Gemeinsamer

ReS O | U t | O n Bundesausschuss

of the Federal Joint Committee (G-BA) on an
Amendment of the Pharmaceuticals Directive
(AM-RL):

Annex XlI — Benefit Assessment of Med|C|r@>.\.
Products with New Active Ingredients Arobgcﬁng
to Section 35a SGB V Abemaciclib QQ@\?‘
(Reassessment after the Deadline: I%:&)@S*
Cancer, HR+, HER2-, Comblnatlor@jﬁésﬁ'
Fulvestrant) ,0 (§o

\\.

s\\

of 3 September 2020 (\ ®\>

At its session on 3 September 2020, the Feder,%\@)llgéf@%)mmlttee (G-BA) resolved to amend
P

the Directive on the Prescription of Medjcif@a ucts in SHI-accredited Medical Care
(Pharmaceuticals Directive, AM-RL) in the ted 18 December 2008/22 January 2009
(Federal Gazette, BAnz. No. 49a of 31 roQ 09), as last amended on DD Month YYYY
(Federal Gazette, BAnz AT DD MMX} BQS) as follows:

I. With therepeal of the Ilm@on f@ patient groups al, bl and b2, the findings set out
in Annex Xll for the a %@ ient abemaciclib as amended by the resolution of 2
May 2019 shall rem the Pharmaceuticals Directive in accordance with the
following amend S:Q\

1. The informati %r @'maciclib on the date and entry into force of the resolutions is
adopted as fo \\

Resoluno%@ 2 Méy 2019
Entry i 2 May 2019
Fed @)UE% ggg BAnz AT 28 June 2019 B5

% oI of 5 December 2019
ntrgjnto force on: 5 December 2019

Q) ral Gazette, BAnz AT 24 December 2019 B5
Q Resolution of: 3 September 2020

Entry into force on: 3 September 2020

Federal Gazette, BAnz AT DD MM YYYY Bx
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2. The following findings are added to the findings under “Approved therapeutic
indication (according to the marketing authorisation of 27 September 2018)":

The following sentence is hereby supplemented to the information contained in the point
above:

“The resolution of 3 September 2020 relates exclusively to the assessment of the additional
benefit of abemaciclib in combination with fulvestrant in the following sub- populatlor@ P§~
postmenopausal women as initial endocrine-based therapy, b1) postmenopausal ’
have received prior endocrine therapy and b2) pre- or perimenopausal Womeméi h
received prior endocrine therapy.” Q

0

3. The findings under “1. Additional benefit of the medicinal prgugt Velatlon to
fulvestrant” for the patient populations “al)”, “b1)” and “b2)” are uJ.g d as follows

al) Postmenopausal women with hormone receptor (HR)- pp,ﬁnvg\fq%Rz -negative locally
advanced or metastatic breast cancer who have nolc.yet réclﬂved initial endocrine-

based therapy fb (g
Appropriate comparator therapy: (\s\\ \&\\O

- anastrozole or ‘Q® Q

- letrozole or (0

- fulvestrant or

- tamoxifen, if aromatase man@ e@approprlate

Extent and probability oi@b a@tlonal benefit of abemaciclib in combination
with fulvestrant comp wittsfulvestrant:

y SN
An additional benef@s not\ ven
bl) Postmenop@&al )A&men with hormone receptor (HR)-positive, HER2-negative locally
advancegLGr m@ktatlc breast cancer who have received prior endocrine therapy

Appra%rla@)omparator therapy:

rthe@ndocrlne therapy depending on the previous therapy with:

\\O mOX|fen or
\0 O\anastrozole or
@@ Q)(\ fulvestrant; only for patients with relapse or progress after anti-oestrogen treatment
Q ) or
D7 - letrozole; only for patients with relapse or progress after anti-oestrogen treatment
Q\® or
- exemestane; only for patients with progress after anti-oestrogen treatment or
- everolimus in combination with exemestane; only for patients without symptomatic
visceral metastasis after progression after a non-steroidal aromatase inhibitor
Extent and probability of the additional benefit of abemaciclib in combination
with fulvestrant compared with fulvestrant:
Hint for a minor additional benefit
2 Last revised: 31.08.2020

Courtesy translation — only the German version is legally binding.



b2) Pre- or perimenopausal women with hormone receptor (HR)-positive, HER2-negative

locally advanced or metastatic breast cancer who have received prior endocrine
therapy

Appropriate comparator therapy:

Endocrine therapy according to the doctor’'s instructions, taking into account the
respective marketing authorisation.

Tamoxifen, letrozole, exemestane, megestrol acetate, and medroxyproge r.orQ
acetate are approved for the present therapeutic indication” & _\} :

Q" ot
O Y
Extent and probability of the additional benefit of abemacicli%{pco@nation
with fulvestrant compared with the appropriate comparator the! py\?”

