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VERTRAULICHE Unterlage — konsentiert im Unterausschuss Arzneimittel des G-BA am 26. November 2024.
Die Regelungen der Geschaftsordnung des G-BA zum Umgang mit vertraulichen Unterlagen (§ 27 GO des G-BA) sowie der Vertraulichkeitsschutzordnung sind zu bertcksichtigen.

Kriterien gemaR 5. Kapitel § 6 VerfO

Sofern als Vergleichstherapie eine Arzneimittelanwendung in
Betracht kommt, muss das Arzneimittel grundsatzlich eine
Zulassung fur das Anwendungsgebiet haben.

I.  ZweckmaBige Vergleichstherapie: Kriterien gemaf 5. Kapitel § 6 VerfO G-BA

Ribociclib

[Zur adjuvanten Behandlung des HR-positiven, HER2-negativen Mammakarzinoms]

Siehe Ubersicht ,,Il. Zugelassene Arzneimittel im Anwendungsgebiet”.

Nicht bericksichtigt wurden Arzneimittel mit expliziter Zulassung fiir das
- Hormonrezeptor (HR)-negative Mammakarzinom
- fiir das HER2/neu-positive Mammakarzinom
- flr das fortgeschrittene, metastasierte Mammakarzinom

Sofern als Vergleichstherapie eine nicht-medikamentose
Behandlung in Betracht kommt, muss diese im Rahmen der
GKV erbringbar sein.

- Strahlentherapie
- Radiomenolyse
- Ovarektomie

Beschlisse/Bewertungen/Empfehlungen des Gemeinsamen
Bundesausschusses zu im Anwendungsgebiet zugelassenen
Arzneimitteln/nicht-medikamentdsen Behandlungen

Beschliisse iiber die Nutzenbewertung von Arzneimitteln mit neuen Wirkstoffen nach § 35a SGB V:
- Abemaciclib (in Kombination mit einer endokrinen Therapie): Beschluss vom 20. Oktober 2022
- Olaparib: Beschluss vom 16.02.2023

Richtlinien
- Arzneimittel Richtlinie, Anlage VI (Off-Label-Use); in Kraft getreten am 17.07.2024
- Teil A - Arzneimittel, die unter Beachtung der dazu gegebenen Hinweise in nicht zugelassenen
Anwendungsgebieten (Off-Label-Use) verordnungsfahig sind; XXXVII. Bisphosphonate bei
Patientinnen mit Hormonrezeptor (HR)-positivem, postmenopausalem Mammakarzinom:
Adjuvante Bisphosphonat-Therapie bei Patientinnen mit Hormonrezeptor (HR)-positivem,
postmenopausalem Mammakarzinom
- Teil B - Wirkstoffe, die in zulassungsiiberschreitenden Anwendungen (Off-Label-Use) nicht
Verordnungsfahig sind: IV. Gemcitabin in der Monotherapie beim Mammakarzinom der Frau
- Richtlinie zur Regelung von Anforderungen an strukturierte Behandlungsprogramme nach § 137f
Abs. 2 SGB V (DMP-Anforderungen-Richtlinie), Anlage 3 Anforderungen an die Ausgestaltung von
strukturierten Behandlungsprogrammen fiir Patientinnen mit Brustkrebs; in Kraft getreten am
01.07.2024
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VERTRAULICHE Unterlage — konsentiert im Unterausschuss Arzneimittel des G-BA am 26. November 2024.
Die Regelungen der Geschaftsordnung des G-BA zum Umgang mit vertraulichen Unterlagen (§ 27 GO des G-BA) sowie der Vertraulichkeitsschutzordnung sind zu berticksichtigen.

- Richtlinie zu Untersuchungs- und Behandlungsmethoden im Krankenhaus (Richtlinie Methoden
Krankenhausbehandlung), § 4 ausgeschlossene Methoden: Protonentherapie beim
Mammakarzinom; in Kraft getreten am 21.06.2024

- Richtlinie Methoden vertragsarztliche Versorgung: Biomarkerbasierte Tests zur Entscheidung fir
oder gegen eine adjuvante systemische Chemotherapie beim primdaren Mammakarzinom; in Kraft

getreten am 20.01.2021

Die Vergleichstherapie soll nach dem allgemein anerkannten
Stand der medizinischen Erkenntnisse zur zweckmafigen
Therapie im Anwendungsgebiet gehoren.

Siehe systematische Literaturrecherche
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VERTRAULICHE Unterlage — konsentiert im Unterausschuss Arzneimittel des G-BA am 26. November 2024.
Die Regelungen der Geschaftsordnung des G-BA zum Umgang mit vertraulichen Unterlagen (§ 27 GO des G-BA) sowie der Vertraulichkeitsschutzordnung sind zu bertcksichtigen.

Il. Zugelassene Arzneimittel im Anwendungsgebiet

Wirkstoff .
Anwendungsgebiet
ATC-Code . .
(Text aus Fachinformation)
Handelsname

Zu bewertendes Arzneimittel:

Ribociclib Anwendungsgebiet laut Zulassung:
LO1EF02 Kisqali wird in Kombination mit einem Aromatasehemmer als adjuvante Behandlung bei Patientinnen und Patienten mit einem Hormonrezeptor(HR)-
Kisqali positiven, humanen epidermalen Wachstumsfaktor-Rezeptor-2(HER2)-negativen frilhen Mammakarzinom mit hohem Rezidivrisiko angewendet (siehe

Abschnitt 5.1 fiir die Kriterien zur Therapieeignung).

Bei pra- oder perimenopausalen Frauen und bei Mannern sollte der Aromatasehemmer mit einem Luteinisierendes-Hormon- Release Hormon (LHRH =
Luteinising Hormone- Releasing Hormone)-Agonisten kombiniert werden.

Antiestrogene

Tamoxifen - Adjuvante Therapie nach Primarbehandlung des Mammakarzinoms
LO2BAO1
generisch

Aromataseinhibitoren

Anastrozol - Behandlung des hormonrezeptor-positiven fortgeschrittenen Brustkrebses bei postmenopausalen Frauen.
L02BGO3 - Adjuvante Behandlung des hormonrezeptor-positiven frilhen invasiven Brustkrebses bei postmenopausalen Frauen
generisch - Adjuvante Behandlung des hormonrezeptor-positiven friihen invasiven Brustkrebses bei postmenopausalen Frauen, die bereits 2 bis 3 Jahre adjuvant

Tamoxifen erhalten haben.

Exemestan - Behandlung des hormonrezeptor-positiven fortgeschrittenen Brustkrebses bei postmenopausalen Frauen.
LO2BG06 - Adjuvante Behandlung des hormonrezeptor-positiven frilhen invasiven Brustkrebses bei postmenopausalen Frauen
generisch - Adjuvante Behandlung des hormonrezeptor-positiven friihen invasiven Brustkrebses bei postmenopausalen Frauen, die bereits 2 bis 3 Jahre adjuvant

Tamoxifen erhalten haben.

Letrozol - Adjuvante Therapie postmenopausaler Frauen mit hormonrezeptor-positivem primarem Mammakarzinom.
L02BG0O4 - Erweiterte adjuvante Therapie des hormonabhangigen primaren Mammakarzinoms bei postmenopausalen Frauen nach vorheriger adjuvanter
generisch Standardtherapie mit Tamoxifen tber 5 Jahre.
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VERTRAULICHE Unterlage — konsentiert im Unterausschuss Arzneimittel des G-BA am 26. November 2024.
Die Regelungen der Geschaftsordnung des G-BA zum Umgang mit vertraulichen Unterlagen (§ 27 GO des G-BA) sowie der Vertraulichkeitsschutzordnung sind zu berticksichtigen.

Il. Zugelassene Arzneimittel im Anwendungsgebiet

Leuprorelin
LO2AEO02
z.B. Enantone-Gyn

Goserelin
LO2AEO3
z.B. Zoladex-Gyn

Cyclophosphamid
LO1AAO1

- First-Line-Therapie des hormonabhéangigen fortgeschrittenen Stadiums nach Rezidiv oder Progression der Erkrankung bei Frauen, die sich physiologisch
oder nach einem kinstlichen Eingriff in der Postmenopause befinden und die zuvor mit Antiéstrogenen behandelt wurden.
- Neoadjuvante Behandlung postmenopausaler Frauen mit hormonrezeptor-positivem, HER-2-negativem Mammakarzinom, bei denen eine
Chemotherapie nicht in Betracht kommt und ein sofortiger chirurgischer Eingriff nicht indiziert ist.
Bei Patientinnen mit hormonrezeptor-negativem Mammakarzinom ist die Wirksamkeit nicht belegt.

Gonadotropin-Releasing-Hormon-Analoga

- Mammakarzinom pra- und perimenopausaler Frauen, sofern eine endokrine Behandlung angezeigt ist.

- Behandlung von Patientinnen mit Mammakarzinom (pra- und perimenopausale Frauen), bei denen eine endokrine Behandlung angezeigt ist.

Zytotoxische Chemotherapien

Endoxan ist ein Zytostatikum und in Kombination mit weiteren antineoplastisch wirksamen Arzneimitteln bei der Chemotherapie folgender Tumoren
angezeigt:

Endoxan - Adjuvante Therapie des Mammakarzinoms nach Resektion des Tumors beziehungsweise Mastektomie
- [
Docetaxel Brustkrebs
L01CDO02 Docetaxel ist in Kombination mit Doxorubicin und Cyclophosphamid angezeigt fiir die adjuvante Therapie von Patientinnen mit:
generisch - operablem, nodal positivem Brustkrebs,
- operablem, nodal negativem Brustkrebs.
Bei Patientinnen mit operablem, nodal negativem Brustkrebs sollte die adjuvante Therapie auf solche Patientinnen beschrankt werden, die fiir eine
Chemotherapie gemal den international festgelegten Kriterien zur Primartherapie von Brustkrebs in friihen Stadien infrage kommen.
Doxorubicin Doxorubicin ist ein Zytostatikum, das bei folgenden neoplastischen Erkrankungen angezeigt ist:
LO1DBO1 -  Mammakarzinom.
generisch Doxorubicin wird in Kombinationschemotherapieschemata haufig zusammen mit anderen Zytostatika angewendet.
Epirubicin Epirubicin wird zur Behandlung verschiedener Neoplasien eingesetzt, einschlieBlich:
LO1DBO3 - Mammakarzinom
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VERTRAULICHE Unterlage — konsentiert im Unterausschuss Arzneimittel des G-BA am 26. November 2024.
Die Regelungen der Geschaftsordnung des G-BA zum Umgang mit vertraulichen Unterlagen (§ 27 GO des G-BA) sowie der Vertraulichkeitsschutzordnung sind zu berticksichtigen.

Il. Zugelassene Arzneimittel im Anwendungsgebiet

CDK4/6-Inhibitoren

Abemaciclib
LO1EFO3
Verzenios

Olaparib
LO1XKO01
Lynparza

generisch

Methotrexat Mammakarzinome:

LO1BAO1 - in Kombination mit anderen zytostatischen Arzneimitteln zur adjuvanten Therapie nach Resektion des Tumors oder Mastektomie sowie zur palliativen

generisch Therapie im fortgeschrittenen Stadium.

Paclitaxel Mammakarzinom

LO1CDO1 Im Rahmen einer adjuvanten Therapie ist Paclitaxel zur Behandlung von Patientinnen mit Lymphknoten-positivem Mammakarzinom nach vorangegangener

generisch Therapie mit Anthracyclinen und Cyclophosphamid (AC) angezeigt. Die adjuvante Behandlung mit Paclitaxel kann als Alternative zu einer verlangerten AC-
Therapie betrachtet werden.

Vincristin Vincristinsulfat-Teva 1 mg/ml Injektionslésung wird entweder allein oder in Verbindung mit anderen Mitteln zur Krebstherapie angewendet zur Behandlung

LO1CAO02 von:

Vincristinsulfat - Soliden Tumoren, einschlieBlich (metastasierendem) Mammakarzinom.

Teva

Brustkrebs im friihen Stadium

Verzenios ist in Kombination mit einer endokrinen Therapie angezeigt fiir die adjuvante Behandlung von erwachsenen Patientinnen und Patienten mit
Hormonrezeptor (HR)-positivem, humanem epidermalem Wachstumsfaktor-Rezeptor-2 (HER2)-negativem, nodal-positivem Brustkrebs im frihen Stadium
mit einem hohen Rezidivrisiko (siehe Abschnitt 5.1).

Bei pra- oder perimenopausalen Frauen sollte die endokrine Aromatasehemmer-Therapie mit einem LHRH-Agonisten (LHRH = Luteinising Hormone
Releasing Hormone) kombiniert werden.

Mammakarzinom

Lynparza wird angewendet als:

Monotherapie oder in Kombination mit einer endokrinen Therapie fiir die adjuvante Behandlung von erwachsenen Patienten mit Keimbahn-BRCA1/2-
Mutationen, die ein HER2-negatives Mammakarzinom im Friihstadium mit hohem Rezidivrisiko haben und zuvor mit neo-adjuvanter oder adjuvanter
Chemotherapie behandelt wurden (siehe Abschnitte 4.2 und 5.1).

Quellen: AMIce-Datenbank, Fachinformationen
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Abkiirzungsverzeichnis

ABC Advanced breast cancer
AE Adverse event

Al Aromatase-Inhibitor
ANA Anastrozol

ASCO American Society of Clinical Oncology

AWMF Arbeitsgemeinschaft der wissenschaftlichen medizinischen Fachgesellschaften

CDK Cyclin-dependent kinase

CTX Chemotherapy

dRFS Distant relapse-free survival

EBC Early breasr cancer

ECRI ECRI Guidelines Trust

ER Estrogen receptor

ESBC Early-stage breast cancer

ET Endocrine therapy

G-BA Gemeinsamer Bundesausschuss
GIN Guidelines International Network
GnRH Gonadotropin-releasing hormone
GoR Grade of Recommendations

HER 2 Human epidermal growth factor 2
HR+ Hormone Receptor positive

HR Hazard Ratio

IQWiG Institut fur Qualitat und Wirtschaftlichkeit im Gesundheitswesen
KI Konfidenzintervall

LK Lymphknoten

LoE Level of Evidence

NICE National Institute for Health and Care Excellence
OR Odds Ratio

ORR Objective response rate

0S Overall survival

pCR Pathologisch komplette Remission
PFS Progression-free survival

PR Progesterone receptor

RCT Randomized controlled trials

RR Relatives Risiko

Abteilung Fachberatung Medizin Seite 2
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SAE Serious adverse events
SIGN Scottish Intercollegiate Guidelines Network
TAM Tamoxifen
TC docetaxel and cyclophosphamide
TRIP Turn Research into Practice Database
WHO World Health Organization
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1 Indikation

Zur adjuvanten Behandlung von Patientinnen und Patienten mit einem Hormonrezeptor(HR)-
positiven, humanen epidermalen Wachstumsfaktor-Rezeptor-2(HER2)-negativen
Mammakarzinom im Frithstadium mit hohem Rezidivrisiko.

