE (12.22, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 8.4* 0.8, 15.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.534 (0.472) 

95% CI  (0.212, 1.345) 

Log-rank p-value  0.267 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

>= 18.5 to < 24 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=76 

Fruquintinib + BSC 

N=140 

Kaplan-Meier Estimates at % (95% CI)   

3 months 84.5 (75.0, 94.0) 94.8 (91.0, 98.5) 

6 months 84.5 (75.0, 94.0) 88.3 (81.0, 95.6) 
9 months NE (NE, NE) 88.3 (81.0, 95.6) 

12 months NE (NE, NE) 88.3 (81.0, 95.6) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.75 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

>= 18.5 to < 24 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=76 

Fruquintinib + BSC 

N=140 

Number of Subjects with Events, n (%) 3 (3.9) 8 (5.7) 

Number of Subjects Censored, n (%) 73 (96.1) 132 (94.3) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 8.4* 0.2, 15.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  1.602 (0.686) 

95% CI  (0.417, 6.150) 

Log-rank p-value  0.494 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

>= 18.5 to < 24 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=76 

Fruquintinib + BSC 

N=140 

Kaplan-Meier Estimates at % (95% CI)   

3 months 95.5 (90.5, 100.0) 94.9 (91.2, 98.6) 

6 months 95.5 (90.5, 100.0) 92.5 (86.6, 98.4) 
9 months NE (NE, NE) 92.5 (86.6, 98.4) 

12 months NE (NE, NE) 92.5 (86.6, 98.4) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.70 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

>= 18.5 to < 24 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=76 

Fruquintinib + BSC 

N=140 

Number of Subjects with Events, n (%) 0 20 (14.3) 

Number of Subjects Censored, n (%) 76 (100.0) 120 (85.7) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 10.35 (10.35, NE) 

Median (95% CI) NE (NE, NE) NE (10.35, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 8.4* 0.1, 15.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

>= 18.5 to < 24 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=76 

Fruquintinib + BSC 

N=140 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 86.8 (81.1, 92.5) 

6 months 100.0 (100.0, 100.0) 84.6 (77.6, 91.6) 
9 months NE (NE, NE) 84.6 (77.6, 91.6) 

12 months NE (NE, NE) 74.0 (53.7, 94.4) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.32 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

>= 18.5 to < 24 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=76 

Fruquintinib + BSC 

N=140 

Number of Subjects with Events, n (%) 0 18 (12.9) 

Number of Subjects Censored, n (%) 76 (100.0) 122 (87.1) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (10.35, NE) 

Median (95% CI) NE (NE, NE) NE (10.35, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 8.4* 0.1, 15.6* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.001 

 



TAKEDA Page 706 of 724 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

>= 18.5 to < 24 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=76 

Fruquintinib + BSC 

N=140 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 87.5 (81.9, 93.1) 

6 months 100.0 (100.0, 100.0) 87.5 (81.9, 93.1) 
9 months NE (NE, NE) 87.5 (81.9, 93.1) 

12 months NE (NE, NE) 76.6 (55.9, 97.2) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.32 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

>= 18.5 to < 24 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=76 

Fruquintinib + BSC 

N=140 

Number of Subjects with Events, n (%) 1 (1.3) 10 (7.1) 

Number of Subjects Censored, n (%) 75 (98.7) 130 (92.9) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (7.33, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 8.4* 0.5, 12.9* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  2.981 (1.064) 

95% CI  (0.370, 24.004) 

Log-rank p-value  0.323 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

>= 18.5 to < 24 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=76 

Fruquintinib + BSC 

N=140 

Kaplan-Meier Estimates at % (95% CI)   

3 months 98.6 (96.0, 100.0) 95.4 (91.9, 99.0) 

6 months 98.6 (96.0, 100.0) 89.8 (82.5, 97.0) 
9 months NE (NE, NE) 85.3 (74.3, 96.3) 

12 months NE (NE, NE) 85.3 (74.3, 96.3) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.35 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

>= 18.5 to < 24 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=76 

Fruquintinib + BSC 

N=140 

Number of Subjects with Events, n (%) 0 10 (7.1) 

Number of Subjects Censored, n (%) 76 (100.0) 130 (92.9) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (7.33, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.2*, 8.4* 0.5, 12.9* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.109 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

>= 18.5 to < 24 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=76 

Fruquintinib + BSC 

N=140 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 95.4 (91.9, 99.0) 

6 months 100.0 (100.0, 100.0) 89.8 (82.5, 97.0) 
9 months NE (NE, NE) 85.3 (74.3, 96.3) 

12 months NE (NE, NE) 85.3 (74.3, 96.3) 

18 months NE (NE, NE) NE (NE, NE) 

 

Median Follow-up Time (months) 2.83 3.35 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

>= 24 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=135 

Fruquintinib + BSC 

N=285 

Number of Subjects with Events, n (%) 24 (17.8) 46 (16.1) 

Number of Subjects Censored, n (%) 111 (82.2) 239 (83.9) 

 
Time to first TEAE (months)   

25% percentile (95% CI) 4.14 (3.19, NE) 16.07 (11.04, NE) 

Median (95% CI) NE (NE, NE) NE (16.07, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.4*, 13.0* 0.1, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.667 (0.260) 

95% CI  (0.401, 1.109) 

Log-rank p-value  0.129 

 



TAKEDA Page 712 of 724 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions 

>= 24 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=135 

Fruquintinib + BSC 

N=285 

Kaplan-Meier Estimates at % (95% CI)   

3 months 83.7 (77.3, 90.1) 88.2 (84.4, 92.1) 

6 months 73.3 (60.4, 86.1) 81.1 (75.8, 86.4) 
9 months 73.3 (60.4, 86.1) 81.1 (75.8, 86.4) 

12 months 73.3 (60.4, 86.1) 75.3 (63.3, 87.3) 

18 months NE (NE, NE) 60.3 (32.2, 88.4) 

 

Median Follow-up Time (months) 2.83 3.75 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

>= 24 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule s tratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=135 

Fruquintinib + BSC 

N=285 

Number of Subjects with Events, n (%) 16 (11.9) 11 (3.9) 

Number of Subjects Censored, n (%) 119 (88.1) 274 (96.1) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (3.75, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.4*, 13.0* 0.7, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  0.235 (0.409) 

95% CI  (0.106, 0.524) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

>= 24 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=135 

Fruquintinib + BSC 

N=285 

Kaplan-Meier Estimates at % (95% CI)   

3 months 89.2 (83.8, 94.6) 97.4 (95.6, 99.3) 

6 months 83.0 (73.2, 92.9) 95.0 (91.9, 98.0) 
9 months 83.0 (73.2, 92.9) 95.0 (91.9, 98.0) 

12 months 83.0 (73.2, 92.9) 95.0 (91.9, 98.0) 

18 months NE (NE, NE) 95.0 (91.9, 98.0) 

 

Median Follow-up Time (months) 2.83 4.24 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

>= 24 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=135 

Fruquintinib + BSC 

N=285 

Number of Subjects with Events, n (%) 5 (3.7) 23 (8.1) 

Number of Subjects Censored, n (%) 130 (96.3) 262 (91.9) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 16.07 (11.04, NE) 

Median (95% CI) NE (NE, NE) NE (16.07, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.4*, 13.0* 0.1, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  1.661 (0.501) 

95% CI  (0.622, 4.438) 

Log-rank p-value  0.299 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

>= 24 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=135 

Fruquintinib + BSC 

N=285 

Kaplan-Meier Estimates at % (95% CI)   

3 months 96.0 (92.6, 99.5) 93.6 (90.7, 96.6) 

6 months 96.0 (92.6, 99.5) 91.2 (87.4, 95.0) 
9 months 96.0 (92.6, 99.5) 91.2 (87.4, 95.0) 

12 months 96.0 (92.6, 99.5) 84.7 (71.9, 97.4) 

18 months NE (NE, NE) 67.7 (36.3, 99.1) 

 

Median Follow-up Time (months) 2.83 3.94 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

>= 24 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=135 

Fruquintinib + BSC 

N=285 

Number of Subjects with Events, n (%) 3 (2.2) 43 (15.1) 

Number of Subjects Censored, n (%) 132 (97.8) 242 (84.9) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.3, 13.0* 0.1, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  6.514 (0.599) 

95% CI  (2.013, 21.074) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders 

>= 24 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=135 

Fruquintinib + BSC 

N=285 

Kaplan-Meier Estimates at % (95% CI)   

3 months 98.5 (96.4, 100.0) 84.9 (80.7, 89.1) 

6 months 94.2 (85.7, 100.0) 84.1 (79.6, 88.5) 
9 months 94.2 (85.7, 100.0) 84.1 (79.6, 88.5) 

12 months 94.2 (85.7, 100.0) 84.1 (79.6, 88.5) 

18 months NE (NE, NE) 84.1 (79.6, 88.5) 

 

Median Follow-up Time (months) 2.83 3.68 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

>= 24 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=135 

Fruquintinib + BSC 

N=285 

Number of Subjects with Events, n (%) 1 (0.7) 40 (14.0) 

Number of Subjects Censored, n (%) 134 (99.3) 245 (86.0) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.4*, 13.0* 0.1, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  18.286 (1.014) 

95% CI  (2.508, 133.314) 

Log-rank p-value  <.001 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Vascular disorders and Preferred Term Hypertension 

>= 24 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=135 

Fruquintinib + BSC 

N=285 

Kaplan-Meier Estimates at % (95% CI)   

3 months 99.2 (97.7, 100.0) 86.0 (81.9, 90.1) 

6 months 99.2 (97.7, 100.0) 85.2 (80.8, 89.5) 
9 months 99.2 (97.7, 100.0) 85.2 (80.8, 89.5) 

12 months 99.2 (97.7, 100.0) 85.2 (80.8, 89.5) 

18 months NE (NE, NE) 85.2 (80.8, 89.5) 

 

Median Follow-up Time (months) 2.83 3.68 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

>= 24 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=135 

Fruquintinib + BSC 

N=285 

Number of Subjects with Events, n (%) 0 20 (7.0) 

Number of Subjects Censored, n (%) 135 (100.0) 265 (93.0) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) 13.14 (13.14, NE) 

Median (95% CI) NE (NE, NE) NE (13.14, NE) 

75% percentile (95% CI) NE (NE, NE) NE (13.14, NE) 

Min, Max 0.4*, 13.0* 0.4, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.015 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders 

>= 24 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=135 

Fruquintinib + BSC 

N=285 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 94.4 (91.7, 97.2) 

6 months 100.0 (100.0, 100.0) 90.7 (86.2, 95.2) 
9 months 100.0 (100.0, 100.0) 90.7 (86.2, 95.2) 

12 months 100.0 (100.0, 100.0) 90.7 (86.2, 95.2) 

18 months NE (NE, NE) 68.0 (29.4, 100.0) 

 

Median Follow-up Time (months) 2.83 3.75 
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Table 35.1.1.6.5.3S 

Summary of Time to Onset of TEAE by SOC/PT by Body Mass Index 

Safety Population 

TEAE ≥ CTCAE Grade 3 in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

>= 24 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomization schedu le stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.5.3s-tte-teae-gr3h-soc-pt-bmigr1 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=135 

Fruquintinib + BSC 

N=285 

Number of Subjects with Events, n (%) 0 18 (6.3) 

Number of Subjects Censored, n (%) 135 (100.0) 267 (93.7) 

 
Time to first TEAE (months)   

25% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Median (95% CI) NE (NE, NE) NE (NE, NE) 

75% percentile (95% CI) NE (NE, NE) NE (NE, NE) 

Min, Max 0.4*, 13.0* 0.4, 20.1* 

 
Comparison (Fruquintinib + BSC vs Placebo + BSC)   

Hazard Ratio (SE)  NE (NE) 

95% CI  (NE, NE) 

Log-rank p-value  0.019 
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Table 35.1.1.6.3.3C 

Summary of Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

Serious TEAE in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Female 

 

 
* indicates censored value. 

