Gemeinsamer
Bundesausschuss

Resolution

of the Federal Joint Committee on an Amendment of the
Pharmaceuticals Directive:

Annex Xl — Benefit Assessment of Medicinal Products with
New Active Ingredients according to Section 35a (SGB \Q.ar@\~
Annex Xlla — Combinations of Medicinal Products W@Q\I\Q?gw

Active Ingredients according to Section 35a SGB \%6\)‘4@

. . .- . N
Alirocumab (new therapeutic indication: \@ @c’}
hypercholesterolaemia, > 8 years to 17 yea@?> O

S P
=) XS
of 6 June 2024 N
At its session on 6 June 2024, the Federal Joint \ni (G-BA) resolved to amend the
Pharmaceuticals Directive (AM-RL) in the versior@ ecember 2008 / 22 January 2009
(Federal Gazette, BAnz. No. 49a of 31 March st amended by the publication of the

resolution of D Month YYYY (Federal Gazeti@ AQ\QT DD.MM.YYYY BX), as follows:

\
o N4

I. In Annex XlI, the following info @3{%\5 all be added after No. 4 to the information on
the benefit assessment of Alj n@ n accordance with the resolution of 2 May 2019:
O

\ .
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Alirocumab

Resolution of: 6 June 2024
Entry into force on: 6 June 2024
Federal Gazette, BAnz AT DD. MM YYYY Bx

New therapeutic indication (according to the marketing authorisation of 15 November N
2023): ~\§ ’
Primary hypercholesterolaemia and mixed dyslipidaemia ®~\~

Praluent is indicated in adults with primary hypercholesterolaemia (heterozyg\a@%n@and
non-familial) or mixed dyslipidaemia, and in paediatric patients 8 years of er with
heterozygous familial hypercholesterolaemia (HeFH) as an adjunct to dletO

- in combination with a statin or statin with other lipid- Iower| G}es in patients
unable to reach LDL-C goals with the maximum tolerated d @étm or,

- alone or in combination with other lipid-lowering therapl n p nts who are statin-
intolerant, or for whom a statin is contraindicated.

% Q(b
Therapeutic indication of the resolution (resolution og&nagu)
Praluent is indicated in paediatric patients 8 to 1 g§f’age with heterozygous familial

hypercholesterolaemia (HeFH) as an adjunct to
- in combination with a statin or stat@f&% er lipid-lowering therapies in patients

unable to reach LDL-C goals W|th um tolerated dose of a statin or,
- alone or in combination with o @owermg therapies in patients who are statin-
intolerant, or for whom a st is éqn raindicated.

1. Additional benefit of t&éﬁe{@\\al product in relation to the appropriate comparator

therapy ((\ QQ
"O

a) Paediatric patiefts 7vears of age with heterozygous familial hypercholesterolaemia
in_ whom d-y&?arv\g}}a medicinal treatment options for lipid lowering have not been

exhausk'%\i,u Q)U
Ap Qri%é})mparator therapy for alirocumab:

%ﬂ@hm tolerated medicinal therapy according to the doctor's instructions, taking
te account statins, cholesterol absorption inhibitors and anion exchangers

@%’ent and probability of the additional benefit of alirocumab compared to the

Q\Qappropriate comparator therapy:

An additional benefit is not proven.
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b) Paediatric patients 8 to 17 years of age with heterozygous familial hypercholesterolaemia
in whom dietary and medicinal treatment options for lipid lowering have been exhausted

Appropriate comparator therapy for alirocumab:
- Evolocumab (10 years and older) or LDL apheresis (as an "ultima ratio" for therapy-
refractory courses), if necessary with concomitant lipid-lowering medicinal therapy
Extent and probability of the additional benefit of alirocumab compared to the
appropriate comparator therapy:

An additional benefit is not proven. @+

N (\
O\?“

a) Paediatric patients 8 to 17 years of age with heterozygous famlllalh@pep@esterolaemla
in whom dietary and medicinal treatment options for Ilpldwg have not been

Study results according to endpoints:?

>\
exhausted @AQ \%
There are no assessable data. 9. ()(b
P
& 2
Summary of results for relevant clinical endpomtb\\ O
Endpoint category Direction of effect/ Summary
risk of bias

Mortality n.a. 9 Qae are no assessable data.
Morbidity n.a. ?\\}‘ ~PiThere are no assessable data.
Health-related quality | & OQV g\\\‘ No data available.
of life P @)
Side effects n.a “ ) (\Q There are no assessable data.