. . @Q QA
An additional benefit is not proven ((\ C’)Q
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Study results according to endpoints:?

al) Postmenopausal women with hormone receptor (HR)-positive, HER2-negative locally
advanced or metastatic breast cancer who have not vet received initial endocrine-
based therapy:
MONARCH2 study: Abemaciclib + fulvestrant vs placebo + fulvestrant
Study design: randomised, double-blind, two-armed
Relevant sub-population: Postmenopausal patients as initial endocrine-based {@raQ(.
(52.5 % of the study population) 6\} J‘.
: %)

Mortality ) 0()

Endpoint Abemaciclib + Abemaciclib Intervention vs

fulvestrant

control

N Median time to N Median time to Hazard Ratio
event in months event in months [95% CI]°
[95% CI]° [95% CI]P p value
. . . . Absolute
Patients with Patients with event , a
event n (%) n (%) difference (AD)
. <] .
Overall survival O qu
246 43.96 @% o~ 37.25 0.82
[37.78; 51.65] . & 6‘ [33.04; 48.89] [0.61;1.10]
123 (50.0)30 \A@ 68 (53.1) 0.186
SRS
- \\Q’ <
Morbidity Q) O
Endpoint Abemaciclib + Fulvestrant Intervention vs
fulvestrant control
N Median time to N Median time to Hazard Ratio
event in months event in months [95% CI]°
[95% CI]° [95% CI]P p value
. . . . Absolute
Patients with Patients with event : a
event n (%) n (%) difference (AD)
U -
Prog&&q&@ee survival (PFS)®
\Y
O Q) 246 16.44 128 11.08 0.596
\\} \ [14.17;19.73] [7.43; 15.91] [0.467; 0.761]
"o< (\ 163 (66.3) 109 (85.2) <0.0001
Qg) o,Q’ AD: +5.4 months
\Qarime to first subsequent chemotherapy®
Q 246 25.81 128 22.13 0.730
[19.63; 32.19] [16.60; 26.37] [0.562; 0.947]
148 (60.2) 92 (71.9) <0.0175
AD: +3.68 months

Endpoint

Abemaciclib +
fulvestrant

Fulvestrant

Intervention vs
control

1 Data from the dossier assessment of the IQWIG (A20-32) unless otherwise indicated.
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Median time to

Median time to

Hazard Ratio

event in months event in months [95% CI]°
[95% Cl]° [95% CI]P p value?
. . . . Absolute
Patients with Patients with event : a
event n (%) n (%) difference (AD)
Symptomatology — time until permanent deterioration f
Symptom scales of the EORTC QLQ-C30 O .\
AN
Fatigue 245 41.33 128 22.59 2
[32.48; 52.08] [11.51; 39.19] Q, "1
90 (36.7) 53 (41.4) .00,
FaN
Y -
Nausea/vomitin 245 n.a. 128 30.71 Q ?&54
g [47.67; n.c.] [22.68; 46. 09]®0', A@.35; 0.84]
50 (20.4) 35 (27. 3 \} 0.006
Pain 245 51.85 128 \\Q’ 0.69
[42.90; n.c.] [17 @ [0.46; 1.04]
64 (26.1) ,f&‘b 29\ 0.075
Dyspnoea 245 47.21 128 1.16
[42.84; 51.35] < 7 n.c.] [0.72; 1.88]
65 (26.5) @ 3 (18.0) 0.540
v ’2}
Insomnia 245 51.85 Q’}lz%‘ n.a. 0.71
[46,88: n.cg\‘ﬁ\ 7 [30.08: n.c.] [0.43; 1.16]
47 (19. < 25 (19.5) 0.169
O
Loss of appetite 245 W.U Z 128 48.46 0.93
[47°05! ﬁ\ [27.68: n.c] [0.58; 1.49]
G o \(2 ) 26 (20.3) 0.768
Constipation 245 e}\ \-h.a. 128 49.74 0.53
((\O 67;n.c] [35.97; n.c] [0.31; 0.90]
R 1\ 33(135) 24 (18.8) 0.017
. Py AN
Diarrhoea @QJ 2@0 49.91 128 n.a. 2.13
Q && [44.48; n.c.] [48.46; n.c.] [1.21; 3.75]
o O 65 (26.5) 15 (11.7) 0.007
AR
Sym@h seg-bs of the EORTC QLQ-BR23
ef S of 245 42.77 128 38.96 1.17
() &D: [39.42; n.c.] [23.01; n.c.] [0.76; 1.79]
Htr ,t ent 76 (31.0) 30 (23.4) 0.488
i/Breast 245 n.a. 128 n.a. 0.50
symptoms [53.03; n.c.] [32.22; n.c.] [0.28; 0.90]
28 (11.4) 20 (15.6) 0.020
Arm symptoms 245 51.52 128 25.12 0.48
[41.03; n.c.] [13.18; 40.37] [0.33; 0.70]
65 (26.5) 51 (39.8) <0.001
AD: +26.4 months
Endpoint Abemaciclib + Fulvestrant Intervention vs
fulvestrant control
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Median time to
event in months
[95% Cl]°