Note: The adjusted HR and its 95% CI are estimated using unstratified Cox's proportional hazards model in which the randomiza tion schedule stratification factors and 

    treatment group are covariates. 

P-value is calculated using the stratified log-rank test. 

Follow-up time (months) is calculated as ((last dose date + 37 days) – first dose date + 1)/30.4375. 

Note: Percentages are based on the number of subjects in each treatment group unless otherwise specified.  

BSC=Best supportive care; CI=Confidence interval; HR=Hazard ratio; Max=Maximum; Min=Minimum; SE=Standard error. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/tables/batch4/t35.1.1.6.3.3c-tte-teae-sae-soc-pt-sex 19MAR2024 19:05 

Statistics 

Placebo + BSC 

N=135 

Fruquintinib + BSC 

N=285 

Kaplan-Meier Estimates at % (95% CI)   

3 months 100.0 (100.0, 100.0) 94.8 (92.1, 97.5) 

6 months 100.0 (100.0, 100.0) 91.0 (86.5, 95.5) 
9 months 100.0 (100.0, 100.0) 91.0 (86.5, 95.5) 

12 months 100.0 (100.0, 100.0) 91.0 (86.5, 95.5) 

18 months NE (NE, NE) 91.0 (86.5, 95.5) 

 

Median Follow-up Time (months) 2.83 3.75 
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Figure 35.1.1.5.1.3B 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Age 

Safety Population 

TEAE  

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3b-km-teae-overall-agegr1 12DEC2023 20:46 
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Figure 35.1.1.5.1.3B 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Age 

Safety Population 

TEAE  

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3b-km-teae-overall-agegr1 12DEC2023 20:46 
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Figure 35.1.1.5.1.3B 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Age 

Safety Population 

TEAE  

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3b-km-teae-overall-agegr1 12DEC2023 20:46 
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Figure 35.1.1.5.1.3B 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Age 

Safety Population 

Serious TEAE  

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3b-km-teae-overall-agegr1 12DEC2023 20:46 
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Figure 35.1.1.5.1.3B 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Age 

Safety Population 

Serious TEAE  

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3b-km-teae-overall-agegr1 12DEC2023 20:46 
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Figure 35.1.1.5.1.3B 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Age 

Safety Population 

TEAE ≤ CTCAE Grade 2  

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3b-km-teae-overall-agegr1 12DEC2023 20:46 
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Figure 35.1.1.5.1.3B 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Age 

Safety Population 

TEAE ≤ CTCAE Grade 2  

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3b-km-teae-overall-agegr1 12DEC2023 20:46 
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Figure 35.1.1.5.1.3B 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Age 

Safety Population 

TEAE ≥ CTCAE Grade 3  

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3b-km-teae-overall-agegr1 12DEC2023 20:46 
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Figure 35.1.1.5.1.3B 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Age 

Safety Population 

TEAE ≥ CTCAE Grade 3  

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3b-km-teae-overall-agegr1 12DEC2023 20:46 
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Figure 35.1.1.5.1.3B 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Age 

Safety Population 

Discontinuation due to TEAE  

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3b-km-teae-overall-agegr1 12DEC2023 20:46 
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Figure 35.1.1.5.1.3B 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Age 

Safety Population 

Discontinuation due to TEAE  

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3b-km-teae-overall-agegr1 12DEC2023 20:46 
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Figure 35.1.1.5.1.3B 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Age 

Safety Population 

Deaths (Grade 5 TEAEs)  

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3b-km-teae-overall-agegr1 12DEC2023 20:46 
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Figure 35.1.1.5.1.3C 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Sex 

Safety Population 

TEAE  

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3c-km-teae-overall-sex 12DEC2023 20:46 
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Figure 35.1.1.5.1.3C 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Sex 

Safety Population 

TEAE  

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3c-km-teae-overall-sex 12DEC2023 20:46 
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Figure 35.1.1.5.1.3C 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Sex 

Safety Population 

TEAE  

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3c-km-teae-overall-sex 12DEC2023 20:46 
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Figure 35.1.1.5.1.3C 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Sex 

Safety Population 

Serious TEAE  

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3c-km-teae-overall-sex 12DEC2023 20:46 

 



TAKEDA Page 46 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.5.1.3C 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Sex 

Safety Population 

Serious TEAE  

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3c-km-teae-overall-sex 12DEC2023 20:46 
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Figure 35.1.1.5.1.3C 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Sex 

Safety Population 

TEAE ≤ CTCAE Grade 2  

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3c-km-teae-overall-sex 12DEC2023 20:46 
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Figure 35.1.1.5.1.3C 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Sex 

Safety Population 

TEAE ≤ CTCAE Grade 2  

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3c-km-teae-overall-sex 12DEC2023 20:46 
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Figure 35.1.1.5.1.3C 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Sex 

Safety Population 

TEAE ≥ CTCAE Grade 3  

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3c-km-teae-overall-sex 12DEC2023 20:46 
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Figure 35.1.1.5.1.3C 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Sex 

Safety Population 

TEAE ≥ CTCAE Grade 3  

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3c-km-teae-overall-sex 12DEC2023 20:46 
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Figure 35.1.1.5.1.3C 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Sex 

Safety Population 

Discontinuation due to TEAE  

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3c-km-teae-overall-sex 12DEC2023 20:46 
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Figure 35.1.1.5.1.3C 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Sex 

Safety Population 

Discontinuation due to TEAE  

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3c-km-teae-overall-sex 12DEC2023 20:46 
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Figure 35.1.1.5.1.3C 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Sex 

Safety Population 

Deaths (Grade 5 TEAEs)  

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3c-km-teae-overall-sex 12DEC2023 20:46 
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Figure 35.1.1.5.1.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Geographic Region 

Safety Population 

TEAE  

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3d-km-teae-overall-region1 12DEC2023 20:46 
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Figure 35.1.1.5.1.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Geographic Region 

Safety Population 

TEAE  

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3d-km-teae-overall-region1 12DEC2023 20:46 
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Figure 35.1.1.5.1.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Geographic Region 

Safety Population 

TEAE  

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3d-km-teae-overall-region1 12DEC2023 20:46 
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Figure 35.1.1.5.1.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Geographic Region 

Safety Population 

TEAE  

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3d-km-teae-overall-region1 12DEC2023 20:46 
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Figure 35.1.1.5.1.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Geographic Region 

Safety Population 

Serious TEAE  

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3d-km-teae-overall-region1 12DEC2023 20:46 
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Figure 35.1.1.5.1.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Geographic Region 

Safety Population 

Serious TEAE  

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3d-km-teae-overall-region1 12DEC2023 20:46 
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Figure 35.1.1.5.1.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Geographic Region 

Safety Population 

Serious TEAE  

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3d-km-teae-overall-region1 12DEC2023 20:46 
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Figure 35.1.1.5.1.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Geographic Region 

Safety Population 

TEAE ≤ CTCAE Grade 2  

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3d-km-teae-overall-region1 12DEC2023 20:46 
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Figure 35.1.1.5.1.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Geographic Region 

Safety Population 

TEAE ≤ CTCAE Grade 2  

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3d-km-teae-overall-region1 12DEC2023 20:46 
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Figure 35.1.1.5.1.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Geographic Region 

Safety Population 

TEAE ≤ CTCAE Grade 2  

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3d-km-teae-overall-region1 12DEC2023 20:46 
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Figure 35.1.1.5.1.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Geographic Region 

Safety Population 

TEAE ≥ CTCAE Grade 3  

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3d-km-teae-overall-region1 12DEC2023 20:46 
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Figure 35.1.1.5.1.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Geographic Region 

Safety Population 

TEAE ≥ CTCAE Grade 3  

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Geographic Region 

Safety Population 

TEAE ≥ CTCAE Grade 3  

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Geographic Region 

Safety Population 

Discontinuation due to TEAE  

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3d-km-teae-overall-region1 12DEC2023 20:46 

 



TAKEDA Page 68 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.5.1.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Geographic Region 

Safety Population 

Discontinuation due to TEAE  

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Geographic Region 

Safety Population 

Discontinuation due to TEAE  

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Geographic Region 

Safety Population 

Deaths (Grade 5 TEAEs)  

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Geographic Region 

Safety Population 

Deaths (Grade 5 TEAEs)  

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3E 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by ECOG PS 

Safety Population 

TEAE  

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3E 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by ECOG PS 

Safety Population 

TEAE  

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3E 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by ECOG PS 

Safety Population 

TEAE  

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3E 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by ECOG PS 

Safety Population 

Serious TEAE  

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3E 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by ECOG PS 

Safety Population 

Serious TEAE  

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3E 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by ECOG PS 

Safety Population 

TEAE ≤ CTCAE Grade 2  

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3E 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by ECOG PS 

Safety Population 

TEAE ≤ CTCAE Grade 2  

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3E 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by ECOG PS 

Safety Population 

TEAE ≥ CTCAE Grade 3  

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3E 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by ECOG PS 

Safety Population 

TEAE ≥ CTCAE Grade 3  

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3E 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by ECOG PS 

Safety Population 

Discontinuation due to TEAE  

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3E 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by ECOG PS 

Safety Population 

Discontinuation due to TEAE  

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3E 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by ECOG PS 

Safety Population 

Deaths (Grade 5 TEAEs)  

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3F 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Duration of Metastatic Disease 

Safety Population 

TEAE  

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3F 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Duration of Metastatic Disease 

Safety Population 

TEAE  

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3F 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Duration of Metastatic Disease 

Safety Population 

TEAE  

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3F 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Duration of Metastatic Disease 

Safety Population 

Serious TEAE  

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3F 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Duration of Metastatic Disease 

Safety Population 

Serious TEAE  

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3F 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Duration of Metastatic Disease 

Safety Population 

TEAE ≤ CTCAE Grade 2  

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3F 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Duration of Metastatic Disease 

Safety Population 

TEAE ≤ CTCAE Grade 2  

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3F 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Duration of Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3  

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3F 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Duration of Metastatic Disease 

Safety Population 

TEAE ≥ CTCAE Grade 3  

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3F 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Duration of Metastatic Disease 