Explanations:
/N statistically significant @élev@posmve effect with low/unclear reliability of data
J: statistically 5|gn|f|canra dr nt negative effect with low/unclear reliability of data

M statistically sig elevant positive effect with high reliability of data
NS statlstlcally (f\and relevant negative effect with high reliability of data
<>: no statisti 5|g ant or relevant difference

&: No dat@‘s}a*ﬁ
n.a.: np@se

QP é

1 Data from the dossier assessment of the Institute for Quality and Efficiency in Health Care (IQWiG) (A23-136)
unless otherwise indicated.
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b) Paediatric patients 8 to 17 years of age with heterozygous familial
hypercholesterolaemia in whom dietary and medicinal treatment options for lipid

lowering have been exhausted

There are no assessable data.

Summary of results for relevant clinical endpoints

7

Endpoint category Direction of effect/ Summary

risk of bias
Mortality n.a. There are no assessable data. ~. 3 !
Morbidity n.a. There are no assessable data. AQ'J R g
Health-related quality | @ No data available. \\\) ?SV
of life ,.\\\) 0
Side effects n.a. There are no assessable d#ta, w3

N

Explanations: 1\

/N statistically significant and relevant positive effect with low/unclear relia@ ﬁ?
J: statistically significant and relevant negative effect with low/unclear r ilit ta
M statistically significant and relevant positive effect with high reIia@i \; o%éa

J L : statistically significant and relevant negative effect with higf‘@e i bi{@d data

<>: no statistically significant or relevant difference . %Q Q)Q
&: No data available. N (bC)
n.a.: not assessable {OQ A
\ ¥ N
SN

<o
2. Number of patients or demarcation @%t@g groups eligible for treatment

a) Paediatric patients 8 to 17 yea r&c@ag&m heterozygous familial hypercholesterolaemia

in whom dietary and mediquT trédatment options for lipid lowering have not been

\J N
exhausted \Q XS
Approx. 950 - 1,170 pati tsg{ﬂ

3

%)
b) Paediatric patienf®8 ta'

years of age with heterozygous familial hypercholesterolaemia

in whom diet_g@"énd‘é?edicinal treatment options for lipid lowering have been exhausted

o) N\
Approx @&ien@\)
N @
N\
Q7 X
3. Rngre ts for a quality-assured application
Q

The reqairements in the product information are to be taken into account. The European

Medﬁi

es Agency (EMA) provides the contents of the product information (summary of

Q@uct characteristics, SmPC) for Praluent (active ingredient: alirocumab) at the following
ubl

icly
15 March 2024):

accessible

link

(last

access:

https://www.ema.europa.eu/en/documents/product-information/praluent-epar-product-

information en.pdf

The prescription restrictions for alirocumab in the Pharmaceuticals Directive Annex Il must

be taken into account.
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4. Treatment costs
Annual treatment costs:

a) Paediatric patients 8 to 17 years of age with heterozygous familial hypercholesterolaemia
in whom dietary and medicinal treatment options for lipid lowering have not been

T

exhausted
Designation of the therapy Annual treatment costs/ patient
Medicinal product to be assessed:
Alirocumab as monotherapy € 2,825.05- € 5,671@\ bs\\
) - 0 \‘
Pravastatin €45.63-€ 68.9!'0\ \\@
Cholestyramine €87.69- € 1372100
e S QO
Ezetimibe € 96.14{(& /\&Q
Alirocumab in combination with other lipid-lowering therapies (including statin)
Alirocumab + pravastatin g‘%]%@'\- €5,740.78
. — Iy G & oy
Alirocumab + pravastatin‘ + ezetimibe ) Cj@ €r2>,$e.82 €5,836.92
Alirocumab + pravastatin? + cholestyramine 0\\ 4 62958.37 -€7,062.89
Alirocumab + pravastatin? + cholestyramine + ezet};ﬁb\e‘ (@ € 3,054.51 - €7,159.03

Alirocumab in combination with other lipid-lowering therapies (except statin)

Alirocumab + ezetimibe NP €2,921.19 - €5,767.98
GQ ‘\Q) ,921. ,767.

Alirocumab + cholestyramine (‘@ K\' €2,912.74 - € 6,993.94

Alirocumab + cholestyramine + ezetfiibe, © €3,008.88 - € 7,090.08

Appropriate comparator therapy:

Monotherapy

N ~
Pravastatin? (O% (.’\\, € 45.63 - € 68.95
: O~ Q" ]

Cholestyramine %@ ‘(‘Q €87.69-€1,322.10

Ezetimibe 07 O €96.14

Combination therapies

Pravastatin’#@zetimibe €141.77 - € 165.09

Prava\sﬁatQé')-l- cholestyramine €133.32-€1,391.05

. 2 . . . _

Pra}/‘&m + cholestyramine + ezetimibe €229.46-€1,487.19

,’R ﬁ{nibe + cholestyramine €183.83-€1,418.24

<éosts after deduction of statutory rebates (LAUER-TAXE®) as last revised: 1 May 2024

2 Pravastatin is shown as example for the statin group.
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b)

Paediatric patients 8 to 17 years of age with heterozygous familial hypercholesterolaemia

in whom dietary and medicinal treatment options for lipid lowering have been exhausted

Courtesy translation — only the German version is legally binding.