Patients with
event n (%)

Median time to
event in months
[95% CI]P

Patients with event

n (%)

Hazard Ratio
[95% CI]°
p value?
Absolute
difference (AD)?

Burden of hair
loss

No usable data"

Health status® \0\\$ \\
EQ-5D VAS (time until deterioration by 2 7 points)« ~Q o+
\¥/ \4
245 48.36 128 24.23 ©
[45.70; n.a.] [16.67; 48.89] Q - 0.85]
66 (26.9) 48 (37.5) (\" @)* 0.004
Qo L = 24.1 months
EQ-5D VAS (time until deterioration by 2 10 points)* > &
Q- (time until deterioration by = 10 points) Q,'% R
245 48.36 128 @7 A 0.58
[45.70; n.a] ‘\['&7&? 1 [0.40; 0.85]
63 (25.7) N 4635.9) 0.005
h<\\® \} AD = 21.6 months

EQ-5D VAS (mean change over the course Qﬁbe sl@g{/)

Analyses of difference e ues are not available.
O'Q‘(\"
b®
Health-related quality of Iﬁ%\\ . (\Q
Endpoint Abemaciclib + Fulvestrant Intervention vs
fulvestrant control
N Median time to N Median time to Hazard Ratio

event in months
[95% CI]°

Patients with
event n (%)

event in months
[95% CI]P

Patients with event

n (%)

[95% CI]°

p value

Absolute
difference (AD)?

\@}alt@*gated quality of life — time until permanent deterioration?

O
@6 G@éral health status and functional scales of the EORTC QLQ-C30
Q~ e‘&?obal health 245 45.99 128 32.48 0.84
Q\ status [40,31; n.c] [22,68; n.c.] [0.56; 1.26]
71 (29.0) 36 (28.1) 0.390
Endpoint Abemaciclib + Fulvestrant Intervention vs
fulvestrant control
N Median time to N Median time to Hazard Ratio
event in months event in months [95% CI]°
[95% Cl]P [95% CI]P p value?
Absolute
difference (AD)?
6 Last revised: 31.08.2020
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Patients with Patients with event
event n (%) n (%)
Physical 245 47.67 128 4478 0.85
functioning [39.81; n.c.] [26.76; n.c.] [0.56; 1.29]
66 (26.9) 34 (26.6) 0.452
Role functioning | 245 47.67 128 40.37 0.72
[38.93; 55.59] [22.16; 49.74] [0.49; 1@]
71 (29.0) 42 (32.8) _ N
| W 2
Emotional 245 55.13 128 51.91 Qf).szg‘r
functioning [51.85: 55.59] [51,91: n.c] 0’5334s)
48 (19.6) 23 (18.0) Q\ 5
y‘. \\‘
Cognitive 245 50.43 128 44.78 QQ \@ 076
functioning [43.30; n.c.] [25.05; 54.@ (.\\ [0.50; 1.14]
65 (26.5) 37 (289" e = 0177
! S
Social 245 51.85 128 ‘94 Q 0.58
functioning [44.48; n.c.] [ ; 4G280] [0.39; 0.87]
63 (25.7) s\’\\ 2 (32:8) 0.007
\Q > AD: +18.6 months
Functional scales of the EORTC QLQ-BR23 \QQ m()
Body image 245 n.a. Q’}lZ&ﬂQ 44.78 0.87
[43.50; n.cé,o (\fb [37.58: n.c.] [0.55: 1.37]
58 (23(2}2} Q 28 (21.9) 0.542
Sexual 245 . \(\Q 128 n.a. 1.07
functioning 8 1 s)\' 15 (11.7) [0.58; 1.98]
@ O 0.827
S
Sexual e}\ %\O No usable datah
enjoyment &O 0&
N .A\"
Future 0(‘245\ n.a. 128 54.81 1.0
perspective @J Q)Q [51.85; n.c.] [40.60; 54.81] [0.56; 1.78]
r‘Q \& 38 (15.5) 17 (13.3) 0.987
7 O
@
S
swg\éff&%
| Endpoint Abemaciclib + fulvestrant Fulvestrant Intervention vs
Q.Q control
[
Q\e N | Median time to event| N |Median time to event Hazard Ratio
in months in months [95% CI]°
[95% ClI]P [95% ClI]P p value?
. . . . Absolute
Patients with event n Patients with event n : a
(%) (%) difference (AD)
Adverse events in total (presented additionally)
245 0.13 128 0.58 -
[0.10; 0.13] [049; 0.95]
242 (98.8) 117 (91.4)
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@0[\