Safety Population 

Discontinuation due to TEAE  

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3F 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Duration of Metastatic Disease 

Safety Population 

Discontinuation due to TEAE  

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3F 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Duration of Metastatic Disease 

Safety Population 

Deaths (Grade 5 TEAEs)  

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE  

Colon 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE  

Colon 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE  

Rectum 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE  

Colon and Rectum 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Primary Tumor Site at 1st Diagnosis 

Safety Population 

Serious TEAE  

Colon 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Primary Tumor Site at 1st Diagnosis 

Safety Population 

Serious TEAE  

Rectum 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Primary Tumor Site at 1st Diagnosis 

Safety Population 

Serious TEAE  

Colon and Rectum 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≤ CTCAE Grade 2  

Colon 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≤ CTCAE Grade 2  

Rectum 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≤ CTCAE Grade 2  

Colon and Rectum 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3  

Colon 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3g-km-teae-overall-primloc 12DEC2023 20:46 

 



TAKEDA Page 108 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.5.1.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Primary Tumor Site at 1st Diagnosis 

Safety Population 

TEAE ≥ CTCAE Grade 3  

Colon and Rectum 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Primary Tumor Site at 1st Diagnosis 

Safety Population 

Discontinuation due to TEAE  

Colon 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Primary Tumor Site at 1st Diagnosis 

Safety Population 

Discontinuation due to TEAE  

Rectum 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Primary Tumor Site at 1st Diagnosis 

Safety Population 

Discontinuation due to TEAE  

Colon and Rectum 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Primary Tumor Site at 1st Diagnosis 
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Deaths (Grade 5 TEAEs)  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Primary Tumor Site at 1st Diagnosis 

Safety Population 

Deaths (Grade 5 TEAEs)  

Rectum 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3H 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by RAS Status 

Safety Population 

TEAE  

WT (Wild Type) 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3H 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by RAS Status 

Safety Population 

TEAE  

WT (Wild Type) 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3H 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by RAS Status 

Safety Population 

TEAE  

Mutant 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3H 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by RAS Status 

Safety Population 

Serious TEAE  

WT (Wild Type) 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3H 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by RAS Status 

Safety Population 

Serious TEAE  

Mutant 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3H 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by RAS Status 

Safety Population 

TEAE ≤ CTCAE Grade 2  

WT (Wild Type) 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3H 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by RAS Status 

Safety Population 

TEAE ≤ CTCAE Grade 2  

Mutant 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3H 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by RAS Status 

Safety Population 

TEAE ≥ CTCAE Grade 3  

WT (Wild Type) 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3H 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by RAS Status 

Safety Population 

TEAE ≥ CTCAE Grade 3  

Mutant 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3H 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by RAS Status 

Safety Population 

Discontinuation due to TEAE  

WT (Wild Type) 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3H 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by RAS Status 

Safety Population 

Discontinuation due to TEAE  

Mutant 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3H 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by RAS Status 

Safety Population 

Deaths (Grade 5 TEAEs)  

WT (Wild Type) 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by BRAF Status 

Safety Population 

TEAE  

WT (Wild Type) 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by BRAF Status 

Safety Population 
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WT (Wild Type) 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by BRAF Status 

Safety Population 

TEAE  

V600 E Mutation 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by BRAF Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3i-km-teae-overall-brafstat 12DEC2023 20:46 

 



TAKEDA Page 130 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.5.1.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by BRAF Status 

Safety Population 

Serious TEAE  

WT (Wild Type) 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by BRAF Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by BRAF Status 

Safety Population 

Serious TEAE  

Other 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by BRAF Status 

Safety Population 

TEAE ≤ CTCAE Grade 2  

WT (Wild Type) 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3i-km-teae-overall-brafstat 12DEC2023 20:46 

 



TAKEDA Page 134 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.5.1.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by BRAF Status 

Safety Population 

TEAE ≤ CTCAE Grade 2  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by BRAF Status 

Safety Population 

TEAE ≤ CTCAE Grade 2  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3  

WT (Wild Type) 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by BRAF Status 
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TEAE ≥ CTCAE Grade 3  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by BRAF Status 

Safety Population 

TEAE ≥ CTCAE Grade 3  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3i-km-teae-overall-brafstat 12DEC2023 20:46 

 



TAKEDA Page 139 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.5.1.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by BRAF Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by BRAF Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by BRAF Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by BRAF Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by BRAF Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3J 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Prior Chemotherapy Treatment Lines 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3J 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Prior Chemotherapy Treatment Lines 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3J 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Prior Chemotherapy Treatment Lines 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3J 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Prior Chemotherapy Treatment Lines 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3J 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Prior Chemotherapy Treatment Lines 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3J 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Prior Chemotherapy Treatment Lines 

Safety Population 

TEAE ≤ CTCAE Grade 2  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3J 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Prior Chemotherapy Treatment Lines 
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Figure 35.1.1.5.1.3J 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Prior Chemotherapy Treatment Lines 

Safety Population 

TEAE ≥ CTCAE Grade 3  
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Figure 35.1.1.5.1.3J 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Prior Chemotherapy Treatment Lines 
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Figure 35.1.1.5.1.3J 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Prior Chemotherapy Treatment Lines 
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Figure 35.1.1.5.1.3J 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Prior Chemotherapy Treatment Lines 
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Figure 35.1.1.5.1.3J 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Prior Chemotherapy Treatment Lines 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3K 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease  
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TEAE  

<=3 
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Figure 35.1.1.5.1.3K 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease  
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TEAE  
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Figure 35.1.1.5.1.3K 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease  
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TEAE  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3K 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease  
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Serious TEAE  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3K 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease  
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Serious TEAE  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3K 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease  

Safety Population 

TEAE ≤ CTCAE Grade 2  
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Figure 35.1.1.5.1.3K 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease  

Safety Population 

TEAE ≤ CTCAE Grade 2  

>3 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3K 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease  

Safety Population 

TEAE ≥ CTCAE Grade 3  

<=3 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3K 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease  

Safety Population 

TEAE ≥ CTCAE Grade 3  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3K 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease  

Safety Population 

Discontinuation due to TEAE  

<=3 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3K 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease  

Safety Population 

Discontinuation due to TEAE  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3K 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease  

Safety Population 

Deaths (Grade 5 TEAEs)  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3L 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior VEGFi 
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TEAE  
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Figure 35.1.1.5.1.3L 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior VEGFi 

Safety Population 

TEAE  

Yes 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3l-km-teae-overall-prtvegfi 12DEC2023 20:46 

 



TAKEDA Page 170 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.5.1.3L 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior VEGFi 

Safety Population 

TEAE  

No 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3L 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior VEGFi 

Safety Population 

Serious TEAE  

Yes 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3L 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior VEGFi 

Safety Population 

Serious TEAE  

No 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3L 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior VEGFi 

Safety Population 

TEAE ≤ CTCAE Grade 2  

Yes 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3l-km-teae-overall-prtvegfi 12DEC2023 20:46 

 



TAKEDA Page 174 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.5.1.3L 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior VEGFi 

Safety Population 

TEAE ≤ CTCAE Grade 2  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3L 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior VEGFi 

Safety Population 

TEAE ≥ CTCAE Grade 3  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3L 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior VEGFi 

Safety Population 

TEAE ≥ CTCAE Grade 3  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3L 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior VEGFi 

Safety Population 

Discontinuation due to TEAE  
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Figure 35.1.1.5.1.3L 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior VEGFi 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3L 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior VEGFi 
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Figure 35.1.1.5.1.3M 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior EGFRi 
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Figure 35.1.1.5.1.3M 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior EGFRi 
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Figure 35.1.1.5.1.3M 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior EGFRi 
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Figure 35.1.1.5.1.3M 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior EGFRi 
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Figure 35.1.1.5.1.3M 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior EGFRi 
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Figure 35.1.1.5.1.3M 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior EGFRi 
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Figure 35.1.1.5.1.3M 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior EGFRi 
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Figure 35.1.1.5.1.3M 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior EGFRi 
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Figure 35.1.1.5.1.3M 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior EGFRi 
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Figure 35.1.1.5.1.3M 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior EGFRi 

Safety Population 

Discontinuation due to TEAE  
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Figure 35.1.1.5.1.3M 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior EGFRi 
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Figure 35.1.1.5.1.3M 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior EGFRi 
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Figure 35.1.1.5.1.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior TAS-102 and/or Regorafenib 
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Figure 35.1.1.5.1.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior TAS-102 and/or Regorafenib 
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Figure 35.1.1.5.1.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior TAS-102 and/or Regorafenib 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior TAS-102 and/or Regorafenib 
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/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3n-km-teae-overall-ptttr 12DEC2023 20:46 

 



TAKEDA Page 196 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.5.1.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior TAS-102 and/or Regorafenib 

Safety Population 

Serious TEAE  

TAS-102 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior TAS-102 and/or Regorafenib 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior TAS-102 and/or Regorafenib 
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Figure 35.1.1.5.1.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior TAS-102 and/or Regorafenib 
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Figure 35.1.1.5.1.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior TAS-102 and/or Regorafenib 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior TAS-102 and/or Regorafenib 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior TAS-102 and/or Regorafenib 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior TAS-102 and/or Regorafenib 
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TEAE ≥ CTCAE Grade 3  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior TAS-102 and/or Regorafenib 
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TEAE ≥ CTCAE Grade 3  

TAS-102 and Regorafenib 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior TAS-102 and/or Regorafenib 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3n-km-teae-overall-ptttr 12DEC2023 20:46 

 



TAKEDA Page 206 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.5.1.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior TAS-102 and/or Regorafenib 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior TAS-102 and/or Regorafenib 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior TAS-102 and/or Regorafenib 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior TAS-102 and/or Regorafenib 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3O 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Liver Metastases 
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Figure 35.1.1.5.1.3O 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Liver Metastases 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3O 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Liver Metastases 
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Figure 35.1.1.5.1.3O 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Liver Metastases 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3o-km-teae-overall-lfbasefl 12DEC2023 20:46 

 



TAKEDA Page 214 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.5.1.3O 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Liver Metastases 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3O 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Liver Metastases 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3O 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Liver Metastases 
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Figure 35.1.1.5.1.3O 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Liver Metastases 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3O 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Liver Metastases 
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Figure 35.1.1.5.1.3O 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Liver Metastases 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3O 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Liver Metastases 

Safety Population 

Discontinuation due to TEAE  
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Figure 35.1.1.5.1.3O 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Liver Metastases 
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Figure 35.1.1.5.1.3P 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior Treatment with Immune Checkpoint Inhibitors for MSI -H/dMMR 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3P 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior Treatment with Immune Checkpoint Inhibitors for MSI -H/dMMR 
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Figure 35.1.1.5.1.3P 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior Treatment with Immune Checkpoint Inhibitors for MSI -H/dMMR 
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Figure 35.1.1.5.1.3P 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior Treatment with Immune Checkpoint Inhibitors for MSI -H/dMMR 
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Figure 35.1.1.5.1.3P 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior Treatment with Immune Checkpoint Inhibitors for MSI -H/dMMR 
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Figure 35.1.1.5.1.3P 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior Treatment with Immune Checkpoint Inhibitors for MSI -H/dMMR 