Hinweis zur Synopse: Informationen hinsichtlich nicht zugelassener Therapieoptionen sind liber
die vollumfingliche Darstellung der Leitlinienempfehlungen dargestellt.

2 Systematische Recherche

Es wurde eine systematische Literaturrecherche nach systematischen Reviews, Meta-
Analysen und evidenzbasierten systematischen Leitlinien zur Indikation Mammakarzinom
durchgefihrt und nach PRISMA-S dokumentiert [A]. Die Recherchestrategie wurde vor der
Ausfihrung anhand der PRESS-Checkliste begutachtet [B]. Es erfolgte eine
Datenbankrecherche ohne Sprachrestriktion in: The Cochrane Library (Cochrane Database of
Systematic Reviews), PubMed. Die Recherche nach grauer Literatur umfasste eine gezielte,
iterative Handsuche auf den Internetseiten von Leitlinienorganisationen. Ergdnzend wurde
eine freie Internetsuche (Suchmaschine) unter Verwendung des privaten Modus, nach
aktuellen deutsch- und englischsprachigen Leitlinien durchgefiihrt.

Die Erstrecherche wurde am 13.03.2024 durchgefiihrt, die folgenden am 30.10.2024. Die
Recherchestrategie der Erstrecherche wurde unverandert Ubernommen und der
Suchzeitraum jeweils auf die letzten fiinf Jahre eingeschrankt. Die letzte Suchstrategie inkl.
Angabe zu verwendeter Suchfilter ist am Ende der Synopse detailliert dargestellt. Die
Recherchen ergaben insgesamt 5747 Referenzen.

In einem zweistufigen Screening wurden die Ergebnisse der Literaturrecherche bewertet. Im
ersten Screening wurden auf Basis von Titel und Abstract nach Population, Intervention,
Komparator und Publikationstyp nicht relevante Publikationen ausgeschlossen. Zudem wurde
eine Sprachrestriktion auf deutsche und englische Referenzen vorgenommen. Im zweiten
Screening wurden die im ersten Screening eingeschlossenen Publikationen als Volltexte
gesichtet und auf ihre Relevanz und methodische Qualitat gepriift. Daflir wurden dieselben
Kriterien wie im ersten Screening sowie Kriterien zur methodischen Qualitat der
Evidenzquellen verwendet. Basierend darauf, wurden insgesamt 13 Referenzen
eingeschlossen. Es erfolgte eine synoptische Darstellung wesentlicher Inhalte der
identifizierten Referenzen.

Abteilung Fachberatung Medizin Seite 4
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3 Ergebnisse

3.1 Cochrane Reviews

Es konnten keine CR identifiziert werden.

3.2 Systematische Reviews

Keskinkilic M et al., 2024 [8].

The efficacy and safety of CDK4/6 inhibitors combined with endocrine therapy versus
endocrine therapy alone in the adjuvant treatment of patients with high-risk invasive
HR+/HER2-early breast cancer: A comprehensive updated meta-analysis of randomized
clinical trials

Fragestellung

This paper aimed to evaluate the effectiveness of incorporating CDK 4/6 inhibitors
(CDK4/6i) into ET for the adjuvant treatment of HR + HER2-resected early-stage breast
cancer (ESBC) patients, employing metaanalysis.

Methodik

Population:

e patients with high-risk invasive HR-positive and HER2-negative early-stage breast
cancer.

Intervention:
e Endocrine therapy (ET) + CDK4/6i

Komparator:
e ET alone

Endpunkte:

The primary endpoint of interest for the study was identified as iDFS. This study also
assessed secondary outcomes, which included distant relapse-free survival (dRFS), overall
survival (OS) and any adverse events (aAEs) (all grades and grade 3-4-5).

Recherche/Suchzeitraum:

e The researchers executed an extensive search for published papers by utilizing
databases involving PubMed/Medline, Web of Science, and Scopus. The search period
was developed until March 23, 2024,

Qualitatsbewertung der Studien:

In the quality evaluation of all clinical trials included in our study, we considered various
important factors. These factors include allocation concealment, random sequence
generation, blinding, missing information, reporting bias, and other biases. We conducted
the evaluation of the clinical trials according to the guidelines provided in the Cochrane
Handbook of Systematic Reviews of terventions.

Ergebnisse
Hinweise: Lediglich Abemaciclib ist zugelassen im AWG (monarch€ trial).

Abteilung Fachberatung Medizin Seite 5
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Anzahl eingeschlossener Studien:

e 4 trials
e These four clinical trials were published between 2020 and 2024

Charakteristika der Population/Studien:

e These trials involved a combined sample size of 17,749 patients diagnosed with breast
cancer. Among these patients, 8872 were assigned to the endocrine therapy +CDK4/6
inhibitor group, while 8877 were assigned to the endocrine therapy alone group.

Table 1
Baseline characteristics of the clinical trials incorporated into the meta-analysis.

First author/ Study design Year Sample size CDE4/6 inhibitors Prior chemotherapy Prior chemotherapy Follow-up Primary and

study name (o) (ET + (Neoadjuvant) (n %) (Adjuvant) (n %) (ET time secondary
CDK4/6i/ (ET + CDK4/6i/ET + CDE4/6i/ET alone)  (median) endpoint(s)
ET alcne) alone)

Johnston Open-label, 2020-2022 2808/2829 Abemaciclib, 150 mg 1039 (37.0)/1048 1642 (58.5)/1647 15,5 iDFS, DRFS,
etal/ randomized, twice daily (37.0) (58.2) months aAEs, 08
monarchE phase I11
trial

Mayer et al., Open-label, 2021 2884/2877 Palbociclib, 125 mg 965 (33.5)/974 (33.9) 1448 (50.2)/1427 31 months iDFS, DRFS,
Gnant et al./ randomized, orally once daily on (49.6) LCFS, iBCFS,
PALLAS trial phase 111 days 1-21 of a 28-day 05 aAEs

cycle

Loibl et al./ Double-blind, 2021 631/619 Palbociclib, 125 mg N/A N/A 42 months iDFS, DRFS,
PENELOPEE  placebo- once daily vs placebo LRRFIL, 05,
trial controlled, phase aAEs

m

Slamon et al./ Open-label, 2024 2549/2552 Ribociclib, dose of 1085 (42.6)/1095 1223 (48.0)/1220 34 months iDF5, DRFS,
NATALEE randomized, 400 mg per day for 3 (42.9) (47.8) DDFS, 08,
trial phase 11 weeks, followed by aAEs

week off, for 3 years

ET: endocrine therapy, CDK4/6i: CDK4/6 inhibitor, iDFS: invasive disease-free survival, DRFS: distant relapse—free survival, LCFS: locoregional cancer-free survival,
iBCFS: invasive breast cancer—free survival, DDFS: distant disease—free survival, OS: overall survival, LRRFL: locoregional relapse-free interval, N/A: not available,
aAEs: any adverse events, SD: standard deviation, IQR: interquartile range.

[ ]
rapie 2
Baseline characteristics of the patients that were included in the clinical mials.

First author/ Age, (median Sex, female, Menopausal status Histopathological grade at Prior radiotherapy Initial adjuvant endocrine

study name (range or min- (n %) (ET + (premenopausal; diagnosis (grade 1; grade 2; (Neoadjuvanr; therapy (Aromarase

max)) (ET + CDE4/ CDE4/6i/ET postmenopausal) (n %) grade 3) (n %) (ET + CDE4/ Adjuvant) (n %) (ET + inhibitors; tamoxifen;

6i/ET alone) alone) (ET + CDE4/6i/ET alone) 6i/ET alone) CDK4/6i/ET alone) toremifene or other(s)) (n
%) (ET + CDK4/6i/ET
alone)

Johnstonetal/ 51 (23-89)/51 2787 (99.3)/ 1221 (43.5)/1232 (43.5); 209 (7.4)/215 (7.6); 71 (2.5)/82 (2.9); 2620 1928 (69.1)/1691 (67.5);
monarchE (22-86) 2814 (99.5) 1587 (56.5)/1597 (56.5) 1373 (48.9)/1395 (49.3); (93.3)/2628 (92.9) 857 (30.7)/898 (32.1%; 6

1090 (38.8)/1066 (37.7) (0.2)/11 (0.4)

Mayer et al., 52.0 (25-90)/52.0 2867 (99.4)/ 1303 (45.2)/1323 (46.0); 300 (10.4)/313 (10.9); N/A; 2558 (£8.7)/2560 1955 (67.8)/1917 (66.6);
Gpantetal/  (22-85) 2858 (99.3) 1562 (54.2)/1534 (53.3) 1622 (56.3)/1658 (57.6); (89.0) 922 (32.0)/950 (33.0); N/A
PALLAS trial 836 (29.0)/767 (26.7)

Loibl et al./ 49.0 (22.0-76.0)/ 631 (100)/ 300 (47.5)/316 (51.1); 331 31 (5.0)/36 (5.9); NJA 317 (50.2)/311 (50.2); 314
PENELOPE-B  48.0 (19.0-79.0) 619 (100) (52.5)/303 (48.9) 355 (57.0)/330 (54.0); 237 (49.8)/308 (49.8); 108
trial (38.0)/245 (40.1) (17.1)/113 (18.3)

Slamon et al./ 52.0 (24.0-90.0)/ 2538 (96)/ 1115 (43.7)/1123(44.0): 218 (8.6)/240 (9.4); 1085 (42.6)/1095 1601 (62.8)/1592 (62.4);
NATALEE 52.0 (24.0-89.0) 2453 (96) 1423 (55.8)/1420 (55.6) 1458 (57.2)/1451 (56.9); (42.9); 1223 (48.0)/ N/A; 4 (0.2)/13 (0.5)
ial 521 (20.4)/549 (21.5) 1220 (47.8)

ET: endocrine therapy, CDE4,/6i: CDK4,/6 inhibitor, IDFS: invasive disease-free survival, DRFS: distant relapse-free survival, N/A: not available, SAE: serious adverse
° events, SO standard deviation, IQR = interquartile range.

Qualitat der Studien:

According to the Cochrane risk of bias tool, in general, the clinical trials included in the
meta-analysis were observed to be of high quality. Three of the included studies, PALLAS,
monarchE, and NATALEE were deemed to have the risk of bias in some concerns. This was
primarily because these studies had an open-label design, which means that the
participants and investigators were aware of the treatment assignment. This lack of
blinding could potentially influence the outcome assessment and introduce bias into the
results. However, without further information or clarification, it is uncertain how much this
potential bias may have affected the study out-comes. The other trial, PENELOPE-B, was
evaluated and determined to have a low risk of bias.

Abteilung Fachberatung Medizin Seite 6
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o 5% 50% 75K 100%
I [l o risk of bias [ unciear risk of bias [l tigh risk of bias |

Fig. 2. The summary and methodological guality amesament of the included clinical trixy.

Studienergebnisse:

Hinweise: Lediglich Abemaciclib ist zugelassen im AWG, weshalb im Folgenden lediglich
diese Ergebnisse dargestellt werden.

iDSF:
ET + CDK4/6 inhibitors ET alone Hazard Ratio Hazard Ratio
Study or Subgroup _ log[Hazard Ratio] SE Total Total Welght IV, Random, 95% Ci IV, Random, 95% CI
1.1.1 Abemaciclib
monarchE trial -0.4096 0.069 2808 2829 27.9% 5 [0.58, 0.76] —e—
Subtotal (95% CI) 2808 2829 27.9% 66 [0.58, 0.76] i

Heterogeneity: Not applicable
Test for overall effect: 7 = 5.94 (P < 0.00001)

The forest plot of the impact of CDK4/6 inhibitors with endocrine therapy compared to endocrine
therapy alone on invasive disease-free survival. Cl = confidence interval.

DRFS:
ET + CDK4/6 inhibitors ET alone Hazard Ratio Hazard Ratio
Study or Subgroup Ioi!l‘llz!rd Ratio] SE Total Total Weight IV, Rand 95% Cl IV, Rand 95% C1
2.1.1 Abemaciclib
manarchE trial -0.4271 0.0779 2808 2829 26.8% 0.65 [0.56, 0.76] .
Subtotal (95% CI) 2808 2829 26.8%  0.65 [0.56, 0.76] =

Heterogeneity: Not applicable
Test for overall effect: Z = 5.48 (P < 0.00001)

The forest plot of the impact of CDK4/6 inhibitors with endocrine therapy compared to endocrine
therapy alone on distant relapse-free survival. Cl = confidence interval.

0OS:
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ET + CDK4/6 inhibitors ET alone Hazard Ratio Hazard Ratio
Study or Subgroup Ing_[uazard Ratio] SE Total Total Weight IV, Random, 95% Ci IV, Random, 95% CI
4.1.1 Abemaciclib
maonarchE trial -0.074 0.1104 2808 2829 32.0% 0.93 [0.75, 1.15]
Subtotal (95% CI) 2808 2829 32.0% 0.93 [0.75, 1.15]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.67 (P = 0.50)

The forest plot of the impact of CDK4/6 inhibitors with endocrine therapy compared to
endocrine therapy alone on overall survival. Cl = confidence interval.