Q¥

Serious adverse events (SAES)

245 n.a. 128 51.98 1.96
[36.82; n.c.] [42.51; n.c.] [1.17; 3.30]
72 (29.4) 18 (14.1) 0.009
Severe adverse events (CTCAE grade 2 3)
245 3.72 128 42.51 3.39
[2.73; 5.56] [20.84; n.c.] [2.37; @]
166 (67.8) 38 (29.7) & JE
AD: é m
Therapy discontinuation due to adverse events' O Q
245 n.a. 128 ?3 50
52 (21.2) 7 (5 5) @Q 4@1 59; 7.72]
. <0.001
Specific adverse events \&6
Neutropoenia 245 no data available 128 no 9&? @33 e no data available
(PT, CTCAE 62 (25.3) }§
grade = 3) \\
Diarrhoea (PT, 245 | no data available 12@\\ n a available no data available
CTCAE grade = 35 (14.3) Q Q> 1(08)
3) S

a Absolute difference (AD) given only in the 6 a@@aﬂstically significant difference; own
calculation

b Median time to event and associated 9@0 ere estimated using the Kaplan-Meier method

¢ Effect and CI: Cox proportional h m@, unstratified Cox proportional hazards model

d p value: unstratified log-rank te

¢ Information from the dossieg: e Qnaceutical company

fA permanent deterioration de i as an increase of at least 10 points compared to the
baseline without subseq vement to a score below this level. Deaths were not counted as
a result.

9 A permanent dete i v\bs defined as a decrease of at least 10 points compared to the
baseline Wltho &ﬂt improvement to a score above this level. Deaths were not counted as
a result.

h For the E BR23 scales evaluating the extent to which patients were burdened by hair
loss a é?ey experienced sexual pleasure during the period of treatment, the presented
data s@le as the percentage of patients included in the evaluation was very low.

Dis inu \%1 of at least one of the two medications

@ b{?C has not submitted any time-to-event analyses, by way of exception, the patient

pu ns experiencing the specific listed side effects in the study groups are presented.
B A d@’ease of the score by 7 points or 10 points compared with baseline was considered a
rioration
me to deterioration defined as an increase of 2 points (on the symptom scale “strongest pain in
the last 24 hours”) from baseline or increase in pain medication use by more than 1 level; death is
not considered as an event and is censored.

Abbreviations used:

AD = absolute difference; CTCAE = Common Terminology Criteria for Adverse Events; EORTC QLQ-
C30: European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire
Cancer-30; EORTC QLQ-BR23: European Organisation for Research and Treatment of Cancer
Quality of Life Questionnaire-Breast Cancer 23; EQ-5D: European Quality of Life Questionnaire-5
Dimensions; HR = hazard ratio; Cl = confidence interval; mBPI_SF: modified Brief Pain Index — Short
Form; N = number of patients evaluated; n = number of patients with (at least one) event; n.c. = not
calculable; n.a. = not achieved; PT = preferred term; RCT = randomised controlled trial; SAE = serious

adverse event; AE = adverse event; VAS = visual analogue scale; vs = versus
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Summary of results for relevant clinical endpoints

Endpoint category Direction | Summary

of effect/

Risk of

bias
Mortality - No differences relevant for the benefit assessnsgbt ~\>
Morbidity 1 Benefits in health status and symptomatolog@ 0'\‘

Health-related quality — No differences relevant for the benefit 66 %
of life

Side effects 1 Detriments in the endpoints o A%’verse events
(SAEs), severe AEs ( CTCA%@: , and therapy
discontinuation due to AEs a'g lém detail for specific
AEs 2

Explanations: (0.% \(9

1: statistically significant and relevant positive effect with I eliability of data

|: statistically significant and relevant negative effect w @bw/ ar reliability of data
11: statistically significant and relevant positive effect @i eliability of data

L |: statistically significant and relevant negative e{e &angh reliability of data

< no statistically significant or relevant d|ffew

. There are no usable data for the benefit

n.a.: not assessable A(\

\QQ; ‘Q

bl) Postmenopausal wome,smlth Kormone receptor (HR)-positive, HER2-negative locally

advanced or metastaii‘gﬁre@ cancer who have received prior endocrine therapy

MONARCH2 st A%{%’aciclib + fulvestrant vs placebo + fulvestrant
Study deS|g ndQﬁlsed double-blind, two-armed