Safety Population 

TEAE ≤ CTCAE Grade 2  

Yes 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3p-km-teae-overall-pticmisi 12DEC2023 20:46 

 



TAKEDA Page 228 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.5.1.3P 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior Treatment with Immune Checkpoint Inhibitors for MSI -H/dMMR 
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Figure 35.1.1.5.1.3P 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior Treatment with Immune Checkpoint Inhibitors for MSI -H/dMMR 
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/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3p-km-teae-overall-pticmisi 12DEC2023 20:46 

 



TAKEDA Page 230 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.5.1.3P 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior Treatment with Immune Checkpoint Inhibitors for MSI -H/dMMR 
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Figure 35.1.1.5.1.3P 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior Treatment with Immune Checkpoint Inhibitors for MSI -H/dMMR 
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Figure 35.1.1.5.1.3P 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior Treatment with Immune Checkpoint Inhibitors for MSI -H/dMMR 
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Figure 35.1.1.5.1.3P 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Prior Treatment with Immune Checkpoint Inhibitors for MSI -H/dMMR 
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Figure 35.1.1.5.1.3Q 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Metastatic Tumor Sites Other than Colon or Rectum  
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Figure 35.1.1.5.1.3Q 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Metastatic Tumor Sites Other than Colon or Rectum  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3Q 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Metastatic Tumor Sites Other than Colon or Rectum  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3Q 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Metastatic Tumor Sites Other than Colon or Rectum  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3Q 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Metastatic Tumor Sites Other than Colon or Rectum  
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Serious TEAE  

Multiple 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3Q 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Metastatic Tumor Sites Other than Colon or Rectum  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3Q 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Metastatic Tumor Sites Other than Colon or Rectum  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3Q 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Metastatic Tumor Sites Other than Colon or Rectum  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3Q 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Metastatic Tumor Sites Other than Colon or Rectum  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3Q 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Metastatic Tumor Sites Other than Colon or Rectum  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3Q 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Metastatic Tumor Sites Other than Colon or Rectum  
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Discontinuation due to TEAE  

Multiple 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3Q 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Metastatic Tumor Sites Other than Colon or Rectum  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3R 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Metastatic Tumor Sites 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3R 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Metastatic Tumor Sites 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3R 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Metastatic Tumor Sites 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3r-km-teae-overall-nbmscat 12DEC2023 20:46 

 



TAKEDA Page 249 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.5.1.3R 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Metastatic Tumor Sites 
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Serious TEAE  

Single 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3R 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Metastatic Tumor Sites 
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Serious TEAE  

Multiple 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3R 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Metastatic Tumor Sites 

Safety Population 

TEAE ≤ CTCAE Grade 2  

Single 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3R 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Metastatic Tumor Sites 
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TEAE ≤ CTCAE Grade 2  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3R 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Metastatic Tumor Sites 
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TEAE ≥ CTCAE Grade 3  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3R 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Metastatic Tumor Sites 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3R 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Metastatic Tumor Sites 
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Single 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3R 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Metastatic Tumor Sites 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3R 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Number of Metastatic Tumor Sites 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Body Mass Index 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Body Mass Index 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Body Mass Index 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3s-km-teae-overall-bmigr1 12DEC2023 20:46 

 



TAKEDA Page 261 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.5.1.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Body Mass Index 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Body Mass Index 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Body Mass Index 
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>= 18.5 to < 24 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Body Mass Index 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Body Mass Index 
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< 18.5 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Body Mass Index 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Body Mass Index 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.1.3s-km-teae-overall-bmigr1 12DEC2023 20:46 

 



TAKEDA Page 268 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.5.1.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Body Mass Index 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Body Mass Index 
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Figure 35.1.1.5.1.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Body Mass Index 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Body Mass Index 
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< 18.5 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Body Mass Index 
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Discontinuation due to TEAE  

>= 18.5 to < 24 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Body Mass Index 

Safety Population 

Discontinuation due to TEAE  

>= 24 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Body Mass Index 

Safety Population 

Deaths (Grade 5 TEAEs)  

< 18.5 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.1.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE by Body Mass Index 

Safety Population 

Deaths (Grade 5 TEAEs)  

>= 18.5 to < 24 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3A 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events  

Safety Population 

TEAE  

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3A 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events  

Safety Population 

TEAE  

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3A 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events  

Safety Population 

Serious TEAE  

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3A 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events  

Safety Population 

TEAE ≤ CTCAE Grade 2  

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3A 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events  

Safety Population 

TEAE ≥ CTCAE Grade 3  

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3A 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events  

Safety Population 

Discontinuation due to TEAE  

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3B 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Age 

Safety Population 

TEAE  

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3B 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Age 

Safety Population 

TEAE  

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3B 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Age 

Safety Population 

TEAE  

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3B 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Age 

Safety Population 

Serious TEAE  

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3B 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Age 

Safety Population 

Serious TEAE  

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3B 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Age 

Safety Population 

TEAE ≤ CTCAE Grade 2  

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3B 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Age 

Safety Population 

TEAE ≤ CTCAE Grade 2  

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3B 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Age 

Safety Population 

TEAE ≥ CTCAE Grade 3  

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3B 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Age 

Safety Population 

TEAE ≥ CTCAE Grade 3  

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3B 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Age 

Safety Population 

Discontinuation due to TEAE  

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3B 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Age 

Safety Population 

Discontinuation due to TEAE  

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3B 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Age 

Safety Population 

Deaths (Grade 5 TEAEs)  

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3C 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Sex  

Safety Population 

TEAE  

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3C 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Sex  

Safety Population 

TEAE  

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3C 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Sex  

Safety Population 

TEAE  

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3C 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Sex  

Safety Population 

Serious TEAE  

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.2.3c-km-teae-overall-nodisease-sex 12DEC2023 20:46 
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Figure 35.1.1.5.2.3C 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Sex  

Safety Population 

Serious TEAE  

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3C 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Sex  

Safety Population 

TEAE ≤ CTCAE Grade 2  

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3C 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Sex  

Safety Population 

TEAE ≤ CTCAE Grade 2  

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3C 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Sex  

Safety Population 

TEAE ≥ CTCAE Grade 3  

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3C 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Sex  

Safety Population 

TEAE ≥ CTCAE Grade 3  

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3C 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Sex  

Safety Population 

Discontinuation due to TEAE  

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3C 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Sex  

Safety Population 

Discontinuation due to TEAE  

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3C 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Sex  

Safety Population 

Deaths (Grade 5 TEAEs)  

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Geographic Region  

Safety Population 

TEAE  

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Geographic Region  

Safety Population 

TEAE  

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Geographic Region  

Safety Population 

TEAE  

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Geographic Region  

Safety Population 

TEAE  

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Geographic Region  

Safety Population 

Serious TEAE  

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Geographic Region  

Safety Population 

Serious TEAE  

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Geographic Region  

Safety Population 

Serious TEAE  

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Geographic Region  

Safety Population 

TEAE ≤ CTCAE Grade 2  

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Geographic Region  

Safety Population 

TEAE ≤ CTCAE Grade 2  

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Geographic Region  

Safety Population 

TEAE ≤ CTCAE Grade 2  

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Geographic Region  

Safety Population 

TEAE ≥ CTCAE Grade 3  

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Geographic Region  

Safety Population 

TEAE ≥ CTCAE Grade 3  

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Geographic Region  

Safety Population 

TEAE ≥ CTCAE Grade 3  

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Geographic Region  

Safety Population 

Discontinuation due to TEAE  

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Geographic Region  

Safety Population 

Discontinuation due to TEAE  

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Geographic Region  

Safety Population 

Discontinuation due to TEAE  

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Geographic Region  

Safety Population 

Deaths (Grade 5 TEAEs)  

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3D 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Geographic Region  

Safety Population 

Deaths (Grade 5 TEAEs)  

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3E 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by ECOG PS 

Safety Population 

TEAE  

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3E 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by ECOG PS 

Safety Population 

TEAE  

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3E 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by ECOG PS 

Safety Population 

TEAE  

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3E 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by ECOG PS 

Safety Population 

Serious TEAE  

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3E 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by ECOG PS 

Safety Population 

Serious TEAE  

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3E 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by ECOG PS 

Safety Population 

TEAE ≤ CTCAE Grade 2  

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3E 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by ECOG PS 

Safety Population 

TEAE ≤ CTCAE Grade 2  

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3E 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by ECOG PS 

Safety Population 

TEAE ≥ CTCAE Grade 3  

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3E 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by ECOG PS 

Safety Population 

TEAE ≥ CTCAE Grade 3  

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3E 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by ECOG PS 

Safety Population 

Discontinuation due to TEAE  

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3E 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by ECOG PS 

Safety Population 

Discontinuation due to TEAE  

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3E 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by ECOG PS 

Safety Population 

Deaths (Grade 5 TEAEs)  

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3F 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Duration of Metastatic Disease  

Safety Population 

TEAE  

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3F 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Duration of Metastatic Disease  

Safety Population 

TEAE  

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3F 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Duration of Metastatic Disease  

Safety Population 

TEAE  

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3F 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Duration of Metastatic Disease  

Safety Population 

Serious TEAE  

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3F 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Duration of Metastatic Disease  

Safety Population 

Serious TEAE  

> 18 months 

 

 
BSC=Best supportive ca re, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3F 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Duration of Metastatic Disease  

Safety Population 

TEAE ≤ CTCAE Grade 2  

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3F 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Duration of Metastatic Disease  

Safety Population 

TEAE ≤ CTCAE Grade 2  

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3F 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Duration of Metastatic Disease  

Safety Population 

TEAE ≥ CTCAE Grade 3  

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3F 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Duration of Metastatic Disease  

Safety Population 

TEAE ≥ CTCAE Grade 3  

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3F 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Duration of Metastatic Disease  

Safety Population 

Discontinuation due to TEAE  

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3F 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Duration of Metastatic Disease  

Safety Population 

Discontinuation due to TEAE  

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3F 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Duration of Metastatic Disease  

Safety Population 

Deaths (Grade 5 TEAEs)  

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Primary Tumor Site at 1st Diagnosis  

Safety Population 

TEAE  

Colon 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Primary Tumor Site at 1st Diagnosis  

Safety Population 

TEAE  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Primary Tumor Site at 1st Diagnosis  

Safety Population 

TEAE  

Rectum 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Primary Tumor Site at 1st Diagnosis  

Safety Population 

TEAE  

Colon and Rectum 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Primary Tumor Site at 1st Diagnosis  

Safety Population 

Serious TEAE  

Colon 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Primary Tumor Site at 1st Diagnosis  

Safety Population 

Serious TEAE  

Rectum 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Primary Tumor Site at 1st Diagnosis  
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Figure 35.1.1.5.2.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Primary Tumor Site at 1st Diagnosis  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Primary Tumor Site at 1st Diagnosis  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Primary Tumor Site at 1st Diagnosis  