Designation of the therapy Annual treatment costs/ patient
Medicinal product to be assessed:
Alirocumab as monotherapy €2,825.05-€5,671.83
Pravastatin? €45.63 - €68.95 N
Cholestyramine €87.69-€1,322.10 , 4
Ezetimibe €96.14 . OQ Ag\
LDL apheresis €23,150.18 - € 6&}2.\?‘
Alirocumab + LDL apheresis € 25,975. 23Aé)3d€3 5
Alirocumab in combination with other lipid-lowering therapies (including statin) including LDL
apheresis
Alirocumab + pravastatin® + LDL apheresis a&%EQ@\—% 73,262.90
Alirocumab + pravastatin? + cholestyramine + LDL apheresis _ %:{56(@'.‘55 -€74,585.00
Alirocumab + pravastatin? + ezetimibe + LDL apheresis . O‘Q‘O 5\2%,"117.00 -€73,359.04
Alirocumab + pravastatin? + ezetimibe + choIestyramir‘;Q{kY’Dl(b‘;E/26,204.69 -€74,681.15
apheresis N\
Alirocumab in combination with other lipid-lowering therapies (excluding statin) including LDL
apheresis
Alirocumab + ezetimibe + LDL apheresis (37 (& € 26,071.37 - € 73,290.10
Alirocumab + cholestyramine + LDL ggresish, € 26,062.92 - € 74,516.06
Alirocumab + ezetimibe + choleété‘n;ipé} ‘L'DL—apheresis € 26,159.06 - € 74,612.20
Appropriate comparator therapy:
Evolocumab (10 years (@‘der vLDL apheresis (as an "ultima ratio" for therapy-refractory
courses), if necessary uﬁ mitant lipid-lowering medicinal therapy
Evolocumab as m&%%e{ €5,360.07 -€5,781.14
LDL aphere%s\\'&\on@\)erapy €23,150.18 - €67,522.12
N\ O
Pravasta}i@ ,{S\ €45.63 - €68.95
Cho ami@ €87.69-€1,322.103
v —O
Ezetimibe(™ €96.14
Evolocumab if necessary + concomitant lipid-lowering medicinal therapy (including statin)
,.;S@I‘bfcumab if necessary + pravastatin? €5,405.70 - € 5,850.09

&Evolocumab if necessary + pravastatin? + ezetimibe €5,501.84 - €5,946.23
Evolocumab if necessary + pravastatin®+ cholestyramine €5,537.24-7,172.19
Evolocumab if necessary + pravastatin? + ezetimibe + €5,633.38-€7,268.34
cholestyramine
Evolocumab if necessary + concomitant lipid-lowering medicinal therapy (except statin)

3 The lower limit for 10-year-old children is €131.54 and is within the range shown.
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Evolocumab if necessary + ezetimibe €5,456.21-€5,877.28
Evolocumab if necessary + cholestyramine €5,491.61-€7,103.25
Evolocumab if necessary + ezetimibe + cholestyramine €5,587.75 - €7,199.39
LDL apheresis if necessary + concomitant lipid-lowering medicinal therapy (including statin)
LDL apheresis if necessary + pravastatin? € 23,195.81 - £ 67,591.07
LDL apheresis if necessary + pravastatin? + ezetimibe € 23,291.95-€67,687.21 {
LDL apheresis if necessary + pravastatin®+ cholestyramine € 23,283.50 - €£68,913.17 _‘:‘.
LDL apheresis if necessary + pravastatin? + ezetimibe + € 23,379.64 - €69 00%3‘? (\
cholestyramine \\‘
LDL apheresis if necessary + concomitant lipid-lowering medicinal therapy (except stat/n)
)
LDL apheresis if necessary + ezetimibe € 23,246. ‘? 6 .26
1ol R
LDL apheresis if necessary + cholestyramine € 23,% 7/—\ ,844.22
LDL apheresis if necessary + ezetimibe + cholestyramine %&3&\8} € 68,940.37
Costs after deduction of statutory rebates (LAUER-TAXE®) as last revise(fa M 24
\\}\
Costs for additionally required SHI services: not ap@a
5. Designation of medicinal products witl’@ew e ingredients according to Section 353,
paragraph 3, sentence 4 SGB V t @an@e used in a combination therapy with the
assessed medicinal product @ &\‘9
In the context of the demgnatm@ cmal products with new active ingredients pursuant
to Section 35a, paragraph 3 &o n‘sé)l SGB V, the following findings are made:

a) Paediatric patients 8(‘@‘1742&5 of age with heterozygous familial hypercholesterolaemia
in_ whom dletarv(g&d fﬁvedlcmal treatment options for lipid lowering have not been
exhausted ) \Q\