Releva (u\atlon Postmenopausal patients who have received prior endocrine
thera% of the study population)
‘Q\
Mortg(@
Endpoint Abemaciclib + Fulvestrant Intervention vs
6( fulvestrant control
<
Q~ ) N Median time to N Median time to Hazard Ratio
\Q event in months event in months [95% CI]°
1% [95% CI]° [95% CI]P p valued
Patients with event Patients with event diffﬁrgrslgleuEZD)a
n (%) n (%)
Overall survival
144 48.82 66 34.78 0.67
[35.18; n.c.] [28.83; 41.29] [0.46; 0.98]
66 (45.8) 44 (66.7) 0.037

AD = 14 months
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Morbidity

event in months
[95% CI]°

Patients with event
n (%)

event in months
[95% CI]P

Patients with event

n (%)

Endpoint Ribociclib + fulvestrant Fulvestrant Intervention vs
control
N Median time to N Median time to Hazard Ratio
event in months event in months [95% CI]°
[95% CI]° [95% CI]P p value
. . . . Absolute
Patients with event Patients with event . a
n (%) n (%) difference (AD)
Progression-free survival (PFS)® 6\)
144 16.14 66 6.84 OO Q‘@
[12.0; 19.69] [4.14; 9.47] Q\O ;70.659]
103 (71.5) 59 (89.4) (\ 0001
@ \ ”+ 9.3 months
. . \
Time to first subsequent chemotherapy® @@ \(‘Q
144 21.07 66 2 0.497
[17.72; 25.71] [ ; 195D7] [0.356; 0.694]
89 (61.8) ’\\, 8 (8?.9) <0.0001
<\®$\ N AD: +10.6
72N (74) months
(\Q ~ 0
Endpoint Abemaciclib + Fulvestrant Intervention vs
fulvestrant control
N Median time to N Median time to Hazard Ratio

[95% CIJ°

p value

Absolute
difference (AD)?

Symptomatology 1€§h\

Q@I permanent deterioration9

Symptom scalgof }pé\\‘tomc QLQ-C30

Fatigue @ | 51313 22.8 66 7.59 0.68
(b C [14.60; 29.95] [4.67; 28.47] [0.45; 1.01]
71 (49.7) 37 (56.1) 0.054
w a{@mltln 143 44,94 66 28.47 0.49
o) [41.46; n.c.] [9.63; n.c.] [0.28; 0.86]
@ 32 (22.4) 21 (31.8) 0.011
Q‘Q "O AD = 16.5 months
2
\@ Pain 143 44,19 66 22.95 0.49
Q [29.95; n.c.] [12.69; 37.48] [0.29; 0.80]
41 (28.7) 26 (39.4) 0.004
AD = 21.2 months
Dyspnoea 143 44.94 66 n.a. 0.93
[33.37; 49.02] [23.97; n.c.] [0.52; 1.67]
44 (30.8) 16 (24.2) 0.809
Insomnia 143 41.95 66 34.95 0.58
[34.32; n.c.] [15.72; n.c.] [0.33; 1.03]
36 (25.2) 18 (27.3) 0.062
10 Last revised: 31.08.2020
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Loss of appetite | 143 39.65 66 34.95 0.60
[28.47; n.c.] [9.27; n.c.] [0.35; 1.01]
43 (30.1) 22 (33.3) 0.051
Constipation 143 n.a. 66 n.a. 0.54
[38.96; n.c.] [15.68; n.c.] [0.29; 1.03]
29 (20.3) 15 (22.7) 0.057
Diarrhoea 143 45.40 66 n.a. 1.27
[38.96: 54.41] [23.05: n.c] [0.66; 24] "\
42 (29.4) 12 (18.2) (@% “\~
9 T
Symptom scales of the EORTC QLQ-BR23 O Q)
Side effects of 143 40.70 66 28.47 \Q\ 25\07
systemic [25.32; 49.02] [13.87; n.c.] Q\ 1;1.89]
treatment 52 (36.4) 16 (24. 2%@ \34 0.820
Breast 143 n.a. 66 &Q 0.71
symptoms 13 (9.1) [23 e®\ [0.25; 2.06]
0.531
&\ ('(b
Endpoint Abemaciclib + Fulvestrant Intervention vs
fulvestrant control
N Median time to N Median time to Hazard Ratio
event in months event in months [95% CI]°
[95% CI]P [95% CI]P p value?
Patients with event Patients with event diffﬁrgrslgleuEZD)a
n (%) n (%)
(@) N
Arm symptoms 143 | .. @3 43 66 37.48 0.85
1 0128,98:°50.63] [16.57: n.c] [0.48; 1.53]
O
@) (30.1) 16 (24.2) 0.592
A‘ 2]
Suffering due to (\Q AQ) No usable data"
hair loss @ o
0