A
ET + CDK4/6 inhibitors ET alone 0Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
8.1.1 Abemaciclib
monarche trial 2746 2791 2488 2800 33.4% 7.65 [5.57, 10.51] -
Subtotal (95% CI) 2791 2800 33.4% 7.65 [5.57,10.51) ‘
Total events 2746 2488

Heterogeneity: Not applicable
Test for overall effect: Z = 12.57 (P < 0.00001)

ET + CDK4/6 inhibitors ET alone Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
3.1.1 Abemaciclib
manarch trial 1393 2791 472 2800 25.3% 4,91 [4.34, 5.56) b
Subtotal (95% CI) 2791 2800 25.3% 4.91 [4.34, 5.56) (]
Total events 1393 472
Heterogeneity: Not applicable L\\s

Test for overall effect: Z = 25.23 (P < 0.00001)

The forest plot of the impact of CDK4/6 inhibitors with endocrine therapy compared to endocrine
therapy alone on adverse event for all grade (A) and grade 3-4-5 (B). Cl = confidence

interval.

Anmerkung/Fazit der Autoren

In conclusion, current findings revealed that the application of CDK 4/6 inhibitors in
combination with ET in the adjuvant treatment of HR + HER2-resected early stage breast
cancer patients provided a significant improvement in iDFS, while specifically abemaciclib
and ribociclib also provided a significant increase in dRFS. These results are consistent with
previous meta-analysis results and strongly support the role of CDK 4/6 inhibitors in
adjuvant therapy. In the future, the results of studies investigating molecular profile-based
approaches as well as clinicopathological factors will better illuminate our path in this field.

Kommentare zum Review

Es liegen weitere SRs zu dieser Fragestellung mit derselben Schlussfolgerung vor:

Zhang Z. et al. 2024 [13]
o Moraes et al. 2024 [10]
o Ergunetal. 2023 [3]

o Zhang M. et al. 2023 [12]
o Gaoetal. 2012 [5]

O
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Giffoni de Mello Morais Mata, D et al., 2024 [6].

The Omission of Anthracycline Chemotherapy in Women with Early HER2-Negative Breast
Cancer—A Systematic Review and Meta-Analysis

Fragestellung

We reviewed the existing literature comparing the combination of docetaxel and
cyclophosphamide (TC) and anthracycline-taxane-containing chemotherapy regimens in
patients with stages I-lll HER2-negative breast cancer to investigate and compare their
impact on DFS, OS and cardiotoxicity.

Methodik

Population:
e adult patients with histologically confirmed HER2-negative, stages I-lll breast cancer.

Intervention:
e combination of docetaxel and cyclophosphamide (TC)

Komparator:
e anthracycline-taxane-based chemotherapy

Endpunkte:
e DFS is defined as the time from randomization to the development of breast cancer
recurrence or death

e OS was defined as the time from randomization until death from any cause

e Cardiotoxicity was defined as participants who developed signs and symptoms of heart
failure (HF) or left ventricular systolic dysfunction (LVSD) in the context of recent or
remote chemotherapy administration. Only grade 3 or above cardiotoxic adverse events
were extracted, as measured by the Common Terminology Criteria for Adverse Events
(CTCAE) v5.0 standardized grading system

Recherche/Suchzeitraum:

e We searched Ovid Medline (1946-2024), EMBASE (1974-2024) and Evidence-Based
Medicine Reviews: Cochrane Central Register of Controlled Trials (1991-2024) and
ClinicalTrials.gov for RCTs.

e We searched trial websites and databases, such as ClinicalTrials.gov, the World Health
Organization (WHO) International Clinical Trials Registry Platform, as well as
International Standard Randomised Controlled Trial Number (ISRCTN) for additional
publication information.

e The literature search included trials published until 11 March 2024

Qualitdtsbewertung der Studien:
e Cochrane RoB 2.0 tool for RCTs

Ergebnisse
Anzahl eingeschlossener Studien:

e 8 RCTs were included in the qualitative analysis and 7 RCTs in the quantitative (meta)
analysis

Abteilung Fachberatung Medizin Seite 9
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Charakteristika der Population/Studien:

Table 1. Summary of key clinical trials, systematic reviews and meta-analyses that investigated the role of TC versus anthracycline-taxane in HER2-negative

breast cancer.

Median

Randomized Controlled Trial Eligibility Criteria Study Population Follow up DFS (95% CI) 0S (95% CI)
Geyer Jr. etal., 2024 [55]/]. Blum et al., 2017 [46]
Analysis of 3 RCTs * (n = 4242) e
. TC (6 cycles): docetaxel 75 mg/m2, o I pN+: pTany ER+: 69% | 5-year DFS 5-year 05
b e IfpNg: > pTs or TNBC, ER/PR—: 31% TC: 85.1% TC: 234 deaths

cyclophosphamide 600 mg/m?, q3 weeks pNp: > pT2 33 years S 1 de

e IfpTy pNp and ER+: grade LN 41 and 69 years TaxAC: 86.7% TaxAC: 221 deaths
- TaxaC: icin 50 mg/m?, ey id 3 or high-risk score on LNty 4% (updated analysis) HR 1.14 (0.99-1.32), HR 1.05 (0.87-1.26),

500 mg/m2, q2-3 weeks, for four cycles, followed by
paclitaxel (80 mg/m? weekly (x12) or 175 mg/m? q2
weeks for four cycles

Oncotype DX
P LN+.4: 16%

p=008

p=064)

De Gregorio et al., 2022 [54] (1 = 3643)

Stages I-111 high risk (pN+) or if

5-year DFS rate:

5-year OS rate:

+ TC (6 cycles): docetaxel 75 mg/m?, 9 ¥
cyclophosphamide 600 mg/m? q3 weeks PNO: > P2 grade 3, ER +: 76.4% TC: 89.3% e
. age < 35 years, ER- Luminal A: 53.4% $yeams FEC-D: 90% CD:95%
- FEC-D: 5-fluorouracil 500 mg/m?, epirubicin s Luminal B: 23% .
100 mgy/m, cyelophosphamide 500 g/, g3 weeks PLANBtial ered TNBC: 23 6% TC vs. FEC-D: S
for three cycles, followed by docetaxel 100 mg/m? g3 ¢, P Has pvere ofer HR 1.05 (0.89-123), p= 0.565 0(075-1.25),
cotypeDX p=10.997
weeks for three cycles
Yu etal., 2021 [33] (n = 1571)
- TC (6 cycles): docetaxel 75 mg/mz, Luminal A:
cyclophosphamide 600 mg/m? q3 weeks PTis, pN+ TC: 22.9% 5.year DFS rate: 5-year OS rate:
CEF-T:19.1% TC: 85.0% TC: 96.5%
- FEC-D: fluorouracil 500 mg/mz, epirubicin or EC-P: 22.3% CEF-T: 85.1% CEF 4.9%
100 mg/m? and cyclophosphamide 500 mg/m?, q3 5.5 years EC-P:859 EC-P: 95.4%
weeks for three cycles, followed by docetaxel pT2.3, pNy but high-risk Luminal B:
100 mg/m? every 3 weeks, for three cycles (grade 2-3, age < 35 years, TC: 69.5% TC vs. EC-P: HR 1.05 (0.79-1.39), TC vs. EC-P: HR 0.96
-EC-P: epirubicin 90 mg/m?, cyclophosphamide or ER-) CEF-T: 73.4% p=0771 (0.58-1.59), p = 0.893
600 mg/m?, q3 weeks for 3 cycles, followed by EC-P: 69.9%
weekly (x12) paclitaxel 80 mg/m?*
H. Ishiguro et al., 2020 [53] (1 = 195)
- TC (6 cycles): docetaxel 75 ng/mz,
cyclophosphamide 600 mg/m ER+: 100% . N
Stages I-111 58 vears No differences in IDFS (p = 0.854) ’ ?'_";;?’;;ﬁi;ﬁe
- FEC-TC: 5-fluorouracil (500 mg/m?), epirubicin (except pTy, or pTyp LN—: 49.2% oy between the treatment groups p=
(100 mg/m?), cyclophosphamide (500 mg/m?), g3 LN+ 50.8% treatment groups
weeks for three cycles, followed by TC q3 weeks, for
three cycles
° )
Randomized Controlled Trial Eligibility Criteria Study Population rmf:‘:,"‘":l’ DFS (95% CI) 0S (95% CI)
U. Nitz et al., 2019 [52] (1 = 3198) ER+: B18%
- TC (6 cycles): docetaxel 75 mg/m?, ER+: pTyie, any pN+ ER-- 18.2% 5-year DFS 5-year OS
cyclophosphamide 600 mg/m?, q3 weeks or e TC: 89.6% TC: 94.7%
. 1f pNo: grade 11-I1I, TNBC R o 5 years EC-T: 89.8% EC-T: 94.5%
. EC-T: Epirubicin 90 mg/m?, cyclophosphamide o,'igg o P"]'jl" _5;'::,’"
600 mg/m? q3 weeks, for four cycles, followed by FI; r 7 2’3 HR 1.00 (0.77-1.3) HR 0.94 (0.65-1.34)
docetaxel 100 mg/m?, q3 weeks for four cycles Lo e
D. Mavroudis et al., 2016 [51] (1 = 650)
+ FEC-D:ZS-ﬂunrouracil 500 mg/m?, epimzhicin ER+: 88% Median not reached HR 1.15
75 mg/m?, cyclophosphamide 500 mg/m?, g2 weeks ER—: 11.4% (0.71-1.84), p = 0.568 .
for fagur cyck{s, fzslow]:d by docetaxelg75 mg(}mz, q2 Unknown: 0.6% ! Median not reached
P14, any pN+ 3.8 years ) HR 116 (0.49-2.72),
weeks for four cycles 3-year DFS rate: ~0.738
LN+;.3: 63.7% FEC-D: 89.5% p=0
- TC (6 cycles): docetaxel 75 mg/m?, LN+.4:33.7% TC:91.1%
cyclophosphamide 600 mg/m?, q3 weeks
RCT: randomized controlled trial; ER: endocrine receptor; TNBC: triple-negative breast cancer; LN: lymph node; * USOR 06090; NSABP B-46-1/07132; NSABP B-49.
[ ]

Qualitat der Studien:

A

Geyer Jr, 2024 (ABC)/

Geyer Ir, 2024 (ABC)/

Blum, 2017 (NSABP B-46-WUSOR 07132)

Blum, 2017 (NSABP B-46-VWUSOR 07132)

Geyer Jr, 2024 (ABC)/Blum, 2017 (NSAEP B-48)

Geyer Jr, 2024 (ABC)/Blum, 2017 (NSABP B-49)

Geyer Jr, 2024 (ABC)/Blum, 2017 (USOR 06-090)

Geyer Jr, 2024 (ABC)/Blumn, 2017 (USOR 06-090)

de Gregorio, 2022 (SUCCESS C)

de Gregorio, 2022 (SUCCESS C)

Mavroudis, 2016 (HORG)

® = ®|®|® |Deviations

Mavroudis, 2016 (HORG)

Nitz, 2019 (Plan B)

Nitz, 2019 (Plan B)

“ 9 ® S ® @ @ Rrandomization

® O S| -~ O ® @) oevatons

® OO NS® ® ® @ rissingoutcome data
® OO ® S| ® @ reasurementofoutcome

Yu, 2021 (MASTER)

“ O ® S & @ @ -seectvereporting
~ ® ® ® ®|® @ Rrandomization

Yu, 2021 (MASTER)

® OO S S ®|® | reasuementofoutcome
w| = |® ®| ® ®| @ |selectereporting

® SO S S ® @ | rissingoutcome data

Figure 2. (A) Risk of bias summary by domain for disease-free survival. (B) Risk of bias summary by
domain for overall survival [33,46,51,52,54,55] (color should be used in print version of these figures).

o Funnel plots were not generated to assess for reporting bias as there were fewer than

o 10 studies.
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Studienergebnisse:
Summary of findings. GRADE Evidence Profile:

Table Al. Summary of findings. GRADE Evidence Profile.

N of Patients

Certainty Assessment

Absolute Certainty Importance

(95% CI)

Relative
(95% CI)

Other Con-
siderations

N of
Studies

Anthracycline-

Risk of Bias
Taxane

Study Design Inconsistency Indirectness  Imprecision

Disease-free survival (DFS) (follow-up: median 60 months)