Safety Population 

TEAE ≤ CTCAE Grade 2  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Primary Tumor Site at 1st Diagnosis  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Primary Tumor Site at 1st Diagnosis  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Primary Tumor Site at 1st Diagnosis  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Primary Tumor Site at 1st Diagnosis  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Primary Tumor Site at 1st Diagnosis  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Primary Tumor Site at 1st Diagnosis  

Safety Population 

Discontinuation due to TEAE  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Primary Tumor Site at 1st Diagnosis 

Safety Population 

Deaths (Grade 5 TEAEs)  

Colon 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3G 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Primary Tumor Site at 1st Diagnosis  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3H 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by RAS Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3H 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by RAS Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3H 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by RAS Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3H 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by RAS Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3H 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by RAS Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3H 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by RAS Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3H 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by RAS Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3H 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by RAS Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3H 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by RAS Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3H 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by RAS Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3H 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by RAS Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3H 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by RAS Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by BRAF Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by BRAF Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by BRAF Status 

Safety Population 

TEAE  

V600 E Mutation 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by BRAF Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by BRAF Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by BRAF Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by BRAF Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by BRAF Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by BRAF Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by BRAF Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by BRAF Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by BRAF Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by BRAF Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by BRAF Status 

Safety Population 

Discontinuation due to TEAE  

WT (Wild Type) 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by BRAF Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by BRAF Status 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by BRAF Status 
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Figure 35.1.1.5.2.3I 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by BRAF Status 
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Figure 35.1.1.5.2.3J 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Prior Chemotherapy Treatment Lines  
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Figure 35.1.1.5.2.3J 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Prior Chemotherapy Treatment Lines  
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Figure 35.1.1.5.2.3J 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Prior Chemotherapy Treatment Lines  
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Figure 35.1.1.5.2.3J 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Prior Chemotherapy Treatment Lines  

Safety Population 

Serious TEAE  

<=3 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3J 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Prior Chemotherapy Treatment Lines  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3J 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Prior Chemotherapy Treatment Lines 
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/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.2.3j-km-teae-overall-nodisease-prtrlgr1 12DEC2023 20:46 

 



TAKEDA Page 402 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.5.2.3J 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Prior Chemotherapy Treatment Lines  
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Figure 35.1.1.5.2.3J 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Prior Chemotherapy Treatment Lines  
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Figure 35.1.1.5.2.3J 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Prior Chemotherapy Treatment Lines  
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Figure 35.1.1.5.2.3J 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Prior Chemotherapy Treatment Lines  
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Figure 35.1.1.5.2.3J 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Prior Chemotherapy Treatment Lines  
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Figure 35.1.1.5.2.3J 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Prior Chemotherapy Treatment Lines  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3K 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Prior Chemotherapy Treatment Lines  in Metastatic Disease 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3K 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Prior Chemotherapy Treatment Lines  in Metastatic Disease 

Safety Population 

TEAE  

<=3 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3K 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Prior Chemotherapy Treatment Lines  in Metastatic Disease 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3K 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Prior Chemotherapy Treatment Lines  in Metastatic Disease 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.2.3k-km-teae-overall-nodisease-ptrlmgr1 12DEC2023 20:46 

 



TAKEDA Page 412 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.5.2.3K 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Prior Chemotherapy Treatment Lines in Metastatic Disease  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3K 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Prior Chemotherapy Treatment Lines  in Metastatic Disease 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3K 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Prior Chemotherapy Treatment Lines  in Metastatic Disease 

Safety Population 

TEAE ≤ CTCAE Grade 2  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3K 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Prior Chemotherapy Treatment Lines  in Metastatic Disease 
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TEAE ≥ CTCAE Grade 3  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3K 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Prior Chemotherapy Treatment Lines  in Metastatic Disease 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3K 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Prior Chemotherapy Treatment Lines  in Metastatic Disease 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3K 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Prior Chemotherapy Treatment Lines  in Metastatic Disease 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3K 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Prior Chemotherapy Treatment Lines  in Metastatic Disease 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3L 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior VEGFi 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3L 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior VEGFi 

Safety Population 

TEAE  

Yes 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3L 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior VEGFi 
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Figure 35.1.1.5.2.3L 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior VEGFi 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3L 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior VEGFi 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3L 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior VEGFi 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3L 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior VEGFi 
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Figure 35.1.1.5.2.3L 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior VEGFi 
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Figure 35.1.1.5.2.3L 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior VEGFi 
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Figure 35.1.1.5.2.3L 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior VEGFi 
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Figure 35.1.1.5.2.3L 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior VEGFi 
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Figure 35.1.1.5.2.3L 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior VEGFi 
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Figure 35.1.1.5.2.3M 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior EGFRi 
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Figure 35.1.1.5.2.3M 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior EGFRi 
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Figure 35.1.1.5.2.3M 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior EGFRi 
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Figure 35.1.1.5.2.3M 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior EGFRi 
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Figure 35.1.1.5.2.3M 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior EGFRi 
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Figure 35.1.1.5.2.3M 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior EGFRi 
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Figure 35.1.1.5.2.3M 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior EGFRi 
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Figure 35.1.1.5.2.3M 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior EGFRi 
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Figure 35.1.1.5.2.3M 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior EGFRi 
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Figure 35.1.1.5.2.3M 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior EGFRi 
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Figure 35.1.1.5.2.3M 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior EGFRi 
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Figure 35.1.1.5.2.3M 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior EGFRi 
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Figure 35.1.1.5.2.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior TAS-102 and/or Regorafenib 

Safety Population 

TEAE  

TAS-102 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.2.3n-km-teae-overall-nodisease-ptttr 12DEC2023 20:46 

 



TAKEDA Page 445 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.5.2.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior TAS-102 and/or Regorafenib 
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Figure 35.1.1.5.2.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior TAS-102 and/or Regorafenib 
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Figure 35.1.1.5.2.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior TAS-102 and/or Regorafenib 
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Figure 35.1.1.5.2.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior TAS-102 and/or Regorafenib 
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Figure 35.1.1.5.2.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior TAS-102 and/or Regorafenib 
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Figure 35.1.1.5.2.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior TAS-102 and/or Regorafenib 
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Figure 35.1.1.5.2.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior TAS-102 and/or Regorafenib 
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Figure 35.1.1.5.2.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior TAS-102 and/or Regorafenib 
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Figure 35.1.1.5.2.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior TAS-102 and/or Regorafenib 
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Figure 35.1.1.5.2.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior TAS-102 and/or Regorafenib 
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Figure 35.1.1.5.2.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior TAS-102 and/or Regorafenib 
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Figure 35.1.1.5.2.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior TAS-102 and/or Regorafenib 
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Figure 35.1.1.5.2.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior TAS-102 and/or Regorafenib 
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Figure 35.1.1.5.2.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior TAS-102 and/or Regorafenib 
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Figure 35.1.1.5.2.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior TAS-102 and/or Regorafenib 
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Figure 35.1.1.5.2.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior TAS-102 and/or Regorafenib 

Safety Population 

Deaths (Grade 5 TEAEs)  

TAS-102 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.2.3n-km-teae-overall-nodisease-ptttr 12DEC2023 20:46 

 



TAKEDA Page 461 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.5.2.3N 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior TAS-102 and/or Regorafenib 
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Figure 35.1.1.5.2.3O 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Liver Metastases 

Safety Population 

TEAE  

Yes 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.2.3o-km-teae-overall-nodisease-lfbasefl 12DEC2023 20:46 

 



TAKEDA Page 463 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.5.2.3O 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Liver Metastases 

Safety Population 

TEAE  

Yes 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.2.3o-km-teae-overall-nodisease-lfbasefl 12DEC2023 20:46 

 



TAKEDA Page 464 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.5.2.3O 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Liver Metastases 
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Figure 35.1.1.5.2.3O 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Liver Metastases 
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Figure 35.1.1.5.2.3O 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Liver Metastases 
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Figure 35.1.1.5.2.3O 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Liver Metastases 
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Figure 35.1.1.5.2.3O 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Liver Metastases 
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Figure 35.1.1.5.2.3O 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Liver Metastases 
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Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Liver Metastases 
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Figure 35.1.1.5.2.3O 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Liver Metastases 
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Figure 35.1.1.5.2.3O 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Liver Metastases 
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Figure 35.1.1.5.2.3O 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Liver Metastases 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3P 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior Treatment with Immune Checkpoint Inhib itors for MSI-H/dMMR 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3P 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior Treatment with Immune Checkpoint Inhib itors for MSI-H/dMMR 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3P 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior Treatment with Immune Checkpoint Inhib itors for MSI-H/dMMR 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3P 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior Treatment with Immune Checkpoint Inhib itors for MSI-H/dMMR 
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Serious TEAE  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3P 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior Treatment with Immune Checkpoint Inhib itors for MSI-H/dMMR 
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Serious TEAE  

No 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3P 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior Treatment with Immune Checkpoint Inhib itors for MSI-H/dMMR 
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TEAE ≤ CTCAE Grade 2  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3P 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior Treatment with Immune Checkpoint Inhibitors for MSI-H/dMMR 
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Figure 35.1.1.5.2.3P 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior Treatment with Immune Checkpoint Inhib itors for MSI-H/dMMR 
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TEAE ≥ CTCAE Grade 3  

Yes 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3P 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior Treatment with Immune Checkpoint Inhib itors for MSI-H/dMMR 

Safety Population 

TEAE ≥ CTCAE Grade 3  

No 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.2.3p-km-teae-overall-nodisease-pticmisi 12DEC2023 20:46 

 



TAKEDA Page 483 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.5.2.3P 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior Treatment with Immune Checkpoint Inhib itors for MSI-H/dMMR 
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Discontinuation due to TEAE  

Yes 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.2.3p-km-teae-overall-nodisease-pticmisi 12DEC2023 20:46 

 



TAKEDA Page 484 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.5.2.3P 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Prior Treatment with Immune Checkpoint Inhib itors for MSI-H/dMMR 

Safety Population 

Discontinuation due to TEAE  

No 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3Q 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Metastatic Tumor Sites Other than Colon or Rectum 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3Q 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Metastatic Tumor Sites Other than Colon or Rectum 
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3Q 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE  

Multiple 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3Q 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Metastatic Tumor Sites Other than Colon or Rectum 
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Serious TEAE  

Single 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3Q 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

Serious TEAE  

Multiple 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3Q 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE ≤ CTCAE Grade 2  

Single 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3Q 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE ≤ CTCAE Grade 2  

Multiple 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3Q 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE ≥ CTCAE Grade 3  

Single 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.2.3q-km-teae-overall-nodisease-nbmsoc 12DEC2023 20:46 

 



TAKEDA Page 493 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.5.2.3Q 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

TEAE ≥ CTCAE Grade 3  

Multiple 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3Q 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

Discontinuation due to TEAE  

Single 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3Q 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Metastatic Tumor Sites Other than Colon or Rectum  