U & 4 -
Health statu%Q \Kw

until deterioration Yy poms
EQ-5D (n(é til det tion by 2 7 points)X

(\ O ] 143 27.65 66 16.6 0.89
Q, [16.60; 38.73] [12.69; 34.95] [0.55; 1.45]
\0 o 62 (43.4) 23 (34.8) 0.632
9 : . o R
Q‘Q %@SD VAS (time until deterioration by 2 10 points)
\@0 143 30.44 66 19.36 0.88
1% [16.60; 38.73] [12.69; 34.95] [0.54; 1.43]
61 (42.7) 23 (34.8) 0.596

EQ-5D VAS (mean change over the course of the study)

Analyses of differences in mean values are not available.
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Health-related quality of life

Endpoint Abemaciclib + Fulvestrant Intervention vs
fulvestrant control
N Median time to N Median time to Hazard Ratio
event in months event in months [95% CI]°
[95% CI]° [95% CI]P p value
. . . . Absolute
Patients with Patients with event : a
event n (%) n (%) difference (AD)
Health-related quality of life — time until permanent deterioration? 0‘6\) _\:\‘
~ J
General health status and functional scales of the EORTC QLQ-C30 (‘O J\\Q
Global health 143 30.81 66 14.56 x| .63
status [19.27; 38.96] [5.98; 28.47] @Q <A .40; 1.00]
57 (39.9) 28 (42.4 (.\§ 0.049
@% . \QJ AD: 16.3 months
BaReN
Endpoint Abemaciclib + Fulvestrant Intervention vs
fulvestrant control
N Median time to N Median time to Hazard Ratio
event in months event in months [95% CI]°
[95% Cl]P [95% CI]P p value?
Patients with event Patients with event diffﬁrgrslgleuEZD)a
n (%) n (%)
i [ 4
Physical 143 44%99 @ | 66 28.47 0.54
functioning [27€p8! I& [9.27: n.c] [0.31; 0.92]
.37 (289) 22 (33.3) 0.021
RS AD = 16.4 months
. U N\
Role functioning 1‘@) ©'35.97 66 19.89 0.72
QQ[ 7.29; 44.94] [7.99; 33.11] [0.45; 1.16]
SO 7 56(39.2) 26 (39.4) 0.180
) %] N
Emotional O \&gé 44.22 66 23.05 0.47
functionin%% N [29.95; n.c.] [13.18; 37.48] [0.27; 0.81]
N @C’ 37 (25.9) 22 (33.3) 0.005
‘\O(\ \\Q AD = 21.2 months
®gni V@ 143 33.93 66 16.57 0.66
éﬁun iQAiNg [19.76; 41.46] [9.63; 28.47] [0.40; 1.06]
Q~® CJQ’ 52 (36.3) 25 (37.9) 0.085
e‘&ocial 143 31.23 66 23.05 0.79
Q\ functioning [22.75; 46.55] [12.69; n.c.] [0.48; 1.29]
53 (37.1) 23 (34.8) 0.338
Functional scales of the EORTC QLQ-BR23
Body image 143 n.a. 66 34.55 1.10
[24.89; n.c.] [17.06; n.c.] [0.59; 2.07]
40 (28.0) 13 (19.7) 0.763
Sexual 143 n.a. 66 42.41 0.62
functioning 17 (11.9) [42.41; n.c.] [0.26; 1.46]
8 (12.1) 0.270
12 Last revised: 31.08.2020
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Sexual No usable data"
enjoyment
Future 143 41.72 66 n.a. 1.53
perspective [32.38; n.a.] [37.48; n.c.] [0.67; 3.46]
37 (25.9) 7 (10.6) 0.309
Side effects @ N
Endpoint Abemaciclib + fulvestrant Fulvestrant Intervention vs
control
N |Median time to event| N |Median time to event Hazard Ratio
in months in months [95% CI]°
[95% Cl]P [95% Cl]P p value?
Patients with event n Patients with event n diffﬁrgrslgleuEZD)a
(%) (%)
-~ ~
Adverse events in total (presented additionally) A @ \)
143 0.10 66 (\\, -
[0.07; 0.13] \Q ; 0.95]
140 (97.9) o (89.4)
. \‘) \
Serious adverse events (SAES) Q-K <S\(b
143 47.11 6@3 29.92 0.96
[34.03; n. @,0 \\ [15.06: n.c.] [0.52; 1.78]
40 (28@ 14 (21.2) 0.896
Severe adverse events (CTC&@%’?&})
143 @ 66 27.98 2.61
6\ [1-.900) 9 01] [9.93; n.c.] [1.63; 4.19]
O @(69 2) 21 (31.8) <0.001
(Q \ AD: - 23.3 months
~)
Therapy dlscorg@athn\due to adverse events!
n.a. n.a. .
%\Q &23 66 6.49
(_ [38.07; n.c.] 2(3.0) [1.55; 27.12]
‘(\ 34 (23.8) 0.003
S@Q@nc @%erse events
q tg@)enla 143 | no data available 66 no data available no data available
@6 % TCAE 42 (29.4) 1(1.5)
QY igade=3)
Q\e Diarrhoea (PT, 143 no data available 66 no data available no data available
CTCAE grade = 25 (17.5) 0 (0)
3)