10 more per 1000

7 Ra"?:i::md Not serious Not serious. Not serious Serious ® None 7(8153/25;?}0 7(2]52{;;7;3 (0;2{[; '?.qzo) (fm;:; ansxt)r to CRITICAL
Overall survival (OS) (follow-up: median 60 months)
Randomized 411/5980  400/5873 HR 1.02 1 more per 1000
7 andomize Notserious ~ Notserious  Notserious  Not serious None , ; (from 7 fewer to CRITICAL
trials (6.9%) (6:8%) (0.89t0 1.16) 10 more)
Cardiotoxicity
. 1 fewer per 1000 o
5 R““;‘i’;‘s‘md Notserious  Notserious  Notserious  Not serious None %‘f}; 1;’0/24;3' (u_ﬁﬁg 15475) (fmrg ; foer\:)er to ‘—Ji;h? CRITICAL
CI: confidence interval; HR: hazard ratio; Explanation: *: The 95% CI crosses decision-making thresholds by including the possibility of no benefitand a | benefit
in DFS.
TC Anthracycline Hazard Ratio Hazard Ratio
Study or Sub log[Hazard Ratio] SE Total Total Weight IV, Rand, 95% Cl 1V, Rand; 95% CI
Mavroudis, 2016 (HORG) -0.0844 0.2685 324 326 3.7%  0.92[0.54, 1.56] —
Yu, 2021 (MASTER) 0.0488 0.173 524 524 9.0% 1.05 [0.75, 1.47] —
Geyer Jr. 2024 (NSABP B-46-1/USOR 07132) 0.1906 0.1567 529 522 11.0% 1.21[0.89, 1.64] | E——
Geyer Jr. 2024 (USOR 06-090) 0.3293 0.1335 645 642 15.1% 1.39[1.07, 1.81] -
Nitz, 2019 (PLAN B) 0.004 0.1314 1153 1128 15.6% 1.00 [0.78, 1.30] e —
Geyer Jr. 2024 (NSABP B-49) -0.0331 0.1099 928 915 22.3%  0.97[0.78, 1.20] .
de Gregorio, 2022 (SUCCESS C) 0.0825 0.1079 1827 1816 23.2% 1.09 [0.88, 1.34] S
Total (95% CI) 5930 5873 100.0% 1.09 [0.98, 1.20] -
Heterogeneity: Tau® = 0.00; Chi' = 5.78, df = 6 (P = 0.45); I = 0% o o7 i3
Test for overall effect: Z = 1.62 (P = 0.10) " Favours TC Favours Anthracycline-tax
TC Anthracycline Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% C|
Mavroudis, 2016 (HORG) -0.4227 0.5232 324 326 1.8%  0.66 [0.24, 1.83)
Geyer Jr. 2024 (NSABP B-49) =0.162 0.145 928 915 23.3% 0.85 [0.64, 1.13] — T
Nitz, 2019 (PLAN B) -0.0651 0.1866 1153 1128 14.0% 0.94 [0.65, 1.35) A——
Yu, 2021 (MASTER) -0.0408 0.2571 524 524 7.4% 0.96 [0.58, 1.59) = o
de Gregorio, 2022 (SUCCESS C) 0.044 0.1499 1827 1816 21.8% 1.04 [0.78, 1.40] o
Geyer Jr. 2024 (USOR 06-090) 0.1716 0.1586 645 642 19.4% 1.19 [0.87, 1.62] T
Geyer Jr. 2024 (NSABP B-46-1/USOR 07132) 0.2402 0.1995 529 522 12.3% 1.27 [0.86, 1.88] o T
Total (95% CI) 5930 5873 100.0% 1.02 [0.89, 1.16] ?
Heterogeneity: Tau® = 0.00; Chi* = 4.71, df = 6 (P = 0.58); I = 0%
; 05 07 1 15 2
Test for overall effect Z = 0.22 (P = 0.83) Favours TC Favours Anthracycline-tax
Cardiotxicity:
TC Anthracycline Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total g M-H, d 95% CI M-H, 95% CI
Mavroudis, 2016 (HORG) 0 324 o 326 Not estimable
Blum, 2017 (NSABP B-49) 0 919 0 913 Not estimable
Yu, 2021 (MASTER) 0 524 1 1047 13.8% 0.67 [0.03, 16.31]
Blum, 2017 (USOR 06-090) 0 641 1 622 13.8% 0.32 [0.01, 7.93]
Blum, 2017 (NSABP B-46-1/USOR 07132) 0 529 5 526 16.9% 0.09 [0.01, 1.63] +¥———=———
Nitz, 2019 (PLAN B) 3 1178 3 1167 55.4% 0.99 [0.20, 4.90]
Total (95% CI) 4115 4601 100.0% 0.54 [0.16, 1.76]
Total events 3 10
Heterogeneity: Tau® = 0.00; Chi* = 2.30, df = 3 (P = 0.51); I = 0% k + + J
s 0.01 0.1 1 10 100
Test for overall effect: Z = 1.03 (P = 0.30) Favours TC Favours Anthracycline

Subgruppen:
DFS

ER Status
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Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Rand 95% CI 1V, Rand 95% CI
ER positive
Mavroudis, 2016 (HORG) -0.1578 0.2908 3.2% 0.85 [0.48, 1.51] —
Yu, 2021 (MASTER) -0.1054 0.2421 4.6% 0.90 [0.56, 1.45] —
de Gregorio, 2022 (PLAN B / SUCCESS C) 0.077 0.1051 24.6% 1.08 [0.88, 1.33] -
Geyer Jr, 2024 (ABC) 0.0612 0.0907 33.1%  1.06 [0.89, 1.27] e
Subtotal (95% CI) 65.6% 1.05 [0.92, 1.19]
Heterogeneity: Tau® = 0.00; Chi* = 1.00, df = 3 (P = 0.80); I’ = 0%
Test for overall effect: Z = 0.69 (P = 0.49)
TNBC
Yu, 2021 (MASTER) 0.5653 0.4852 1.2% 1.76 [0.68, 4.56)
Mavroudis, 2016 (HORG) -0.0619 0.4233 1.5% 0.94 [0.41, 2.15]
de Gregorio, 2022 (PLAN B / SUCCESS C) -0.008 0.1366 14.6% 0.99 [0.76, 1.30] e T—
Geyer Jr, 2024 (ABC) 0.2663 0.1258 17.2% 1.31 [1.02, 1.67] e
Subtotal (95% Cl) 34.4% 1.16 [0.96, 1.39] A
Heterogeneity: Tau® = 0.00; Chi* = 3,17, df = 3 (P = 0.37); I’ = 5%
Test for overall effect: Z = 1.54 (P = 0.12)
Total (95% CI) 100.0% 1.08 [0.98, 1.20] p
Heterogeneity: Tau® = 0.00; Chi® = 5.02, df = 7 (P = 0.66); I’ = 0% 0¢5 0{? I 1¢5 )
Test for overall effect: Z = 1.52 (P = 0.13) " Favours TC Favours ‘Anthracycline-tax
Test for subgroup differences: Chi* = 0.77, df = 1 (P = 0.38), I' = 0%

Figure 6. Forest plot of DFS comparing TC and anthracycline-taxane chemotherapy in a subgroup
analysis of ER status [33,46,51,54].

Lymph-Node status

Hazard Ratio Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI

Geyer Jr, 2024 (ABC) 0.0953 0.1256 59.8% 1.10 [0.86, 1.41]

Nitz, 2019 (PLAN B) 0.0392 0.1806 28.9% 1.04 [0.73, 1.48]

Yu, 2021 (MASTER) -0.1278 0.2884 11.3% 0.88 [0.50, 1.55]

Total (95% CI) 100.0% 1.06 [0.87, 1.28]

Heterogeneity: Tau’ = 0.00; Chi* = 0.51,df = 2 (P = 0.77); I’ = 0% k + + |
Test for overall effect: Z = 0.55 (P = 0.58) 00, o‘lFavours TCiFa\murs Ant]i‘lcr.acytlineig?(

Figure A4. Forest plot of DFS comparing TC and anthracycline-taxane chemotherapy in a subgroup
analysis of lymph node-nefative [33,52,55].
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Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Rand 95%Cl | IV, Rand: 95% ClI
Lymph Nodes: #1-3 / pN1
Mavroudis, 2016 (HORG) -0.285 0.335 4.1%  0.75[0.39, 1.45]] e p——=x
Nitz, 2019 (PLAN B) -0.1779 0.2331 8.2%  0.84[0.53, 1.32]) s —
Geyer Jr, 2024 (ABC) 0.1484 0.1238 24.5% 1.16[0.91, 1.48]] -1
Subtotal (95% CI) 36.9% 1.00 [0.77, 1.30] ] -.-
Heterogeneity: Tau’ = 0.01; Chi* = 2.58, df = 2 (P = 0.28); ' = 23%
Test for overall effect: Z = 0.03 (P = 0.98)
Lymph Nodes: #4-9 / pN2
Mavroudis, 2016 (HORG) -0.1031 0.4479 2.3%  0.90[0.37, 2.17]
Geyer Jr, 2024 (ABC) 0.1655 0.1857 13.4%  1.18 [0.82, 1.70] —_—t——
Subtotal (95% CI) 15.8% 113 [0.81, 1.59] | et R
Heterogeneity: Tau® = 0.00; Chi’ = 0.31,df = 1 (P = 0.58); ¥ = 0%
Test for overall effect: Z = 0.74 (P = 0.46)
Lymph Nodes: #z 4 / pN2 / pN3
de Gregorio, 2022 (PLAN B / SUCCESS C) 0.3941 0.1835 13.8% 1.48 [1.04, 2.12] —_—
Subtotal (95% CI) 13.8% 1.48 [1.04, 2.12) —e——
Heterogeneity: Not applicable
Test for overall effect: Z = 2.15 (P = 0.03)
Lymph Nodes: #210 / pN3
Mavroudis, 2016 (HORG) -0.7133 0.571 1.4% 0.49 [0.16, 1.50] +
Geyer Jr, 2024 (ABC) 0.1655 0.2381 B.2% 1.18 [0.74, 1.88] —_—t
Subtotal (95% CI) 9.6% 0.89 [0.40, 1.99] | —————
Heterogeneity: Tau® = 0.19; Chi* = 2.02, df = 1 (P = 0.16); I = 50%
Test for overall effect: Z = 0.29 (P = 0.77)
Lymph Nodes (any+) / stage pN+
Yu, 2021 (MASTER) 0.1044 0.1608 17.9% 1.11 [0.81, 1.52] -_—r
Subtotal (95% CI) 17.9% 1.11 [0.81, 1.52] et
Heterogeneity: Not applicable
Test for overall effect: Z = 0.65 (P = 0.52)
Total (95% CI) 100.0% 1.12 [0.98, 1.28] e
Heterogeneity: Tau® = 0.00; Chi* = 7.86, df = 8 (P = 0.45); ' = 0% 01'5 057 145 i
Test for overall effect: Z = 1.68 (P = 0.09) ’ ' ¥ ine-
Test for subgroup differences: Chi* = 3.35, df = 4 (P = 0.50), I* = 0% Favours TC Favours Anthracycline-tax

Figure 7. Forest plot of DFS comparing TC and anthracycline-taxane chemotherapy in a subgroup
analysis of lymph node-positive [33,51,52,54,55].

oS
Lymph-Node status

Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE ight IV, Rand, 95% CI IV, Rand 95% CI

Lymph Nodes: #1-3 / pN1
Geyer Jr, 2024 (ABC) 0.077 0.1595 43.2%  1.08[0.79, 1.48]
Subtotal (95% CI) 43.2% 108 [0.79, 1.48]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.48 (P = 0.63)

Lymph Nodes: #4-9 / pN2
Geyer Jr, 2024 (ABC) -0.0171 0.219 22.9% 0.98 [0.64, 1.51) . p—
Subtotal (95% CI) 22.9% 0.98 [0.64, 1.51] | =i
Heterogeneity: Not applicable

Test for overall effect: Z = 0.08 (P = 0.94)

Lymph Nodes: #2 4 / pN2 / pN3

de Gregorio, 2022 (PLAN B / SUCCESS C) 0.1293 0.2407 19.0% 1.14[0.71, 1.82] e . ——
Subtotal (95% CI) 19.0%  1.14 [0.71, 1.82] ——e——
Heterogeneity: Not applicable

Test for overall effect: Z = 0.54 (P = 0.59)

Lymph Nodes: #210 / pN3
Geyer Jr, 2024 (ABC) 0.1484 0.2725 14.8%  1.16 [0.68, 1.98] S I —
Subtotal (95% CI) 14.8% 1.16 [0.68, 1.98] |~ ——
Heterogeneity: Not applicable

Test for overall effect: Z = 0.54 (P = 0.59)

Total (95% CI) 100.0% 1.08 [0.88, 1.33] ?
Heterogeneity: Tau® = 0.00; Chi’ = 0.30, df = 3 (P = 0.96); ' = 0% + + T + 5
Test for overall effect: Z = 0.72 (P = 0.47) ™ Fav%:rs TC Favour1§ Anthracycline-tax
Test for subgroup differences: Chi* = 0.30, df = 3 (P = 0.96), I’ = 0% oy

Figure A5. Forest plot of OS comparing TC and anthracycline-taxane chemotherapy in a subgroup
analysis of lymph node-positive [54,55].
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Anmerkung/Fazit der Autoren

This review indicates that TC is a reasonable alternative to anthracycline-taxane
chemotherapy for stages I-lll, high-risk, HER2-negative breast cancer, with no meaningful
difference in DFS or OS. However, in women with four or more positive lymph nodes
(pN2/pN3), anthracycline-taxane was associated with a substantial reduction in relapse
events compared with TC. Further studies of breast cancer patients treated with
chemotherapy after having undergone a gene signature diagnostic assay are needed to
better determine the lenses of genomic expressions, of which breast cancer populations
would benefit the most from de-escalating anthracycline chemotherapy
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Liao H et al., 2022 [9].

Efficacy and Safety of Initial 5 Years of Adjuvant Endocrine Therapy in Postmenopausal
Hormone Receptor-Positive Breast Cancer: A Systematic Review and Network Meta-Analysis

Fragestellung

To identify the optimal initial 5 years of adjuvant endocrine therapy for hormone receptor-
positive postmenopausal early breast cancer (EBC) patients

Methodik

Population:

e postmenopausal adult female patients (218 years old) with histologically confirmed
invasive breast cancer

e positive for estrogen receptors and/or progesterone receptors (21% of tumor nuclei
positive in immunohistochemistry)

e |ocal treatment with curative intent including surgery and radiation has been
completed;

Intervention/Komparator:

e initial endocrine therapy with 5 years of regimens of TAM, Als, or sequential TAM and
an Al

Endpunkte:
e DFS, OS, and SAEs

Recherche/Suchzeitraum:

e PubMed, Web of Science, and EMBASE to obtain relevant studies published between
January 2000 and January 2022

Qualitatsbewertung der Studien:

e Cochrane Risk ofBias tool
Ergebnisse

Hinweis: Aus methodischen Griinden werden lediglich die Ergebnisse der Metaanalyse nicht
jedoch der NMA dargestellt

Anzahl eingeschlossener Studien:

e Eleven studies with 49,987 subjects were included
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Charakteristika der Population/Studien:

TABLE 1 | Basic characteristics of included studies

Study

GIM3-FATA (De
Placido et al
2018)

FACE (Smith
et al., 2017)

TEAM (Derks
et al., 2017)

N-SAS BCO3
(Mouridsen et al.,
2009)

ITA (Coombes
et al., 2007)

MA27 (Goss
et al.,, 2013)

ABCSG-8
{Dubsky et al.,
2012)

ATAC (Cuzick
et al., 2010)

BIG1-98 (Aihara
et al., 2014)

IES (Boccardo
et al., 2013)

ARNO95
(Kaufrmann et al.,
2007)

Publication
year

2018

2017

2017

2014

2013

2013

2012

2010

Design

Phase lIl,
open-
label

Phase Ill,
open-
label
Phase Ill,
open-
label

Phase lIl,
open-
label

Phase IIl,
open-
label
Phase IIl,
open-
label
Phase Ill,
open-
label

Phase Iil,
double-
blind
Phase lIl,
double-
blind
Phase lll,
double-
blind

Phase Iil,
open-
label

Patient population

Postmenopausal women
with HR+ EBC

Postmenopausal women

with HR+ and node-positive

stage IIA-IIC EBC
Postmenopausal women
with HR+ EBC

Postmenopausal women
with HR+ EBC

Postmenopausal women
with HR+ and node-
positive EBC
Postmenopausal women
with HR+ EBC