The follow inal products with new active ingredients that can be used in a
combln@ n t@rapy with alirocumab in the therapeutic indication of the resolution on
the oﬁ@‘e marketing authorisation under Medicinal Products Act are named (active
% e,@and invented names) in accordance with Section 35a, paragraph 3, sentence
4 B

@olocumab (Repatha) [10 years and older]
,b%

)\ Paediatric patients 8 to 17 years of age with heterozygous familial hypercholesterolaemia
in whom dietary and medicinal treatment options for lipid lowering have been exhausted

The following medicinal products with new active ingredients that can be used in a
combination therapy with alirocumab in the therapeutic indication of the resolution on
the basis of the marketing authorisation under Medicinal Products Act are named (active
ingredients and invented names) in accordance with Section 35a, paragraph 3, sentence
4 SGB V:

evolocumab (Repatha) [10 years and older]
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The designation of combinations exclusively serves the implementation of the combination
discount according to Section 130e SGB V between health insurance funds and pharmaceutical
companies. The findings made neither restrict the scope of treatment required to fulfil the
medical treatment mandate, nor do they make statements about expediency or economic
feasibility.

II. In Annex Xlla of the Pharmaceuticals Directive, the following information shall be added \\
in alphabetical order:
Q@‘ ®+
"Active ingredient of the assessed medicinal product s’\\O (\Q
Alirocumab 0\0 Q\v
Resolution according to Section 35a paragraph 3 SGB V from Q@ C}'\Q
6 June 2024 \K .&Q
{b‘ Q\
Therapeutic indication of the resolution AQ 5

Praluent is indicated in paediatric patients 8 to 17 years a&@gec@t heterozygous familial
hypercholesterolaemia (HeFH) as an adjunct to diet: @CO 0\3

- in combination with a statin or statin with
unable to reach LDL-C goals with the maxj
- alone or in combination with other lipid¢loweyi
intolerant, or for whom a statin is c% i

igid-lowering therapies in patients
ated dose of a statin or,
therapies in patients who are statin-
ed.

N
Patient group a ng ‘QQ)
Paediatric patients aged 8 to 17 ye&rs v&%eterozygous familial hypercholesterolaemia in
whom dietary and medicinal treatiengoptions for lipid lowering have not been exhausted

Naming of medicinal produc@vitt@gv active ingredients according to Section 353,
paragraph 3, sentence 4 S@V (@\ive ingredients and invented names?)

R\
evolocumab (Repath@ﬁ&) @rs and older]
Period of validitv‘,coﬁj%ef\fe@fgnation (since... or from... to)

_ N)
Since 6 June.Z\Q@' @)

N 2
Patient b\\g\

Paedgﬂic @\nents aged 8 to 17 years with heterozygous familial hypercholesterolaemia in
whom dié@ry and medicinal treatment options for lipid lowering have been exhausted

Namid2 of medicinal products with new active ingredients according to Section 353,
pafdsraph 3, sentence 4 SGB V (active ingredients and invented names?)

<g\/olocumab (Repatha) [10 years and older]
Period of validity of the designation (since... or from... to)
Since 6 June 2024

The designation of combinations exclusively serves the implementation of the combination
discount according to Section 130e SGB V between health insurance funds and pharmaceutical
companies. The findings made neither restrict the scope of treatment required to fulfil the

8
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medical treatment mandate, nor do they make statements about expediency or economic
feasibility.

. The resolution will enter into force on the day of its publication on the website of
the G-BA on 6 June 2024.

The justification to this resolution will be published on the website of the G-BA at www.g- ~\§\
ba.de.

o OF
Berlin, 6 June 2024 \s)\\ \?\
o \Q
N
@’ &
Federal Joint Committee (G-BA) (&& \\@
in accordance with Section 91 SGB \@\ Q
The Chair Q) \%
@Q.c,@
Prof. Hecken & X3
&2 °
N\
QK ,00
N &
P2
C) Q
@ <
@
P &
o~ O
»
xR0
Q¥ @
&
BN
o° Q&
" @&
9 K
9 S
Q° A
X, @)
N
Q)(\@ $
N2
%Q)
{3
%
Q\
9
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