calculation

a result.

a Absolute difference (AD) given only in the case of a statistically significant difference; own

b Median time to event and associated 95% CI| were estimated using the Kaplan-Meier method

¢ Effect and Cl: Cox proportional hazard model, unstratified Cox proportional hazard model

d p value: unstratified log-rank test

¢ Information from the dossier of the pharmaceutical company

fA permanent deterioration was defined as an increase of at least 10 points compared to the
baseline without subsequent improvement to a score below this level. Deaths were not counted as
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9 A permanent deterioration was defined as a decrease of at least 10 points compared to the
baseline without subsequent improvement to a score above this level. Deaths were not counted as
a result.

h For the EORTC QLQ-BR23 scales evaluating the extent to which patients experienced hair loss
and whether they experienced sexual pleasure during the period of treatment, the presented data
is not usable as the percentage of patients included in the evaluation was very low.

i Discontinuation of at least one of the two medications

IThe results are not utilisable for the assessment of additional benefit, as the PC has not submitted
time-to-event analyses. The rates are, however, presented as a supplement. .

k A decrease of the score by 7 points or 10 points compared with baseline was considered\§e \\

deterioration 6 +

Abbreviations used: C)® Q)+

AD = absolute difference; CTCAE = Common Terminology Criteria for Adverse E %; EQORTC QLQ-
C30: European Organisation for Research and Treatment of Cancer Qualityo ife¥ estionnaire
Cancer-30; EORTC QLQ-BR23: European Organisation for Research reaffhent of Cancer
Quality of Life Questionnaire-Breast Cancer 23; EQ-5D: European Quatfity of Questionnaire-5
Dimensions; HR = hazard ratio; Cl = confidence interval; mBPI_SF: madified %G}Pain Index — Short
Form; N = number of patients evaluated; n = number of patients wi t one) event; n.c. = not
calculable; n.a. = not achieved; PT = preferred term; RCT = randongised c@rolled trial; SAE = serious
adverse event; AE = adverse event; VAS = visual analogue scﬁ@vs“@ersus

o

N
PR
Summary of results for relevant clinical endpoié\ 0@
.{\Q 0
Endpoint category Direction of effect/ Summary
Risk of bias
_ o Qo : i
Mortality IR Advantage in overall survival
L AN . .
Morbidity 6 TO Benefits in symptomatology
‘Q\Q O (nausea/vomiting and pain)
NN e\
Health-related quality N7 1 Benefits as measured by global health,
; O” © . . I
of life b 0$ physical and emotional functioning scales
N =
Side effects @Q \Q i Detriments in the endpoints, severe AEs
%) Qf\ (CTCAE grade = 3) and therapy
\Q {\ discontinuation due to AEs as well as in detail
,-,@ ,0 for specific AEs
O O
Expla \Sc\)nS' %)
) ica‘!@ignificant and relevant positive effect with low/unclear reliability of data
tis@lly significant and relevant negative effect with low/unclear reliability of data
){% statistically significant and relevant positive effect with high reliability of data
i@t tistically significant and relevant negative effect with high reliability of data
) & no statistically significant or relevant difference
\@ @: There are no usable data for the benefit assessment.
Q n.a.: not assessable
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b2) Pre- or perimenopausal women with hormone receptor (HR)-positive, HER2-negative

locally advanced or metastatic breast cancer who have received prior endocrine

therapy

MONARCH2 study: Abemaciclib + fulvestrant vs placebo + fulvestrant

Study design: randomised, double-blind, two-armed

Relevant sub-population: Pre- or perimenopausal patients who have received prior
endocrine-based therapy (6.5 % of the study population)