Postmenopausal women
with HR+ EBC
Postmenopausal women

with EBC

Postmenopausal women
with HR+ EBC

Postmenopausal women
with EBC

Postmenopausal women
with HR+ EBC

Treatment arms

(Sung et al., 2021) 5 years of Als
(DeSantis et al., 2019) 2 years of
TAM followed by 3 years of Als
(ANA, EXE, LET)

(Sung et al., 2021) 5 years of LET
(DeSantis et al., 2019) 5 years

of ANA

(Sung et al., 2021) 2.6-3.0 years of
TAM followed by EXE for a total of
5 years (DeSantis et al,, 2019)

5 years of EXE

(Sung et al., 2021) 1-4 years of
TAM followed by ANA for a total of
5 years (DeSantis et al., 2019)

5 years of TAM

(Sung et al., 2021) TAM followed
by ANA for 5 years (DeSantis et al.,
2019) 5 years of TAM

(Sung et al., 2021) 5 years of EXE
(DeSantis et al., 2019) 5 years

of ANA

(Sung et al., 2021) 2 years of TAM
followed by 3 years of ANA
(DeSantis et al., 2019) 5 years

of TAM

(Sung et al., 2021) 5 years of ANA
(DeSantis et al., 2019) 5 years

of TAM

(Sung et al., 2021) 5 years of LET
(DeSantis et al., 2019) 5 years

of TAM

(Sung et al., 2021) 2-3 years of
TAM followed by 2-3 years of EXE
(DeSantis et al., 2019) 5 years

of TAM

(Sung et al., 2021) 2 years of TAM
followed by 3 years of ANA
(DeSantis et al., 2019) 5 years

of TAM

\

S\ W,

3%

= & Gemeinsamer
(/ \)

i Bundesausschuss
Population(n) Medi Main
arm 1:arm 2 follow-up outcomes

1850:1847 5 years 1,23

2061:2075 5.4 years 1,2,3, 4,8

4868:4898 9.8 years 1,285

345:351 8.1 years 1,35
223:225 10.7 years 1,2,8,6
3789:3787 4.1 years 1,234,
6,7
1865:1849 5 years 1,2,38,5,10

3125:3116 (2618:
2598 for HR+
patients)
4003:4007

2352:2372

489:490

10 years 1,2,3, 7.8,
g, 11
6.3 years 1,284
4.6 years 1,2,3,7
2.5 years 1,23

Notes: “Main outcomes: 1, DFS; 2, OS; 3, safety: 4, distant DFS; 5, RFS; 6, EFS: 7, contralateral breast cancer; 8, time to distant recurrence; 9, time to recurrence; 10, distant RFS; 11,
death with or without recurrence. Abbreviations: HR+, hormone receptor-positive; EBC, early breast cancer; Als, aromatase inhibitors; TAM, tamoxifen; LET, letrozole; ANA, anastrozole;

EXE, exemestane.
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FIGURE 2 | Risk of bias summary.

Studienergebnisse:

Il 11 studies reported survival outcomes in postmenopausal patients with HR+ EBC treated
with initial 5 years of adjuvant endocrine therapy. Among them, nine (Coombes et al., 2007;
Kaufmann et al., 2007; Mouridsen et al., 2009; Cuzick et al., 2010; Dubsky et al., 2012;
Boccardo et al., 2013; Aihara et al., 2014; Derks et al., 2017; De Placido et al., 2018) and
eight (Coombes et al., 2007; Kaufmann et al., 2007; Cuzick et al., 2010; Dubsky et al., 2012;
Boccardo et al., 2013; Aihara et al., 2014; Derks et al.,2017; De Placido et al., 2018) studies
could be used for the direct meta-analysis of DFS and OS, respectively. For DFS, both Als
(HR 0.87, 95%CI 0.80-0.94, p = 0.0003) and TAM followed by an Al (0.79, 0.72-0.87, p <
0.00001) were significantly better than TAM (Figures 3A,B), with low heterogeneity (12 =0
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and 9%, respectively). However, Als did not significantly improve DFS than TAM followed
by an Al (HR 0.95, 95%CI 0.88-1.03, p = 0.19) (Figure 3C). For OS, TAM followed by an Al
was superior than TAM (HR 0.82, 95%Cl 0.71-0.94, p = 0.005), with a low heterogeneity of
12 =0% (Figure 3E). Nevertheless, there was no significance between Als and TAM (HR 0.92,
95%Cl 0.83-1.01, p = 0.07), and Als and TAM followed by an Al (0.96, 0.87-1.05, p = 0.37)
(Figures 3D,F).

Wazard Ratio Hazard Ratio Warard Rato Hazard Rato
A\ sy susoroun. eottmaratatel_se weisht_ . Poeadcivee  oruganss ) surer Subarous tosiecard Retl__SE. eght IV.Fik $PNGLYs IV.Fasdafhc
Bi1-48 2009 071378 00615 6% 0BBP.T.09 2008 81198 2008 01993 0075T 408% 007 [075.1.01] 2009 -
ATAG 2010 4.1508 00498 60.4% 0.86(0.78, 0.95) 2010 ATAC 2010 00513 0.0628 S02% 0.96 [0.84, 1.07) 2010 L]
Total (85% CH) 1000%  0.87 [0.80, 0.54) U Total [98% C1} 1000% 0.92[082, 101 .
) " + + " g . + 4 . .
Holaragareity: CIe » 0.06, df » 1 (P = 0.77) 1 » 0% Hetsroganedy: Chit = 0.80, af = 1 (B = 0.37), 1 0% = =
-y el g T 01 4 10 100 Y. N A a1 P oo [ 1 0 100
TontTor overall ffect: I =208 (P = 0.0003) Favours |5 s of an All Favours [5 ys of TAM] Tout for overal sfisct: 2 = 1.80 1P = 0.07) Fawours (5 ys.of an All Favours (5 s of TAM]
Study o Subgroup  lagiMazard Ratio] SE_Weight s IV. Fixed. 95% C1 Study oc Subgroup  loglHazard Ratio] SL_Wisight 1v. Fixed. 85% C1
T - ARNORS 2007 06D 0326 S0% 5|
Total (35% €1) oo 0az(eTy, e84 +
D Heterogenelty, Ch* = 200, i » 3 (P = 0.57% # = 0% o S + - =
= = = = Tast for overall efiect Z = 2.79 (P = 0.005) Favours [TAM ) Fadai of TAM
¥ TAM-a 15 ym il TAM)
C Hazard Ratia Hazard Ratio Hazwd Rato Hazard Rano
Sty or Subgroun  log(Hazard Ratig) SE Weight IV Flaed. 865% Cl . Fusad, 35% C) Stuty or Submroun SE Woight V. Fined 95% CI Year I Fig % Gl
GIMI.FATA 2018 01165 001 162% 009073, 109 < TEAM 2017 00202 0047 ZE% 080 {089 1.08) 2017
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FIGURE 3 | Forest plots for (A=C) DFS and (D-F) OS. Abbreviations: DFS, disease-free survival; OS, overall survival; Al, aromatase inhibitor; TAM, tamoxifen;
ys, years

Anmerkung/Fazit der Autoren

In summary, any regimens involving Als improved the DFS of postmenopausal hormone
receptor-positive EBC patients compared with TAM alone. Only the sequential use of Als
especially ANA was superior than TAM alone in OS. No significant difference of survival was
found in the direct comparison between the upfront use and the sequential use of Als, or
in the indirect comparisons among different Als. In terms of safety, the sequential use of
Als was generally associated with less SAEs than the upfront use of Als, with the categories
of SAEs varying among different regimens. From a longterm perspective, the sequential use
of Ais may be the best treatment mode for postmenopausal hormone receptor-positive
EBC patients. Therefore, when making clinical decisions, physicians need to balance short-
term and long-term benefits, and select suitable agents according to patients’ clinical
characteristics and potential risk of side effects.
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3.3 Leitlinien

National Institute for Health and Care Excellence (NICE), 2018 (Update: Januar 2024) [11].
Early and locally advanced breast cancer: diagnosis and treatment

Zielsetzung/Fragestellung

This guideline covers diagnosing and managing early and locally advanced breast cancer. It
aims to help healthcare professionals offer the right treatments to people, taking into
account the person's individual preferences.

Methodik

Grundlage der Leitlinie

e Repradsentatives Gremium — trifft zu;

e Interessenkonflikte und finanzielle Unabhdngigkeit dargelegt— trifft zu;

e Systematische Suche, Auswahl und Bewertung der Evidenz— trifft zu;

e Formale Konsensusprozesse und externes Begutachtungsverfahren dargelegt — trifft zu;

e Empfehlungen der Leitlinie sind eindeutig und die Verbindung zu der zugrundeliegenden
Evidenz ist explizit dargestellt— trifft zu;

o RegelmiRige Uberpriifung der Aktualitat gesichert — trifft zu.

Recherche/Suchzeitraum:

e Systematic literature searches were undertaken to identify all published clinical
evidence relevant to the review questions. [...] All searches were conducted in MEDLINE,
Embase and The Cochrane Library, with some additional database searching in AMED,
PsycINFO and CINAHL for certain topic areas.

LoE

Tabelle 5: Levels of overall quality of outcome evidence in GRADE

Overall quality of outcome | Description
evidence in GRADE

High Further research is very unlikely to change our confidence in the
estimate of effect.

Moderate Further research is likely to have an important impact on our
confidence in the estimate of effect and may change the
estimate.

Low Further research is very likely to have an important impact on
our confidence in the estimate of effect and is likely to change
the estimate.

Very low Any estimate of effect is very uncertain.

o

oR

e NICE reflects the strength of the recommendation in the wording. NICE uses 'offer' (or
words such as 'measure’, 'advise', or 'refer') to reflect a strong recommendation usually
where there is clear evidence of benefit. [...] uses 'consider' to reflect a recommendation
for which the evidence of benefit is less certain.
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Sonstige methodische Hinweise

e This guideline updates and replaces NICE guideline CG80 (February 2009), and NICE
technology appraisal guidance 107, 108, 109 and 112 (published 2006).

e Anmerkung: Breast cancer affects women and men, and can affect those who have
undergone a gender reassignment or who are non-binary. [...] used the term 'women'in
this guideline for recommendations that usually only relate to women (such as breast-
conserving surgery) and 'people’ in all other cases.

Recommendations

Adjuvant therapy planning

1.6.6 Consider adjuvant therapy after surgery for people with invasive breast cancer, and
ensure that recommendations are recorded at the multidisciplinary team meeting. [2009]

1.6.7 Base recommendations about adjuvant therapy on multidisciplinary team assessment
of the prognostic and predictive factors, and the possible risks and benefits of the
treatment. Make decisions with the person after discussing these factors. [2009, amended
2018]

Endocrine therapy

1.7.1 Treat all people with invasive breast cancer with surgery and appropriate systemic
therapy, rather than endocrine therapy alone, unless a significant comorbidity means
surgery is not suitable for them. [2009]

Adjuvant endocrine therapy for invasive breast cancer

1.7.2 Offer tamoxifen as the initial adjuvant endocrine therapy for men and premenopausal
women with ER-positive invasive breast cancer. [2009, amended 2018]

1.7.3 Offer an aromatase inhibitor as the initial adjuvant endocrine therapy for
postmenopausal women with ER-positive invasive breast cancer who are at medium or
high risk of disease recurrence. Offer tamoxifen to women who are at low risk of disease
recurrence, or if aromatase inhibitors are not tolerated or are contraindicated. [2009,
amended 2018]

Ovarian function suppression

1.7.4 Consider ovarian function suppression in addition to endocrine therapy for
premenopausal women with ER-positive invasive breast cancer. [2018]

1.7.5 Discuss the benefits and risks of ovarian function suppression in addition to endocrine
therapy with premenopausal women with ER-positive invasive breast cancer. Explain to
women that ovarian function suppression may be most beneficial for those women who
are at sufficient risk of disease recurrence to have been offered chemotherapy. [2018]

Extended endocrine therapy

1.7.6 Discuss the benefits and risks of extended endocrine therapy with people who this
treatment may be suitable for (see table 2). [2018, amended 2023]

1.7.7 Offer extended endocrine therapy (past the 5-year point) with an aromatase inhibitor
for postmenopausal women with ER-positive invasive breast cancer who are at medium or
high risk of disease recurrence and who have been taking tamoxifen for 2 to 5 years.
Medium or high risk may include people who have lymph node-positive breast cancer, with
tumours that are T2 or greater and higher grade. [2018]

1.7.8 Consider extended endocrine therapy (past the 5-year point) with an aromatase
inhibitor for postmenopausal women with ER-positive invasive breast cancer who are at
low risk of disease recurrence and who have been taking tamoxifen for 2 to 5 years. Low
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risk may include people with lymph node-negative breast cancer, with smaller or lower-
grade tumours. [2018]

1.7.9 Consider extending the duration of tamoxifen therapy for longer than 5 years for
people with ER-positive invasive breast cancer. [2018]

Table 2 Effects of extended endocrine therapy

Extended
endocrine therapy
Extended tamoxifen therapy | with an aromatase

Category (after an initial 5 years of inhibitor (after
tamoxifen therapy) 5 years of
tamoxifen
therapy)

Switching to an
Continuing to take tamoxifen aromatase
Definition after 5 years of tamoxifen inhibitor after
therapy 5 years of
tamoxifen therapy

Postmenopausal
) People with ER-positive women with ER-

Who can take this therapy . . L )
invasive breast cancer positive invasive

breast cancer

Effect on breast cancer

r
recurrence: Lower rates of

: . breast cancer
The benefit for an individual

h ) recurrence
person will depend on the risk of :
: ) compared with
their cancer returning. For people
9 peop S years of

with a low risk of recurrence, the .
tamoxifen therapy

benefits may not outweigh the Evidence shows lower rates of

risks or side effects breast cancer recurrence n postmenf)piljisal
3 women, switching

Medium or high risk may include | Compared with 5 years of

to an aromatase
inhibitor may be
more effective at
reducing
recurrence than
continuing with
tamoxifen

people who have lymph node- tamoxifen therapy in women
positive breast cancer, with
tumours that are T2 or greater
and higher grad&Low risk may
include people with lymph node-
negative breast cancer, with
smaller or lower-grade tumours

Endocrine therapy for ductal carcinoma in situ

1.7.11 Offer endocrine therapy after breast-conserving surgery for women with ERpositive
DCIS if radiotherapy is recommended but not received. [2018]

1.7.12 Consider endocrine therapy after breast-conserving surgery for women with
ERpositive DCIS if radiotherapy is not recommended. [2018]

Adjuvant chemotherapy for invasive breast cancer

1.8.1 For people with breast cancer of sufficient risk that chemotherapy is indicated, offer
a regimen that contains both a taxane and an anthracycline. Please refer to the summaries
of product characteristics for individual taxanes and anthracyclines because there are
differences in their licensed indications. [2018]

1.8.2 Discuss with people the benefits and risks of adding a taxane to anthracycline-
containing regimens [...]:

e the benefits of reduced cardiac toxicity and reduced nausea

e the risks of additional side effects, including neuropathy, neutropenia and
hypersensitivity

Abteilung Fachberatung Medizin Seite 21



Gemeinsamer
Bundesausschuss

e the different side effects and dosing frequencies of different docetaxel and paclitaxel
regimens, and the additional clinic visits that may be needed

e that absolute benefit is proportional to absolute risk of recurrence.