Safety Population 

Discontinuation due to TEAE  

Multiple 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3Q 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Metastatic Tumor Sites Other than Colon or Rectum 

Safety Population 

Deaths (Grade 5 TEAEs)  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3R 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Metastatic Tumor Sites  
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TEAE  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3R 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Metastatic Tumor Sites  

Safety Population 

TEAE  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3R 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Metastatic Tumor Sites  

Safety Population 

TEAE  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3R 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Metastatic Tumor Sites  

Safety Population 

Serious TEAE  

Single 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3R 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Metastatic Tumor Sites  

Safety Population 

Serious TEAE  

Multiple 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3R 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Metastatic Tumor Sites  

Safety Population 

TEAE ≤ CTCAE Grade 2  

Single 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3R 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Metastatic Tumor Sites  

Safety Population 

TEAE ≤ CTCAE Grade 2  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.2.3r-km-teae-overall-nodisease-nbmscat 12DEC2023 20:46 

 



TAKEDA Page 504 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.5.2.3R 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Metastatic Tumor Sites  

Safety Population 

TEAE ≥ CTCAE Grade 3  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3R 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Metastatic Tumor Sites  

Safety Population 

TEAE ≥ CTCAE Grade 3  

Multiple 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3R 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Metastatic Tumor Sites  

Safety Population 

Discontinuation due to TEAE  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3R 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Metastatic Tumor Sites  

Safety Population 

Discontinuation due to TEAE  

Multiple 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3R 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Number of Metastatic Tumor Sites  
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Deaths (Grade 5 TEAEs)  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Body Mass Index  

Safety Population 

TEAE  

< 18.5 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Body Mass Index  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Body Mass Index  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.5.2.3s-km-teae-overall-nodisease-bmigr1 12DEC2023 20:46 

 



TAKEDA Page 512 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.5.2.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Body Mass Index  
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BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Body Mass Index  

Safety Population 

Serious TEAE  

< 18.5 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Body Mass Index  

Safety Population 

Serious TEAE  

>= 18.5 to < 24 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Body Mass Index  

Safety Population 

Serious TEAE  

>= 24 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Body Mass Index  

Safety Population 

TEAE ≤ CTCAE Grade 2  

< 18.5 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Body Mass Index  

Safety Population 

TEAE ≤ CTCAE Grade 2  

>= 18.5 to < 24 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Body Mass Index  

Safety Population 

TEAE ≤ CTCAE Grade 2  

>= 24 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Body Mass Index  

Safety Population 

TEAE ≥ CTCAE Grade 3  

< 18.5 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Body Mass Index  

Safety Population 

TEAE ≥ CTCAE Grade 3  

>= 18.5 to < 24 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Body Mass Index  

Safety Population 

TEAE ≥ CTCAE Grade 3  

>= 24 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Body Mass Index  

Safety Population 

Discontinuation due to TEAE  

< 18.5 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Body Mass Index  

Safety Population 

Discontinuation due to TEAE  

>= 18.5 to < 24 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Body Mass Index  

Safety Population 

Discontinuation due to TEAE  

>= 24 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Body Mass Index  

Safety Population 

Deaths (Grade 5 TEAEs)  

< 18.5 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.5.2.3S 

Kaplan-Meier Plot for Time to Onset of Overall TEAE Excluding Disease Related Events by Body Mass Index  

Safety Population 

Deaths (Grade 5 TEAEs)  

>= 18.5 to < 24 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term General disorders and administration site conditions 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term General disorders and administration site conditions 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Fatigue 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Pyrexia 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Mucosal inflammation 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Oedema peripheral 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term General physical health deterioration 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Condition aggravated 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Chills 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Gastrointestinal disorders 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Diarrhoea 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Nausea 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Abdominal pain 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Constipation 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Vomiting 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Stomatitis 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Abdominal pain upper 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Proctalgia 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Dry mouth 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Ascites 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Dyspepsia 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Decreased appetite 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypokalaemia 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyponatraemia 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyperuricaemia 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypoalbuminaemia 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypomagnesaemia 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Dehydration 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyperglycaemia 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypertriglyceridaemia 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypophosphataemia 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Investigations 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Weight decreased 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Aspartate aminotransferase increased 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Alanine aminotransferase increased 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood bilirubin increased 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood thyroid stimulating hormone increased 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood alkaline phosphatase increased 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Platelet count decreased 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood creatinine increased 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Amylase increased 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Lipase increased 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Dysphonia 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Dyspnoea 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Cough 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Epistaxis 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Oropharyngeal pain 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Vascular disorders 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Vascular disorders and Preferred Term Hypertension 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Back pain 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Arthralgia 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Pain in extremity 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Myalgia 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Musculoskeletal chest pain 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Muscle spasms 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Rash 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Dry skin 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Nervous system disorders 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3a -km-teae-soc-pt 12DEC2023 20:46 

 



TAKEDA Page 592 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Headache 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Dysgeusia 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Dizziness 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Renal and urinary disorders 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Renal and urinary disorders and Preferred Term Proteinuria 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Renal and urinary disorders and Preferred Term Haematuria 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3a -km-teae-soc-pt 12DEC2023 20:46 

 



TAKEDA Page 598 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Infections and infestations 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Infections and infestations and Preferred Term Urinary tract infection 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Infections and infestations and Preferred Term COVID-19 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Infections and infestations and Preferred Term Pneumonia 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders and Preferred Term Anaemia 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders and Preferred Term Thrombocytopenia 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Endocrine disorders 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Endocrine disorders and Preferred Term Hypothyroidism 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Psychiatric disorders 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Psychiatric disorders and Preferred Term Insomnia 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Psychiatric disorders and Preferred Term Anxiety 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3a -km-teae-soc-pt 12DEC2023 20:46 

 



TAKEDA Page 610 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Psychiatric disorders and Preferred Term Confusional state 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Hepatobiliary disorders 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3A 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT  

Safety Population 

TEAE in SOC Term Hepatobiliary disorders and Preferred Term Hypertransaminasaemia 

 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Fatigue 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Pyrexia 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Mucosal inflammation 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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TAKEDA Page 620 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Oedema peripheral 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term General physical health deterioration 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Condition aggravated 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Chills 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 

 



TAKEDA Page 625 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Diarrhoea 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Nausea 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Abdominal pain 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 

 



TAKEDA Page 628 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Constipation 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Vomiting 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Stomatitis 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Abdominal pain upper 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Proctalgia 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 

 



TAKEDA Page 633 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Dry mouth 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Ascites 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Dyspepsia 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Decreased appetite 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypokalaemia 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyponatraemia 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyperuricaemia 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypoalbuminaemia 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypomagnesaemia 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Dehydration 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyperglycaemia 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypertriglyceridaemia 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypophosphataemia 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Investigations 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Weight decreased 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Aspartate aminotransferase increased 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Alanine aminotransferase increased 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood bilirubin increased 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood thyroid stimulating hormone increased 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood alkaline phosphatase increased 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Platelet count decreased 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood creatinine increased 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Amylase increased 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Lipase increased 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Dysphonia 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Dyspnoea 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Cough 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Epistaxis 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Oropharyngeal pain 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Vascular disorders 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Vascular disorders and Preferred Term Hypertension 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Back pain 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Arthralgia 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Pain in extremity 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Myalgia 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Musculoskeletal chest pain 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Muscle spasms 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Rash 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Dry skin 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Nervous system disorders 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Headache 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Dysgeusia 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Dizziness 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Renal and urinary disorders 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Renal and urinary disorders and Preferred Term Proteinuria 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Renal and urinary disorders and Preferred Term Haematuria 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Infections and infestations 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Infections and infestations and Preferred Term Urinary tract infection 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Infections and infestations and Preferred Term COVID-19 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Infections and infestations and Preferred Term Pneumonia 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders and Preferred Term Anaemia 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders and Preferred Term Thrombocytopenia 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Endocrine disorders 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Endocrine disorders and Preferred Term Hypothyroidism 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Psychiatric disorders 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Psychiatric disorders and Preferred Term Insomnia 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Psychiatric disorders and Preferred Term Anxiety 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Psychiatric disorders and Preferred Term Confusional state 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Hepatobiliary disorders 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Hepatobiliary disorders and Preferred Term Hypertransaminasaemia 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Hepatobiliary disorders and Preferred Term Hyperbilirubinaemia 

<65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Fatigue 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Pyrexia 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Mucosal inflammation 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Oedema peripheral 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term General physical health deterioration 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Condition aggravated 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Chills 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Diarrhoea 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Nausea 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Abdominal pain 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Constipation 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Vomiting 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Stomatitis 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Abdominal pain upper 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Proctalgia 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Dry mouth 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Ascites 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Dyspepsia 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Decreased appetite 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 

 



TAKEDA Page 724 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypokalaemia 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyponatraemia 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyperuricaemia 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypoalbuminaemia 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypomagnesaemia 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Dehydration 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyperglycaemia 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypertriglyceridaemia 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypophosphataemia 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Investigations 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Weight decreased 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Aspartate aminotransferase increased 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Alanine aminotransferase increased 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood bilirubin increased 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood thyroid stimulating hormone increased 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood alkaline phosphatase increased 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Platelet count decreased 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood creatinine increased 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Amylase increased 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Lipase increased 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Dysphonia 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 

 



TAKEDA Page 746 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Dyspnoea 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Cough 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Epistaxis 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Oropharyngeal pain 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Vascular disorders 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Vascular disorders and Preferred Term Hypertension 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Back pain 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Arthralgia 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Pain in extremity 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Myalgia 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Musculoskeletal chest pain 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Muscle spasms 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Rash 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Dry skin 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Nervous system disorders 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Headache 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Dysgeusia 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Dizziness 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Renal and urinary disorders 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Renal and urinary disorders and Preferred Term Proteinuria 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Renal and urinary disorders and Preferred Term Haematuria 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Infections and infestations 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Infections and infestations and Preferred Term Urinary tract infection 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Infections and infestations and Preferred Term COVID-19 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Infections and infestations and Preferred Term Pneumonia 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders and Preferred Term Anaemia 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders and Preferred Term Thrombocytopenia 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Endocrine disorders 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Endocrine disorders and Preferred Term Hypothyroidism 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Psychiatric disorders 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Psychiatric disorders and Preferred Term Insomnia 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 

 



TAKEDA Page 781 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Psychiatric disorders and Preferred Term Anxiety 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Psychiatric disorders and Preferred Term Confusional state 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Hepatobiliary disorders 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3B 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Age 

Safety Population 

TEAE in SOC Term Hepatobiliary disorders and Preferred Term Hypertransaminasaemia 

>=65 years 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3b-km-teae-soc-pt-agegr1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Fatigue 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Pyrexia 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Mucosal inflammation 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Oedema peripheral 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term General physical health deterioration 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Condition aggravated 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Chills 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Diarrhoea 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Nausea 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 

 



TAKEDA Page 799 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Abdominal pain 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 

 



TAKEDA Page 800 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Constipation 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Vomiting 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Stomatitis 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Abdominal pain upper 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Proctalgia 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Dry mouth 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Ascites 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 

 



TAKEDA Page 807 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Dyspepsia 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Decreased appetite 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypokalaemia 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyponatraemia 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyperuricaemia 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypoalbuminaemia 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypomagnesaemia 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Dehydration 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyperglycaemia 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypertriglyceridaemia 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypophosphataemia 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Investigations 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Weight decreased 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Aspartate aminotransferase increased 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Alanine aminotransferase increased 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood bilirubin increased 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood thyroid stimulating hormone increased 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood alkaline phosphatase increased 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Platelet count decreased 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood creatinine increased 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 

 



TAKEDA Page 828 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Amylase increased 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Lipase increased 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Dysphonia 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Dyspnoea 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Cough 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Epistaxis 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Oropharyngeal pain 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Vascular disorders 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Vascular disorders and Preferred Term Hypertension 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 

 



TAKEDA Page 838 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Back pain 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Arthralgia 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Pain in extremity 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Myalgia 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Musculoskeletal chest pain 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Muscle spasms 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Rash 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Dry skin 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Nervous system disorders 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Headache 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Dysgeusia 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Dizziness 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Renal and urinary disorders 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Renal and urinary disorders and Preferred Term Proteinuria 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Renal and urinary disorders and Preferred Term Haematuria 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Infections and infestations 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Infections and infestations and Preferred Term Urinary tract infection 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Infections and infestations and Preferred Term COVID-19 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Infections and infestations and Preferred Term Pneumonia 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders and Preferred Term Anaemia 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders and Preferred Term Thrombocytopenia 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Endocrine disorders 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Endocrine disorders and Preferred Term Hypothyroidism 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Psychiatric disorders 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Psychiatric disorders and Preferred Term Insomnia 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Psychiatric disorders and Preferred Term Anxiety 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Psychiatric disorders and Preferred Term Confusional state 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Hepatobiliary disorders 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Hepatobiliary disorders and Preferred Term Hypertransaminasaemia 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Hepatobiliary disorders and Preferred Term Hyperbilirubinaemia 

Male 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Fatigue 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Pyrexia 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Mucosal inflammation 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Oedema peripheral 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term General physical health deterioration 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Condition aggravated 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Chills 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Diarrhoea 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Nausea 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Abdominal pain 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Constipation 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Vomiting 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Stomatitis 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Abdominal pain upper 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 

 



TAKEDA Page 890 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Proctalgia 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Dry mouth 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Ascites 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Dyspepsia 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Decreased appetite 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypokalaemia 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyponatraemia 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyperuricaemia 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypoalbuminaemia 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypomagnesaemia 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Dehydration 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyperglycaemia 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypertriglyceridaemia 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypophosphataemia 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Investigations 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Weight decreased 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Aspartate aminotransferase increased 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Alanine aminotransferase increased 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood bilirubin increased 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood thyroid stimulating hormone increased 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood alkaline phosphatase increased 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Platelet count decreased 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood creatinine increased 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Amylase increased 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Lipase increased 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Dysphonia 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Dyspnoea 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Cough 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Epistaxis 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Oropharyngeal pain 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Vascular disorders 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Vascular disorders and Preferred Term Hypertension 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Back pain 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Arthralgia 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Pain in extremity 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Myalgia 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Musculoskeletal chest pain 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Muscle spasms 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 

 



TAKEDA Page 932 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Rash 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Dry skin 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Nervous system disorders 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Headache 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Dysgeusia 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Dizziness 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Renal and urinary disorders 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Renal and urinary disorders and Preferred Term Proteinuria 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Renal and urinary disorders and Preferred Term Haematuria 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Infections and infestations 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Infections and infestations and Preferred Term Urinary tract infection 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Infections and infestations and Preferred Term COVID-19 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Infections and infestations and Preferred Term Pneumonia 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3c-km-teae-soc-pt-sex 12DEC2023 20:46 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders and Preferred Term Anaemia 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders and Preferred Term Thrombocytopenia 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Endocrine disorders 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Endocrine disorders and Preferred Term Hypothyroidism 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Psychiatric disorders 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Psychiatric disorders and Preferred Term Insomnia 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Psychiatric disorders and Preferred Term Anxiety 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Psychiatric disorders and Preferred Term Confusional state 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Hepatobiliary disorders 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3C 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Sex 

Safety Population 

TEAE in SOC Term Hepatobiliary disorders and Preferred Term Hypertransaminasaemia 

Female 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Fatigue 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3d-km-teae-soc-pt-region1 12DEC2023 20:46 

 



TAKEDA Page 961 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Pyrexia 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Mucosal inflammation 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Oedema peripheral 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Chills 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3d-km-teae-soc-pt-region1 12DEC2023 20:46 

 



TAKEDA Page 966 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Diarrhoea 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Nausea 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Abdominal pain 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Constipation 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Vomiting 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Stomatitis 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Abdominal pain upper 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Proctalgia 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Dry mouth 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Ascites 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Dyspepsia 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Decreased appetite 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypokalaemia 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyponatraemia 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3d-km-teae-soc-pt-region1 12DEC2023 20:46 

 



TAKEDA Page 982 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyperuricaemia 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypoalbuminaemia 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypomagnesaemia 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Dehydration 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyperglycaemia 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypertriglyceridaemia 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypophosphataemia 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Weight decreased 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Aspartate aminotransferase increased 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3d-km-teae-soc-pt-region1 12DEC2023 20:46 

 



TAKEDA Page 992 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Alanine aminotransferase increased 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3d-km-teae-soc-pt-region1 12DEC2023 20:46 

 



TAKEDA Page 993 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood bilirubin increased 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood thyroid stimulating hormone increased 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood alkaline phosphatase increased 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Platelet count decreased 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood creatinine increased 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Amylase increased 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Lipase increased 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Dysphonia 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Dyspnoea 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Cough 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Epistaxis 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Oropharyngeal pain 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3d-km-teae-soc-pt-region1 12DEC2023 20:46 

 



TAKEDA Page 1006 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Vascular disorders 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Vascular disorders and Preferred Term Hypertension 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Back pain 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Arthralgia 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Pain in extremity 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Myalgia 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Musculoskeletal chest pain 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Muscle spasms 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Rash 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Dry skin 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Nervous system disorders 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Headache 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Dysgeusia 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Dizziness 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Renal and urinary disorders 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Renal and urinary disorders and Preferred Term Proteinuria 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Infections and infestations 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Infections and infestations and Preferred Term Urinary tract infection 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Infections and infestations and Preferred Term COVID-19 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Infections and infestations and Preferred Term Pneumonia 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders and Preferred Term Anaemia 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders and Preferred Term Thrombocytopenia 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3d-km-teae-soc-pt-region1 12DEC2023 20:46 

 



TAKEDA Page 1032 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Endocrine disorders 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Endocrine disorders and Preferred Term Hypothyroidism 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Psychiatric disorders 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Psychiatric disorders and Preferred Term Insomnia 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Psychiatric disorders and Preferred Term Anxiety 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Psychiatric disorders and Preferred Term Confusional state 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Hepatobiliary disorders 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Hepatobiliary disorders and Preferred Term Hypertransaminasaemia 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Hepatobiliary disorders and Preferred Term Hyperbilirubinaemia 

North America  

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Fatigue 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Pyrexia 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3d-km-teae-soc-pt-region1 12DEC2023 20:46 

 



TAKEDA Page 1045 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Mucosal inflammation 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Oedema peripheral 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term General physical health deterioration 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Condition aggravated 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Chills 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Diarrhoea 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Nausea 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Abdominal pain 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Constipation 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3d-km-teae-soc-pt-region1 12DEC2023 20:46 

 



TAKEDA Page 1056 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Vomiting 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Stomatitis 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Abdominal pain upper 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Proctalgia 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Dry mouth 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Ascites 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Dyspepsia 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3d-km-teae-soc-pt-region1 12DEC2023 20:46 

 



TAKEDA Page 1063 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Decreased appetite 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypokalaemia 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyponatraemia 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyperuricaemia 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypoalbuminaemia 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypomagnesaemia 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Dehydration 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyperglycaemia 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypertriglyceridaemia 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypophosphataemia 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Weight decreased 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Aspartate aminotransferase increased 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Alanine aminotransferase increased 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood bilirubin increased 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood thyroid stimulating hormone increased 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood alkaline phosphatase increased 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Platelet count decreased 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood creatinine increased 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Amylase increased 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Lipase increased 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Dysphonia 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Dyspnoea 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Cough 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Epistaxis 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Oropharyngeal pain 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Vascular disorders 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Vascular disorders and Preferred Term Hypertension 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Back pain 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Arthralgia 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Pain in extremity 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Myalgia 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Musculoskeletal chest pain 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Muscle spasms 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Rash 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Dry skin 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Nervous system disorders 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Headache 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Dysgeusia 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Dizziness 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Renal and urinary disorders 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Renal and urinary disorders and Preferred Term Proteinuria 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Renal and urinary disorders and Preferred Term Haematuria 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Infections and infestations 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Infections and infestations and Preferred Term Urinary tract infection 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Infections and infestations and Preferred Term COVID-19 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Infections and infestations and Preferred Term Pneumonia 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders and Preferred Term Anaemia 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders and Preferred Term Thrombocytopenia 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3d-km-teae-soc-pt-region1 12DEC2023 20:46 

 



TAKEDA Page 1118 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Endocrine disorders 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Endocrine disorders and Preferred Term Hypothyroidism 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Psychiatric disorders 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Psychiatric disorders and Preferred Term Insomnia 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Psychiatric disorders and Preferred Term Anxiety 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Psychiatric disorders and Preferred Term Confusional state 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Hepatobiliary disorders 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3d-km-teae-soc-pt-region1 12DEC2023 20:46 

 



TAKEDA Page 1125 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Hepatobiliary disorders and Preferred Term Hypertransaminasaemia 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Hepatobiliary disorders and Preferred Term Hyperbilirubinaemia 

Europe 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Fatigue 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Pyrexia 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Mucosal inflammation 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Oedema peripheral 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Diarrhoea 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Nausea 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Abdominal pain 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Constipation 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Vomiting 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Stomatitis 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3d-km-teae-soc-pt-region1 12DEC2023 20:46 

 



TAKEDA Page 1140 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Abdominal pain upper 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Dyspepsia 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Decreased appetite 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypokalaemia 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyponatraemia 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyperuricaemia 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypoalbuminaemia 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypomagnesaemia 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Dehydration 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypophosphataemia 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Weight decreased 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Aspartate aminotransferase increased 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Alanine aminotransferase increased 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood bilirubin increased 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood thyroid stimulating hormone increased 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood alkaline phosphatase increased 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3d-km-teae-soc-pt-region1 12DEC2023 20:46 

 



TAKEDA Page 1158 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Platelet count decreased 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood creatinine increased 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Amylase increased 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Lipase increased 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Dysphonia 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Dyspnoea 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Epistaxis 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Oropharyngeal pain 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3d-km-teae-soc-pt-region1 12DEC2023 20:46 