1.8.3 Weekly and fortnightly paclitaxel should be available locally because these regimens
are tolerated better than 3-weekly docetaxel, particularly in people with comorbidities.
[2018]

Background

There was good evidence of improved survival when taxanes are added to anthracycline-
based chemotherapy in people with node-positive and node-negative breast cancer. In
both groups, the benefits and risks of treatment should be discussed because of the
potential side effects associated with taxanes. Three-weekly docetaxel was identified as a
regimen with potentially more toxicity than weekly or fortnightly paclitaxel.

Adjuvant bisphosphonate therapy

1.9.1 Offer bisphosphonates (zoledronic acid or sodium clodronate) as adjuvant therapy to
postmenopausal women with node-positive invasive breast cancer. [2018]

1.9.2 Consider bisphosphonates (zoledronic acid or sodium clodronate) as adjuvant therapy
for postmenopausal women with node-negative invasive breast cancer and a high risk of
recurrence. Risk can be estimated using a range of standardised tools and clinical expertise.
[2018]

Background

There was good evidence that treatment with sodium clodronate and zoledronic acid
improved disease-free and overall survival in postmenopausal women with node-positive
invasive breast cancer.

There was little evidence of benefit for other bisphosphonates. The committee
recommended considering zoledronic acid or sodium clodronate treatment for other high-
risk populations (such as postmenopausal women with node-negative invasive breast
cancer and a high risk of recurrence), based on the evidence that sodium clodronate has
overall survival benefits in mixed populations.

Although there is evidence that intravenous (IV) bisphosphonates have a higher risk of
osteonecrosis of the jaw, oral bisphosphonates have a higher risk of gastrointestinal
problems.

There is also a risk of atypical femoral fractures and osteonecrosis of the external auditory
canal with bisphosphonates. Because each drug and regimen has different risks, the
potential benefits and risks should be discussed with women to help them make an
informed choice.

There was little evidence on survival, particularly for premenopausal women on ovarian
suppression, those with node-positive or node-negative disease, and those with positive or
negative oestrogen or progestogen statuses. There was not enough evidence to make a
recommendation relating to the use of adjuvant bisphosphonates in premenopausal
women. The committee agreed that further research is needed to determine the long-term
survival benefits and the groups of people most likely to benefit from adjuvant
bisphosphonates. So they made a research recommendation on groups of people who
would benefit from the use of adjuvant bisphosphonates.

The committee did not look at the evidence relating to the use of bisphosphonates for bone
health or for the use of baseline dual-energy X-ray absorptiometry (DEXA) scanning, so did
not make any new recommendations.
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Radiotherapy
1.10.1 Use a radiotherapy technique that minimises the dose to the lung and heart. [2018]

1.10.2 Use a deep inspiratory breath-hold radiotherapy technique for people with left-
sided breast cancer to reduce the dose to the heart. [2018]

Background

There was good evidence that radiotherapy to the internal mammary nodes reduced
locoregional recurrence and improved survival. However, the committee took into account
the potential for lung and heart toxicity, so recommended using a radiotherapy technique
that minimises this risk.

There was evidence that deep inspiratory breath-hold radiotherapy techniques reduce the
mean radiotherapy heart dose for adults with left-sided invasive breast cancer receiving
whole-breast radiotherapy. The committee did not identify any harms. There was also
evidence that deep inspiration breath-hold radiotherapy techniques did not reduce the
target coverage of whole-breast radiotherapy.

There was no evidence about the use of deep inspiration breath-hold radiotherapy
techniques for people with right-sided breast cancer, so the committee did not make
separate recommendations for this subgroup.

Radiotherapy after breast-conserving surgery

1.10.3 Offer whole-breast radiotherapy to women with invasive breast cancer who have
had breast-conserving surgery with clear margins. [2018]

1.10.4 Consider partial breast radiotherapy (as an alternative to whole-breast
radiotherapy) for women who have had breast-conserving surgery for invasive cancer
(excluding lobular type) with clear margins and who:

e have a low absolute risk of local recurrence (defined as women aged 50 and over with
tumours that are 3 cm or less, NO, ER-positive, HER2-negative and grade 1 to 2) and

e have been advised to have adjuvant endocrine therapy for a minimum of 5 years. [2018]

1.10.5 When considering partial breast radiotherapy (see recommendation 1.10.4), discuss
the benefits and risks, and explain that:

e |ocal recurrence with partial breast radiotherapy at 5 years is equivalent to that with
whole-breast radiotherapy

e the risk of local recurrence beyond 5 years is not yet known
e thereis a potential reduction in late adverse effects. [2018]

1.10.6 When delivering partial breast radiotherapy, use external beam radiotherapy.
[2018]

1.10.7 Consider omitting radiotherapy for women who:
e have had breast-conserving surgery for invasive breast cancer with clear margins and

e have a very low absolute risk of local recurrence (defined as women aged 65 and over
with tumours that are TINO, ER-positive, HER2-negative and grade 1 to 2) and

e are willing to take adjuvant endocrine therapy for a minimum of 5 years. [2018]

1.10.8 When considering omitting radiotherapy for the population in recommendation
1.10.7, discuss the benefits and risks [...] and explain that:

e without radiotherapy, local recurrence occurs in about 50 women per 1,000 at 5 years,
and with radiotherapy, occurs in about 10 women per 1,000 at 5 years

e overall survival at 10 years is the same with or without radiotherapy
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e there is no increase in serious late effects if radiotherapy is given (for example,
congestive cardiac failure, myocardial infarction or secondary cancer. [2018]

1.10.9 Consider adjuvant radiotherapy for women with DCIS following breast-conserving
surgery with clear margins. Discuss the possible benefits and risks of radiotherapy (also see
the section on surgery to the breast) and make a shared decision about its use. [2009]

Background

There is evidence that whole-breast radiotherapy after breast-conserving surgery reduces
the risk of recurrence and increases overall survival. It also decreases rates of depression
and anxiety.

However, because the risk of breast cancer recurring at 5 years is very low and there are
harms associated with radiotherapy, the benefits of radiotherapy for women with a very
low risk of recurrence are less certain. For these women, the committee agreed that
healthcare professionals should fully discuss the benefits and risks with women before a
decision is made.

Good evidence showed that partial breast radiotherapy led to similar results to whole-
breast radiotherapy after breast-conserving surgery in women with a low risk of local
recurrence. In addition, it may have fewer treatment-related adverse effects. There was
evidence for multicatheter interstitial brachytherapy but this was not recommended
because it is not currently available in England.

Radiotherapy after mastectomy

1.10.10 Offer adjuvant postmastectomy radiotherapy to people with node-positive
(macrometastases) invasive breast cancer or involved resection margins. [2018]

1.10.11 Consider adjuvant postmastectomy radiotherapy for people with node-negative T3
or T4 invasive breast cancer. [2018]

1.10.12 Do not offer radiotherapy following mastectomy to people with invasive breast
cancer who are at low risk of local recurrence (for example, most people who have lymph
node-negative breast cancer). Risk can be estimated using a range of standardised tools
and clinical expertise. [2018]

Background

The committee agreed that adjuvant postmastectomy radiotherapy should be offered to
people who have macroscopically node-positive invasive breast cancer or have involved
resection margins. This is because the evidence showed a beneficial effect on survival and
local recurrence. Although the evidence was limited and the committee acknowledged that
radiotherapy is associated with lung and cardiac morbidity, they concluded that for this
group of women, the benefits of radiotherapy outweigh the harms.

There was evidence of a beneficial effect of postmastectomy radiotherapy on local
recurrence and overall survival for people with node-negative invasive breast cancer.
However, the committee agreed that there was a risk of over-treatment if all people with
node-negative invasive breast cancer received postmastectomy radiotherapy. Therefore,
the committee recommended that adjuvant postmastectomy radiotherapy should be
considered for people with node-negative T3 or T4 invasive breast cancer. There was no
evidence for this specific subgroup but they would be considered at increased risk of
recurrence and mortality relative to smaller, node-negative invasive breast cancers
because of the size of the tumour.

The committee agreed that radiotherapy after mastectomy should not be offered to
women with early invasive breast cancer who are at low risk of local recurrence (for
example, most women who are lymph node-negative) because the evidence showed
limited benefit in survival and local recurrence.

Abteilung Fachberatung Medizin Seite 24



Gemeinsamer
Bundesausschuss

Dose fractionation for external beam radiotherapy

1.10.13 Offer 26 Gy in 5 fractions over 1 week for people with invasive breast cancer having
partial-breast, whole-breast or chest-wall radiotherapy, without regional lymph node
irradiation, after breast-conserving surgery or mastectomy. [2023]

1.10.16 Offer 40 Gy in 15 fractions over 3 weeks for people with invasive breast cancer

having regional lymph node irradiation, with or without whole-breast or chestwall
radiotherapy, after breast-conserving treatment or mastectomy. [2023]

Breast boost following breast-conserving surgery

1.10.17 Offer an external beam boost to the tumour bed for women with invasive breast
cancer and a high risk of local recurrence, following whole-breast radiotherapy. Risk can be
estimated using a range of standardised tools and clinical expertise. [2009, amended 2018]

1.10.18 Inform women of the risk of side effects associated with an external beam boost
to the tumour bed following whole-breast radiotherapy. [2009, amended 2018]

Radiotherapy to nodal areas

1.10.19 Do not offer adjuvant radiotherapy to regional lymph nodes to people with invasive
breast cancer who have been shown to have histologically lymph node-negative breast
cancer. [2009, amended 2018]

1.10.20 Do not offer people with invasive breast cancer adjuvant radiotherapy to the axilla
after axillary clearance. [2009, amended 2023]

1.10.21 Offer adjuvant radiotherapy to the supraclavicular fossa to people with invasive
breast cancer and 4 or more involved axillary lymph nodes. [2009]

1.10.22 Offer adjuvant radiotherapy to the supraclavicular fossa to people with invasive
breast cancer and 1 to 3 positive lymph nodes if they have other poor prognostic factors
(for example, T3 and/or histological grade 3 tumours) and good performance status. [2009]

1.10.23 Consider including the internal mammary chain within the nodal radiotherapy
target for people with node-positive (macrometastases) invasive breast cancer. [2018]

Background

There was good evidence that radiotherapy to the internal mammary nodes reduced
locoregional recurrence and improved survival. However, the committee took into account
the potential for lung and heart toxicity, and agreed the importance of using a radiotherapy
technique that minimises this risk.

Denduluri N et al., 2021 [2].

American Society of Clinical Oncology (ASCO)

Selection of optimal adjuvant chemotherapy and targeted therapy for early breast cancer:
ASCO Guideline Update.

sowie

Freedman R.A. et al., 2024 [4] mit clinical insights Caswell-Jin J.L. et al., 2024 [1]
ASCO (American Society of Clinical Oncology)

Optimal Adjuvant Chemotherapy and Targeted Therapy for Early Breast Cancer-Cyclin-
Dependent Kinase 4 and 6 Inhibitors: ASCO Guideline Rapid Recommendation Update
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Zielsetzung/Fragestellung

The aim of this work is to update key recommendations of the ASCO guideline adaptation
of the Cancer Care Ontario guideline on the selection of optimal adjuvant chemotherapy
regimens for early breast cancer and adjuvant targeted therapy for breast cancer.

Methodik

Grundlage der Leitlinie

e Reprasentatives Gremium — trifft zu;

e Interessenkonflikte und finanzielle Unabhangigkeit dargelegt — trifft zu;

e Systematische Suche, Auswahl und Bewertung der Evidenz — trifft zu;

e Formale Konsensusprozesse und externes Begutachtungsverfahren dargelegt — trifft zu;

e Empfehlungen der Leitlinie sind eindeutig und die Verbindung zu der zugrundeliegenden
Evidenz ist explizit dargestellt — trifft teilweise zu (Fiir die in Vorgangerversionen der
Leitlinie publizierten Empfehlungen konnten keine Empfehlungsstarken, Evidenzgrade
oder Evidenz identifiziert werden. Sie sind jedoch in den urspriinglichen Versionen der
Leitlinie publiziert.);

e RegelmiRige Uberpriifung der Aktualitit gesichert — trifft zu.

Recherche/Suchzeitraum:

e systematic review—based guideline

e Literature searches of selected databases, including The Cochrane Library and Medline
(via PubMed) are performed.

LoE/GoR

e GRADE (Grading of Recommendations Assessment, Development and Evaluation)
methodology

Grade Definition

High We are very confident that the true effect lies close to that of the estimate of the effect.

Moderate We are moderately confident in the effect estimate: The true effect is likely to be close to the
estimate of the effect, but there is a possibility that it is substantially different

Low Our confidence in the effect estimate is limited: The true effect maybe substantially different
from the estimate of the effect.

Very Low We have very little confidence in the effect estimate: The true effect is likely to be
substantially different from the estimate of effect

e Strength of recommendations: The Expert Panel provides a rating of the strength of each
recommendation. This assessment reflects the extent to which a guideline panel is
confident that desirable effects of an intervention outweigh undesirable effects, or vice
versa, across the range of patients for whom the recommendation is intended.
Recommendations may fall into two categories; strong and weak. Factors determining
the strength of a recommendation include balance between benefits and harms,
certainty of evidence, confidence in values & preferences, and resource use.
Recommendations may be made for or against the use of an intervention.