 



TAKEDA Page 1167 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Vascular disorders 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3d-km-teae-soc-pt-region1 12DEC2023 20:46 

 



TAKEDA Page 1168 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Vascular disorders and Preferred Term Hypertension 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Back pain 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Arthralgia 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Pain in extremity 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Myalgia 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Musculoskeletal chest pain 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Muscle spasms 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3d-km-teae-soc-pt-region1 12DEC2023 20:46 

 



TAKEDA Page 1177 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Rash 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Dry skin 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Nervous system disorders 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Headache 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Dysgeusia 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Dizziness 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Renal and urinary disorders 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Renal and urinary disorders and Preferred Term Proteinuria 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Renal and urinary disorders and Preferred Term Haematuria 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Infections and infestations 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Infections and infestations and Preferred Term Urinary tract infection 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Infections and infestations and Preferred Term Pneumonia 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders and Preferred Term Anaemia 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders and Preferred Term Thrombocytopenia 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Endocrine disorders 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Endocrine disorders and Preferred Term Hypothyroidism 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Psychiatric disorders 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Psychiatric disorders and Preferred Term Insomnia 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3d-km-teae-soc-pt-region1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3D 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Geographic Region 

Safety Population 

TEAE in SOC Term Psychiatric disorders and Preferred Term Confusional state 

Asia 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3d-km-teae-soc-pt-region1 12DEC2023 20:46 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Fatigue 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Pyrexia 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Mucosal inflammation 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Oedema peripheral 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term General physical health deterioration 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Condition aggravated 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Chills 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Diarrhoea 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Nausea 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 

 



TAKEDA Page 1212 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Abdominal pain 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Constipation 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Vomiting 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Stomatitis 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Abdominal pain upper 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Proctalgia 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Dry mouth 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Ascites 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Decreased appetite 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypokalaemia 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyponatraemia 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyperuricaemia 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypoalbuminaemia 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypomagnesaemia 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Dehydration 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyperglycaemia 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypertriglyceridaemia 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypophosphataemia 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Investigations 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Weight decreased 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Aspartate aminotransferase increased 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Alanine aminotransferase increased 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood bilirubin increased 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood thyroid stimulating hormone increased 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood alkaline phosphatase increased 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Platelet count decreased 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood creatinine increased 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Amylase increased 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Lipase increased 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Dysphonia 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Dyspnoea 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Cough 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Epistaxis 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Oropharyngeal pain 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Vascular disorders 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Vascular disorders and Preferred Term Hypertension 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Back pain 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Arthralgia 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Pain in extremity 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Myalgia 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Musculoskeletal chest pain 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 

 



TAKEDA Page 1256 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Muscle spasms 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Rash 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Dry skin 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Nervous system disorders 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Headache 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Dysgeusia 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Dizziness 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Renal and urinary disorders 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Renal and urinary disorders and Preferred Term Proteinuria 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Renal and urinary disorders and Preferred Term Haematuria 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Infections and infestations 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Infections and infestations and Preferred Term Urinary tract infection 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 

 



TAKEDA Page 1270 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Infections and infestations and Preferred Term COVID-19 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Infections and infestations and Preferred Term Pneumonia 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders and Preferred Term Anaemia 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders and Preferred Term Thrombocytopenia 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Endocrine disorders 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Endocrine disorders and Preferred Term Hypothyroidism 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Psychiatric disorders 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Psychiatric disorders and Preferred Term Insomnia 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Psychiatric disorders and Preferred Term Anxiety 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Psychiatric disorders and Preferred Term Confusional state 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Hepatobiliary disorders 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Hepatobiliary disorders and Preferred Term Hypertransaminasaemia 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Hepatobiliary disorders and Preferred Term Hyperbilirubinaemia 

ECOG: 0 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Fatigue 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Pyrexia 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Mucosal inflammation 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 

 



TAKEDA Page 1289 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Oedema peripheral 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term General physical health deterioration 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Condition aggravated 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Chills 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Diarrhoea 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Nausea 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Abdominal pain 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 

 



TAKEDA Page 1298 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Constipation 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Vomiting 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Stomatitis 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Abdominal pain upper 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Proctalgia 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Dry mouth 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Ascites 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Dyspepsia 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Decreased appetite 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypokalaemia 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyponatraemia 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyperuricaemia 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypoalbuminaemia 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypomagnesaemia 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Dehydration 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyperglycaemia 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypertriglyceridaemia 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypophosphataemia 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Investigations 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Weight decreased 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Aspartate aminotransferase increased 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Alanine aminotransferase increased 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood bilirubin increased 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood thyroid stimulating hormone increased 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 

 



TAKEDA Page 1323 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood alkaline phosphatase increased 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Platelet count decreased 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood creatinine increased 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 

 



TAKEDA Page 1326 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Amylase increased 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Lipase increased 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Dysphonia 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Dyspnoea 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Cough 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Epistaxis 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Oropharyngeal pain 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Vascular disorders 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Vascular disorders and Preferred Term Hypertension 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Back pain 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Arthralgia 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Pain in extremity 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Myalgia 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 

 



TAKEDA Page 1341 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Musculoskeletal chest pain 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Muscle spasms 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Rash 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Dry skin 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Nervous system disorders 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Headache 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Dysgeusia 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Dizziness 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Renal and urinary disorders 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Renal and urinary disorders and Preferred Term Proteinuria 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Renal and urinary disorders and Preferred Term Haematuria 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Infections and infestations 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Infections and infestations and Preferred Term Urinary tract infection 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Infections and infestations and Preferred Term COVID-19 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Infections and infestations and Preferred Term Pneumonia 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders and Preferred Term Anaemia 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders and Preferred Term Thrombocytopenia 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Endocrine disorders 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Endocrine disorders and Preferred Term Hypothyroidism 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Psychiatric disorders 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Psychiatric disorders and Preferred Term Insomnia 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Psychiatric disorders and Preferred Term Anxiety 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Psychiatric disorders and Preferred Term Confusional state 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Hepatobiliary disorders 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3e-km-teae-soc-pt-ecogpsbl 12DEC2023 20:46 
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Figure 35.1.1.6.1.3E 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by ECOG PS 

Safety Population 

TEAE in SOC Term Hepatobiliary disorders and Preferred Term Hypertransaminasaemia 

ECOG: 1 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Fatigue 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Pyrexia 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Mucosal inflammation 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Oedema peripheral 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term General physical health deterioration 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Diarrhoea 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Nausea 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Abdominal pain 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Constipation 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Vomiting 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Stomatitis 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Abdominal pain upper 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Proctalgia 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Dry mouth 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Ascites 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Decreased appetite 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypokalaemia 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyponatraemia 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyperuricaemia 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypoalbuminaemia 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Dehydration 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypertriglyceridaemia 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Investigations 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Weight decreased 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Aspartate aminotransferase increased 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Alanine aminotransferase increased 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood bilirubin increased 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood thyroid stimulating hormone increased 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood alkaline phosphatase increased 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Platelet count decreased 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood creatinine increased 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Dysphonia 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Dyspnoea 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Cough 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Epistaxis 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Vascular disorders 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Vascular disorders and Preferred Term Hypertension 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Back pain 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Arthralgia 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Pain in extremity 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Myalgia 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Musculoskeletal chest pain 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 

 



TAKEDA Page 1419 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Muscle spasms 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Rash 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Dry skin 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Nervous system disorders 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 

 



TAKEDA Page 1425 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Headache 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Dysgeusia 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Dizziness 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Renal and urinary disorders 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Renal and urinary disorders and Preferred Term Proteinuria 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Renal and urinary disorders and Preferred Term Haematuria 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 

 



TAKEDA Page 1431 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Infections and infestations 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Infections and infestations and Preferred Term Urinary tract infection 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Infections and infestations and Preferred Term COVID-19 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders and Preferred Term Anaemia 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Blood and lymphatic system disorders and Preferred Term Thrombocytopenia 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Endocrine disorders 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Endocrine disorders and Preferred Term Hypothyroidism 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Psychiatric disorders 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Psychiatric disorders and Preferred Term Insomnia 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Psychiatric disorders and Preferred Term Anxiety 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Psychiatric disorders and Preferred Term Confusional state 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Hepatobiliary disorders 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Hepatobiliary disorders and Preferred Term Hyperbilirubinaemia 

<= 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Asthenia 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Fatigue 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Pyrexia 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Mucosal inflammation 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Disease progression 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Oedema peripheral 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term General physical health deterioration 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Condition aggravated 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term General disorders and administration site conditions and Preferred Term Chills 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Diarrhoea 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Nausea 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Abdominal pain 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 

 



TAKEDA Page 1459 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Constipation 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Vomiting 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Stomatitis 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Abdominal pain upper 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Proctalgia 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Dry mouth 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Ascites 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Gastrointestinal disorders and Preferred Term Dyspepsia 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Decreased appetite 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypokalaemia 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyponatraemia 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyperuricaemia 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypoalbuminaemia 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypomagnesaemia 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Dehydration 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hyperglycaemia 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypertriglyceridaemia 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Metabolism and nutrition disorders and Preferred Term Hypophosphataemia 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 

 



TAKEDA Page 1478 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Investigations 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Weight decreased 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Aspartate aminotransferase increased 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Alanine aminotransferase increased 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood bilirubin increased 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood thyroid stimulating hormone increased 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood alkaline phosphatase increased 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Platelet count decreased 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Blood creatinine increased 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Amylase increased 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Investigations and Preferred Term Lipase increased 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Dysphonia 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Dyspnoea 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Cough 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Epistaxis 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Respiratory, thoracic and mediastinal disorders and Preferred Term Oropharyngeal pain 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Vascular disorders 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Vascular disorders and Preferred Term Hypertension 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 

 

/bdm/tbos/TAK-113/studies/2019_013_glob1/csr/adhoc/german_dossier/figures/batch4/f35.1.1.6.1.3f-km-teae-soc-pt-mtsdgcat 12DEC2023 20:46 

 



TAKEDA Page 1497 of 1530 

Protocol No.: TAK-113 2019-013-GLOB1 FRESCO-2 - German Dossier 

  

Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Back pain 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Arthralgia 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Pain in extremity 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Myalgia 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Musculoskeletal chest pain 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Musculoskeletal and connective tissue disorders and Preferred Term Muscle spasms 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Palmar-plantar erythrodysaesthesia syndrome 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Rash 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Skin and subcutaneous tissue disorders and Preferred Term Dry skin 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Nervous system disorders 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Headache 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Dysgeusia 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Nervous system disorders and Preferred Term Dizziness 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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Figure 35.1.1.6.1.3F 

Kaplan-Meier Plot for Time to Onset of TEAE by SOC/PT by Duration of Metastatic Disease 

Safety Population 

TEAE in SOC Term Renal and urinary disorders 

> 18 months 

 

 
BSC=Best supportive care, TEAE=Treatment Emergent Adverse Event. 
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