Sonstige methodische Hinweise

e Das ASCO Guidelines Methodology @ Manual ist hier zu finden:
https://www.asco.org/practice-patients/guidelines/guideline-methodology
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Recommendations
TABLE 1. Complete List of Recommendations From 2018 ASCO Guideline Adaptation and From the ASCO 2020 Focused Guideline Update
New Recommendations From 2020 Focused Guideline Update
Recommendation Evidence Rating
Patients with HER2-positive breast cancer with pathologic invasive residual disease at surgery after standard preoperative chemotherapy and Type: evidence based, benefits outweigh harms

HERZ2-targeted therapy should be offered 14 cycles of adjuvant T-DM1, unless there is disease recurrence or unmanageable toxicity. Evidence quality: high

Strength of recommendation: strong

Clinicians may offer any of the available and approved formulations of trastuzumab, including trastuzumab, trastuzumab and Type: evidence based, benefits outweigh harms
hyaluronidase-oysk, and available biosimilars. Evidence quality: high

Strength of recommendation: strong

Recommendations Unchanged From 2018 Guideline Adaptation®
In patients who can folerate it, use of a regimen containing anthracycline-taxane is considered the optimal strategy for adjuvant chemotherapy, particularly for patients deemed fo be at high risk

For patients with high-risk disease who will not receive a taxane, an optimal-dose anthracycline three-drug regimen (cumulative dose of doxorubicin = 240 mg/m® or epirubicin = 600 mg/m?, but no
higher than 720 mg/m) that contains cyclophosphamide is recommended. The cumulative dose of doxorubicin in two-drug regimens should not exceed 240 mg/m.

The addition of gemcitabine or capecitabine to an anthracycline-taxane regimen is not recommended for adjuvant chemotherapy

In patients age 65 years or older, capecitabine is not recommended as an adjuvant chematherapy option in lieu of standard regimens, such as doxorubicin-cyclophosphamide or cyclophosphamide-
methotrexate-fluorouracil {with oral cyclophosphamide).

For patients in whom anthracycline-taxane is contraindicated, cyclophosphamide-methotrexate-fluorouracil (with oral cyclophosphamide) is an acceptable chemotherapy alternative to doxorubicin-
cyclophosphamide. Of note, the ASCO Panel recommends classic cyclophosphamide-methaotrexate-fluorouracil {oral cyclophosphamide days 1to 14 with [V methotrexate-fluorouracil days 1 and 8,
repeated once every 28 days for six cycles) as the default adjuvant eyclophosphamide-methotrexate-flucrouracil regimen. However, the Panel also recognizes that an all-IV cyclophosphamide-
methotrexate-fluorouracil regimen cnce every 21 days is often used in clinical practice and was accepted by some clinical trials (eg, TAILORx; Trial Assigning Individualized Options for Treatment) on
the basis of corwvenience and tolerability, despite the absence of efficacy data from randomized controlled trials.

These adjuvant chemotherapy regimens can be used for patients with early breast cancer:

Fluorouracil-epirubicin-cyclophosphamide x 3 — docetaxel x 3 (superior fo fluorouracil-epirubicin-cyclophosphamide x &)

Doxorubicin-cyclophosphamide ® 4 — docetaxel % 4 (superior to doxorubicin-cyclophosphamide x 4)

Docetaxel-doxorubicin-cyclophosphamide x & (superior to flusrouracil-doxorubicin-cyclophosphamide x &)

Doxorubicin-cyclophosphamide x 4 — paclitaxel administered once per week

Dose-dense doxorubicin-cyclophosphamide — paclitaxel administered once every 2 weeks

Dose-dense epirubicin 90 mg/m?, cyclophosphamide 600 mg/m?® every 2 weeks four cycles — paclitaxel 175 mg/m? every 2 weeks for four cycles

Docetaxel-cyclophosphamide X 4 is recommended as an alternative to doxorubicin-cyclophospharmide < 4 and offers improved disease-free survival and overall survival. Classic cyclophosphamide-
methotrexate-fluorouracil with oral cyclophosphamide for six cycles is another option. As mentioned before, the ASCO Panel recommends classic cyclophosphamide-methotrexate-fluorouracil {oral
cyclophosphamide days 1 to 14 with IV methotrexate-fluorouracil days 1 and 8, repeated once every 28 days for six cycles) as the default adjuvant cyclophosphamide-methotrexate-fluorouracil
regimen. However, the Panel also recognizes that an all-IV cyclophosphamide-methotrexate-fluorouracil regimen once every 21 days is often used in clinical practice and was accepted by some
clinical trials {eg, TAILORx) on the basis of its convenience and taolerability, despite the absence of efficacy data from randomized controlled trials.

Only patients with HER2-positive breast cancer (overexpressed on the basis of immunohistochemistry [3+] or amplified on the basis of in situ hybridization [ratio > 2.0 or average HERZ copy number =
6.0]) should be offered adjuvant trastuzumab.

Trastuzumab plus chemotherapy is recommended for all patients with HER2-positive, node-positive breast cancer and for patients with HER2-positive, node-negative breast cancer (= 1 cm)

Trastuzumab therapy can be considered in small, node-negative tumors (= 1 cm).

Trastuzumab can be administered with any acceptable adjuvant chemotherapy regimen,

The administration of trastuzumab concurrently with the anthracycline component of a chematherapy regimen is not recommended because of the potential for increased cardiotoxicity.

Trastuzurnab should be preferentially administered concurrently (not sequentially) with a nonanthracycline chemotherapy regimen

Less cardiotoxicity is seen with docetaxel-carboplatin-trastuzumab than with doxorubicin-cyclophosphamide — docetaxel-trastuzumab, and docetaxel-carboplatin-trastuzumab is recommended for
patients at higher risk for cardiotoxicity.

No phase |l evidence exists for the addition of trastuzumab to some chemnatherapy regimens, such as docetaxel-cyclophosphamide. However, those regimens might be in use and are reasonable options,
particularly for mitigating cardiotoxicity in certain patients

Patients should be offered 1 year total of adjuvant trastuzumab, with regular assessments of cardiac function during that period.

Patients with early-stage, HER 2-negative breast cancer with pathologic invasive residual disease at surgery after standard anthracycline and taxane-based preoperative therapy may be offered up to six to
eight cycles of adjuvant capecitabine,

Qualifying Statements. If clinicians decide to use capecitabine, then the Expert Panel preferentially supparts the use of adjuvant capecitabine in the hormone receptor-negative, HERZ2-negative patient
subgroup. The capecitabine dose used in the CREATE-X study (1,250 mg/m? twice daily) is associated with higher toxicity in patients age = 65 years.

Clinicians may add 1 year of adjuvant pertuzumab to trastuzumab-based combination chemotherapy in patients with early-stage, HER2-positive breast cancer.

Qualifying Statements. The Expert Panel preferentially supports pertuzumab in the node-positive, HER2-positive population, in view of the clinically insignificant absolute benefit observed among node-
negative patients. After a median follow up of 3.8 years, pertuzumab was found to offer a modest disease-free survival benefit; the first planned interim analysis did not show an overall survival benefit.
There are no data to guide the duration of pertuzumab in patients who received neoadjuvant pertuzumab and achieved a pathologic complete response.

Clinicians may use extended adjuvant therapy with neratinib in patients with early-stage, HER2-positive breast cancer

Neratinib causes substantial diarrhea, and diarrhea prophylaxis must be used.

Qualifying Statements. The Expert Panel preferentially favors the use of neratinib in hormone receptor-positive and node-posilive patients, At 5.2-year follow up, no overall survival benefit has been
observed. Patients who began neratinib within 1 year of trastuzumab completion seemed to derive the greatest benefit. There are no data on the added benefit of neratinib in patients who also
received pertuzumab in the necadjuvant or adjuvant setting,

Abbreviations: HER2, human epidermal growth factor receptar 1; IV, intravenous; T-DM1, trastuzumab emtansine.
“Evidence and analysis for recommendations unchanged from 2018 are described in Eisen et al,” and later by Denduluri et al,'* in ASCO's adaptation of the Cancer Care Ontario guideline in 2016 and in
the 2018 focused update of that adaptation

2024 Updated Recommendation
Recommendation 1

Abemaciclib for 2 years plus ET for 25 years may be offered to patients meeting the criteria
of the ITT monarchE population with resected, hormone receptor-positive, HER2- negative,
node-positive, early breast cancer at high risk of recurrence, defined as having 24 positive
axillary lymph nodes (ALNs) or as having 1-3 positive ALNs plus at least one of the following
features: grade 3 disease, tumor size =5 cm, or Ki-67 index >20%. Although the FDA’s
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language is broad, the Panel promotes the use of abemaciclib primarily in those who would
have been eligible for monarchE based on that trial’s eligibility criteria (Evidence quality:
High; Strength of recommendation: Strong).

Recommendation 2

The Panel recommends, based on the phase Il NATALEE trial, that adjuvant ribociclib (400
mg once daily, 3 weeks on followed by 1 week off) for 3 years plus ET may be offered to
patients with anatomic stage Il or Il breast cancer who would have met criteria for study
entry and have a high risk of recurrence (Evidence quality: High; Strength of
recommendation: Conditional).

Qualifying Statements for Recommendations 1 and 2 on the Use of Adjuvant Abemaciclib
and Ribociclib

The Panel believes that adjuvant CDK4/6 inhibitor therapy may not provide meaningful
clinical benefit to all patients who would have been eligible for the available trials,
especially the lower-risk patients who were included in the NATALEE trial. For example, for
most patients with node-negative disease, the risks of ribociclib may outweigh the benefits,
with the exception of some patients with the highest risk, node-negative disease. However,
the Panel acknowledges that there are insufficient data to specify which subgroups of
patients do or do not warrant therapy. The Panel thus recommends considering the
benefits, risks, costs, and preferences for each individual patient when deciding whether
to recommend therapy.

Among patients meeting criteria for both monarchE and NATALEE, the Panel also notes
that, of the two CDK4/6 inhibitors, abemaciclib has longer follow-up, a deepening benefit
over time, a shorter duration of therapy, and FDA approval in the adjuvant setting. In this
case, the Panel favors using abemaciclib, reserving use of ribociclib in patients who have a
contraindication to (e.g., preexisting high-grade diarrhea) or intolerance of abemaciclib.
The Panel characterized the strength of the ribociclib recommendation as conditional,
pending future efficacy data and regulatory updates. Although a formal cost-effectiveness
analysis was out of scope for this update, it could be informative for some decision makers
considering the costs of both medications. Results from longer-term follow-up will further
inform adjuvant therapy decision making.

Weitere Empfehlungen aus den clinical insights:

SPECIAL POPULATIONS: SHOULD CLINICIANS RECOMMEND ADJUVANT CDK4/6
INHIBITORS IN PATIENTS WITH GERMLINE BRCA1/BRCA2 PATHOGENIC VARIANTS?

The OlympiA trial included an especially high-risk population of patients with hormone
receptor—positive, HER2-negative breast cancer and germline BRCA1/BRCA2 variants,
requiring at least four involved nodes or a poor response to neoadjuvant chemotherapy
(clinical and pathologic stage [CPS] and estrogen receptor status and histologic grade [EG]
score of three or higher).!! For high-risk patients outside those criteria, we do not have
sufficient evidence to recommend olaparib, and shared decision making is essential. In
general, we prioritize adjuvant olaparib over a CDK4/6 inhibitor for high-risk patients given
the degree of benefit seen in OlympiA in the BRCA1/BRCA2 population,*! and the
uncertainty about the degree of CDK4/6 inhibitor benefit specifically in BRCA1/BRCA2
germline carriers. There are no data for sequential CDK4/6 inhibitor after olaparib.
However, given that monarchE allowed initiation of adjuvant abemaciclib up to 16 months
after definitive breast cancer surgery and NATALEE allowed initiation of adjuvant ribociclib
up to 12 months after starting ET, sequential therapy could be an option in the highest-risk
and very motivated patients.

SPECIAL POPULATIONS: SHOULD CLINICIANS RECOMMEND ADJUVANT CDK4/6 INHIBITORS
IN MEN?
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There were 20 men (0.4%) included in NATALEE and 36 men (0.6%) included in monarchE.
Although the trials cannot speak to the utility of adjuvant CDK4/6 inhibition in men, we
recommend adjuvant CDK4/6 inhibitors in men, using similar guidelines to women.!?

11. Tutt ANJ, Garber JE, Garber CE Jr: Adjuvant olaparib in BRCA-mutated breast cancer. Reply. N Engl J
Med 385:1440, 2021

12. (siehe unten) Hassett MJ, Somerfield MR, Baker ER, et al: Management of male breast cancer: ASCO
guideline. J Clin Oncol 38:1849-1863, 2020

Hasset MJ et al., 2020 [7].
ASCO
Management of Male Breast Cancer: ASCO Guideline

Zielsetzung/Fragestellung
To develop recommendations concerning the management of male

Guideline Question: What is the optimal management for men with breast cancer including
use of adjuvant endocrine therapy, use of endocrine therapy for advanced or metastatic
disease, targeted therapies, management of treatment-related adverse effects, genetic
testing, and post-treatment surveillance?

Methodik

Grundlage der Leitlinie

e Reprasentatives Gremium enthalt PatV;

e Interessenkonflikte und finanzielle Unabhangigkeit dargelegt;

e Systematische Suche, Auswahl und Bewertung der Evidenz beschrieben;

e Formale Konsensusprozesse und externes Begutachtungsverfahren dargelegt;

e Empfehlungen der Leitlinie sind eindeutig und die Verbindung zu der zugrundeliegenden
Evidenz ist explizit dargestellt;

e RegelmiRige Uberpriifung der Aktualitit gesichert.

Recherche/Suchzeitraum:
e PubMed: January 1, 1998 - September 20, 2019

LoE
Strength of Total Body of Evidence
Rating Definition
High High confidence that the available evidence reflects the true magnitude and direction of the net effect [e.g., balance of

benefits versus harms) and further research is very unlikely to change either the magnitude or direction of this net
effect.

Intermediate | Intermediate confidence that the available evidence reflects the true magnitude and direction of the net effect. Further
research is unlikely to alter the direction of the net effect, however it might alter the magnitude of the net effect.

Lows Low confidence that the available evidence reflects the trus magnitude and direction of the net effect. Further research
may change the magnitude and/or direction of this net effect.

Insufficient Evidence is insufficient to discern the true magnitude and direction of the net effect. Further research may better
inform the topic. Reliance on consensus opinien of experts may be reasonable to provide guidance on the topic unti

better evidence is available.
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Type of
Recommendation

Definition

Evidence-based There was sufficient evidence from published studies to inform a recommendation to guide clinica
practice.

Formal Consensus The available evidence was deemed insufficient to inform a recommendation to guide clinical
practice. Therefore, the expert Panel used a formal consensus process to reach this recommendation,
wihich is considered the best current guidance for practice. The Panel may choose to provide a rating
for the strength of the recommendation (i.e., “strong,” “moderate,” or “weak”). The results of the
formal consensus process are summarized in the guideline and reported in an online data
supplement.

Informal Consensus The available evidence was deemed insufficient to inform a recommendation to guide clinical
practice. The recommendation i considered the best current guidance for practice, based on
informal consensus of the expert Panel. The Panel agreed that a2 formal consensus process was not
necessary for reasons described in the literature review and discussion. The Panel may choose to
provide a rating for the strength of the recommendation (i.e, “strong,” “moderate,” or “weak”).

No There is insufficient evidence, confidence, or agreement to provide a recommendation to guide
Recommendation clinical practice at this time. The Panel deemed the available evidence as insufficient and concluded it
was unlikely that a formal consensus process would achieve the level of agreement nesded for a

recommendation.

Rating for
Strength of Definition
Recommendation
Strong There is high confidence that the recommendation reflects best practice. This is based on: a) strong
evidence for a true net effect (e g, benefits exceed harms); b) consistent results, with no or minor
exceptions; c) minor or no concerns about study quality; and/for d) the extent of panelists’
agreement. Other compelling considerations (discussed in the guideline’s literature review and
analyses) may also warrant a strong recommendation.

Moderate There is moderate confidence that the recommendation reflects best practice. This is based on: a)
good evidence for a true net effect (=.g., benefits exceed harms|; b} consistent results, with minor
andfor few exceptions; ¢) minor andfor few concerns about study quality; and/or d] the extent of
panelists’ agreement. Other compelling considerations {discussed in the guideline’s literature review
and analyses) may zlso warrant a moderate recommendation.

Weak There is some cenfidence that the recommendation offers the best current guidance for practice. This
is based on: a) limited evidence for a true net effect (e.g., benefits exceed harms); b} consistent
results, but with important exceptions; €] concerns about study quality; and/or d) the extent of
panelists’ agreement. Other considerations (discussed in the guideline’s literature review and
anal','!ses] may also warrant a weak recommendation.

Sonstige methodische Hinweise

e Because of the limited evidence available for most of the clinical questions,
recommendations were developed using the ASCO modified Delphi formal consensus
methodology. [...] Ratings for the type and strength of recommendation and quality of
evidence are provided with each recommendation. A “strong” rating was assigned when
the observed consensus agreement was between 90% and 100%; otherwise, a
“moderate” rating was assigned.

Empfehlungen

Clinical questions (1) Which adjuvant endocrine therapy should be offered to men with
earlystage, hormone receptor—positive breast cancer?

Recommendation 1.1. Men with hormone receptor—positive breast cancer who are
candidates for adjuvant endocrine therapy should be offered tamoxifen (Type: formal
consensus; Evidence quality: low; Strength of recommendation: strong).

Recommendation 1.2. Men with hormone receptor—positive breast cancer who are
candidates for adjuvant endocrine therapy but have a contraindication to tamoxifen may
be offered gonadotropin-releasing hormone agonist/antagonist and an aromatase
inhibitor (Type: formal consensus; Evidence quality: low; Strength of recommendation:
moderate).

Literature review and analysis.

Most male breast cancers are hormone receptor positive; about 99% are estrogen receptor
positive and about 81% are progesterone receptor positive.?®

Abteilung Fachberatung Medizin Seite 30



Gemeinsamer
Bundesausschuss

Data on the use of Als in the treatment of men with earlystage breast cancer are sparse.
Population-based series comparing Al and tamoxifen have reported inferior survival among
men with breast cancer who were treated with an AL.>1%2% Adjuvant endocrine therapy is
thus the mainstay of systemic treatment in men with early-stage breast cancer. Tamoxifen
is the preferred adjuvant endocrine therapy based on observational studies that have
suggested a survival benefit.!>242> For this reason, treatment of men with an Al alone is
generally not preferred. However, use of an Al in combination with a GnRH analog is an
acceptable alternative, especially for men who have a contraindication to tamoxifen (eg, a
history of thrombosis).}’Adding the GnRH analog may help overcome the lack of complete
estradiol suppression sometimes seen in men treated with an Al alone.>? Some have argued
in favor of using an Al alone in selected patients, such as those who are unlikely to tolerate
combined therapy, although concerns about the efficacy of this approach persist.

Clinical guestions (2) What is the optimal duration of adjuvant endocrine treatment of men
with early-stage, hormone receptor—positive breast cancer?

Recommendation 2.1. Men who are treated with adjuvant endocrine therapy should be
treated for an initial duration of five years (Type: formal consensus; Evidence quality: low;
Strength of recommendation: strong).

Recommendation 2.2. Men who have completed five years of tamoxifen, have tolerated
therapy, and still have a high risk of recurrence may be offered an additional five years of
tamoxifen therapy (Type: formal consensus; Evidence quality: low; Strength of
recommendation: strong).

Literature review and analysis.

There is no evidence from clinical trials in men with breast cancer to inform clinical
guestions regarding the duration of adjuvant endocrine therapy.

Clinical guestions (3) What is the role of bone-modifying agents in men with early-stage,
hormone receptor—positive breast cancer?

Recommendation 3. Men with early-stage breast cancer should not be treated with bone-
modifying agents to prevent recurrence but could still receive these agents to prevent or
treat osteoporosis (Type: formal consensus; Evidence quality: low; Strength of
recommendation: moderate).

Literature review and analysis.

There is no evidence from clinical trials in men with breast cancer to inform clinical
guestions regarding the use of bone-modifying agents to prevent breast cancer recurrence.

Referenzen aus Leitlinien

2. Giordano SH: Breast cancer in men. N Engl J Med 378:2311-2320, 2018

9. Eggemann H, Altmann U, Costa SD, et al: Survival benefit of tamoxifen and aromatase inhibitor in male
and female breast cancer. J Cancer Res Clin Oncol 144: 337-341, 2018

10. Eggemann H, Ignatov A, Smith BJ, et al: Adjuvant therapy with tamoxifen compared to aromatase
inhibitors for 257 male breast cancer patients. Breast Cancer Res Treat 137:465-470, 2013

12. Giordano SH, Perkins GH, Broglio K, et al: Adjuvant systemic therapy for male breast carcinoma.
Cancer 104:2359-2364, 2005

17. Eggemann H, Bernreiter AL, Reinisch M, et al: Tamoxifen treatment for male breast cancer and risk
of thromboembolism: Prospective cohort analysis. Br J Cancer 120:301-305, 2019

24. Harlan LC, Zujewski JA, Goodman MT, et al: Breast cancer in men in the United States: A population-
based study of diagnosis, treatment, and survival. Cancer 116:3558-3568, 2010

25. Goss PE, Reid C, Pintilie M, et al: Male breast carcinoma: A review of 229 patients who presented to
the Princess Margaret Hospital during 40 years: 1955-1996. Cancer 85:629-639, 1999
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4 Detaillierte Darstellung der Recherchestrategie

Cochrane Library - Cochrane Database of Systematic Reviews (Issue 10 of 12, October
2024) am 28.10.2024

# Suchfragen

1 [mh A”Breast Neoplasms”]

2 (breast OR mamma*):ti,ab,kw

3 (cancer* OR tum*r* OR carcinoma®* OR neoplas* OR adenocarcinoma®* OR

sarcoma* OR lesion®* OR malignan*):ti,ab,kw

#1 OR (#2 AND #3)

#4 with Cochrane Library publication date from Okt 2019 to present

Systematic Reviews in PubMed am 28.10.2024

verwendete Suchfilter ohne Anderung:

Konsentierter Standardfilter fiir Systematische Reviews (SR), Team Informationsmanagement
der Abteilung Fachberatung Medizin, Gemeinsamer Bundesausschuss, letzte Aktualisierung

am 14.02.2023.
# Suchfragen
1 breast neoplasms/therapy[majr]
2 (breast[ti]) OR mamma*[ti]
3 (#2) AND (tumor[tiab] OR tumors[tiab] OR tumour*[tiab] OR carcinoma*[tiab] OR

adenocarcinoma*[tiab] OR neoplas*[tiab] OR sarcoma*[tiab] OR cancer*[tiab] OR
lesion*[tiab] OR malignan*[tiab])

(#3) AND (treatment*[tiab] OR treating[tiab] OR treated|[tiab] OR treat[tiab] OR
treats[tiab] OR treatab*[tiab] OR therapy[tiab] OR therapies[tiab] OR
therapeutic*[tiab] OR monotherap*[tiab] OR polytherap*[tiab] OR
pharmacotherap*[tiab] OR effect*[tiab] OR efficacy[tiab] OR management[tiab]
OR drug*[tiab]))

#1 OR #4

(#5) AND (systematic review[ptyp] OR meta-analysis[ptyp] OR network meta-
analysis[mh] OR (systematic*[tiab] AND (review*[tiab] OR overview*[tiab])) OR
metareview*[tiab] OR umbrella review*[tiab] OR "overview of reviews"[tiab] OR
meta-analy*[tiab] OR metaanaly*[tiab] OR metanaly*[tiab] OR meta-
synthes*[tiab] OR metasynthes*[tiab] OR meta-study[tiab] OR metastudy[tiab] OR
integrative review[tiab] OR integrative literature review|[tiab] OR evidence
review[tiab] OR ((evidence-based medicine[mh] OR evidence synthes*[tiab]) AND
review[pt]) OR ((("evidence based" [tiab:~3]) OR evidence base[tiab]) AND
(review*[tiab] OR overview*[tiab])) OR (review[ti] AND (comprehensive[ti] OR
studies[ti] OR trials[ti])) OR ((critical appraisal*[tiab] OR critically appraise*[tiab]
OR study selection[tiab] OR ((predetermined[tiab] OR inclusion[tiab] OR
selection[tiab] OR eligibility[tiab]) AND criteri*[tiab]) OR exclusion criteri*[tiab] OR
screening criteri*[tiab] OR systematic*[tiab] OR data extraction*[tiab] OR data
synthes*[tiab] OR prisma*[tiab] OR moose[tiab] OR entreq[tiab] OR mecir[tiab] OR
stard[tiab] OR strobe([tiab] OR "risk of bias"[tiab]) AND (survey*[tiab] OR
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Suchfragen

overview*[tiab] OR review*[tiab] OR search*[tiab] OR analysis[ti] OR
apprais*[tiab] OR research*[tiab] OR synthes*[tiab]) AND (literature[tiab] OR
articles[tiab] OR publications[tiab] OR bibliographies[tiab] OR published[tiab] OR
citations[tiab] OR database*[tiab] OR references|tiab] OR reference-list*[tiab] OR
papers[tiab] OR trials[tiab] OR studies[tiab] OR medline[tiab] OR embase[tiab] OR
cochrane[tiab] OR pubmed[tiab] OR "web of science" [tiab] OR cinahl[tiab] OR
cinhal[tiab] OR scisearch[tiab] OR ovid[tiab] OR ebsco][tiab] OR scopus[tiab] OR
epistemonikos[tiab] OR prospero[tiab] OR proquest[tiab] OR lilacs[tiab] OR
biosis[tiab])) OR technical report[ptyp] OR HTA[tiab] OR technology
assessment*[tiab] OR technology report*[tiab])

((#6) AND ("2019/10/01"[PDAT] : "3000"[PDAT]) NOT "The Cochrane database of
systematic reviews"[Journal]) NOT (animals[MeSH:noexp] NOT (Humans[mh] AND
animals[MeSH:noexp]))

(#7) NOT (retracted publication [pt] OR retraction of publication [pt] OR
preprint[pt])

Leitlinien in PubMed am 28.10.2024

verwendete Suchfilter ohne Anderung:

Konsentierter Standardfilter fiir Leitlinien (LL), Team Informationsmanagement der Abteilung
Fachberatung Medizin, Gemeinsamer Bundesausschuss, letzte Aktualisierung am 21.06.2017.

#

Suchfrage

breast neoplasms[majr]

(breast[ti]) OR mamma*]ti]

1
2
3

(#2) AND (((((((((tumor[ti]) OR tumors[ti]) OR tumour*[ti]) OR carcinoma*[ti]) OR
adenocarcinoma®*[ti]) OR neoplas*[ti]) OR sarcoma*[ti]) OR cancer*[ti]) OR
lesion*[ti]) OR malignan*[ti]

#1 OR #3

(#4) AND (Guideline[ptyp] OR Practice Guideline[ptyp] OR guideline*[Title] OR
Consensus Development Conference[ptyp] OR Consensus Development
Conference, NIH[ptyp] OR recommendation*[ti])

(((#5) AND ("2019/10/01"[PDAT] : "3000"[PDAT])) NOT (animals[MeSH:noexp]
NOT (Humans[MesH] AND animals[MeSH:noexp])) NOT ("The Cochrane database
of systematic reviews"[Journal]) NOT ((comment[ptyp]) OR letter[ptyp]))

(#6) NOT (retracted publication [pt] OR retraction of publication [pt] OR
preprint[pt])

Iterative Handsuche nach grauer Literatur, abgeschlossen am 29.10.2024

Arbeitsgemeinschaft der Wissenschaftlichen Medizinischen Fachgesellschaften (AWMF)
Nationale VersorgungsLeitlinien (NVL)

National Institute for Health and Care Excellence (NICE)
Scottish Intercollegiate Guideline Network (SIGN)
World Health Organization (WHO)
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Leitlinienprogramm Onkologie (Deutsche Krebsgesellschaft, Deutsche Krebshilfe, AWMEF)
Alberta Health Service (AHS)

European Society for Medical Oncology (ESMO)

National Comprehensive Cancer Network (NCCN)

National Cancer Institute (NCl)

ECRI Guidelines Trust (ECRI)

Dynamed / EBSCO

Guidelines International Network (GIN)
Trip Medical Database
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