@\
Mortality A& ~\>
Endpoint Abemaciclib + Fulvestrant Intervention vs
fulvestrant control
N Median time to N Median time to Hazard Ratio
event in months event in months [95% CI]°
[95% CI]° [95% CI]P p value
. . . . Absolute
Patients with event Patients with event , a
n (%) n (%) difference (AD)
4
Overall survival ,\(b' N7
¢ \\ CJ
26 n.a. 20 (@ \’)5%.83 0.55
[38.96; n.c.] 72N C@ ,16; n.c.] [0.21; 1.45]
8 (30.8) M\‘Q oy’ 9(45.0) 0.217
*(\Q N
O
Morbidity R 0,
Endpoint Ribociclib + fulvestrant Fulvestrant Intervention vs
control
N Median time to N Median time to Hazard Ratio
event in months event in months [95% CI]°
[95% CI]° [95% CI]P p value
. . . . Absolute
Patients with event Patients with event : a
n (%) n (%) difference (AD)
. \" Q.
Progressua‘@ee\s‘\&vwal (PFS)®
C4
0 72 28.21 20 9.67 0.372
S0 [14.83; 50.60] [4.31; 15.62] [0.181; 0.766]
K\O Q)\ 17 (65.4) 16 (80) 0.0055
N O\' AD: + 18.5
@0 Q months
Q~® ) Fime to first subsequent chemotherapy®
Q\e 26 50.24 20 17.46 0.271
[18.28; n.a.] [9.93; 31.13] [0.122; 0.601]
11 (42.3) 17 (85.0) 0.0006
AD: +32.8
months
Symptomatology — time until permanent deterioration®9
Symptom scales of the EORTC QLQ-C30
Fatigue 26 n.a. 20 17.16 0.45
[18.94; n.c.] [7.43; n.c.] [0.17; 1.24]
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9 (34.6) 8 (40.0) 0.115
Nausea/vomitin 26 53.23 20 n.a. 1.63
g [19.92; 53.23] [10.59; n.c.] [0.33; 8.19]
8(30.8) 2 (10.0) 0.546
Endpoint Ribociclib + fulvestrant Fulvestrant Intervention vs
control
N Median time to N Median time to Hazard Ratio
event in months event in months [95% CI]°
[95% CI]° [95% CI]P p value
. . . . Absolute
Patients with event Patients with event , a
n (%) n (%) difference (AD)
Pain 26 47.70 20 35.93 ﬁ(\ \\ 0.71
[38.96; n.c.] [10 59 G [0.22; 2.32]
9 (34.6) 0.565
Dyspnoea 26 n.a. 20 0.93
[19.92; n.c.] ‘ [0.27; 3.19]
8(30.8) 0 0.899
Insomnia 26 51.35 s@’ 19 69 0.34
[47.70; n.c.] ,} <Q® [3.75; n.c] [0.11; 1.05]
7(26.9) ,;S\ Q}‘ 8 (40.0) 0.050
Loss of appetite 26 5175 Y ;<2\0 32.12 0.46
[38.96; 5@2 ‘ [11.51; n.c.] [0.14; 1.58]
8\6’5»8) 5(25.0) 0.210
o AN
Constipation 26 .\@ na® 20 39.85 0.21
e‘;\\ 3GT9 [9.21; 39.85] [0.05; 0.93]
ROM) 5(25.0) 0.026
Diarrhoea (gg\, AQ) 39.12 20 n.a. 3.36
@ Q\. [5.56; 47.70] [11.51; n.c.] [0.73; 15.49]
‘OQ’ <@ 14 (53.8) 2 (10.0) 0.100
Symptomﬁale@}r the EORTC QLQ-BR23
Side €ff g&@ 26 n.a. 20 30.51 0.31
@ [42.21; n.c.] [9.34; n.c] [0.09; 1.03]
(\ rr@sg’ 6 (23.1) 7 (35.0) 0.045
@6 @31 26 n.a. 20 n.a. 0.77
Q~ ‘b@mptoms [47.24; n.c.] [10.59; n.c.] [0.12; 4.86]
\@ 4 (15.1) 2 (10.0) 0.779
Q Arm symptoms 26 52.08 20 n.a. 0.42
[31.04; 52.08] [9.53; n.c] [0.11; 1.56]
7 (26.9) 5(25.0) 0.185
Suffering due to No usable data"
hair loss
Health status
EQ-5D VAS (time until deterioration by 2 7 points)«
26 44.25 20 n.a. 0.94
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[30.51; n.a.] [10.59; n.a.] [0.28; 3.23]
9 (34.6) 4 (20.0) 0.923
Endpoint Ribociclib + fulvestrant Fulvestrant Intervention vs
control
N Median time to N Median time to Hazard Ratio
event in months event in months [95% CI]°
[95% CI]P [95% CI]P p value?
. . . . Absolute
Patients with event Patients with event : a
n (%) n (%) difference (AD)
A4
EQ-5D VAS (time until deterioration by = 10 points)« « Q \V‘
26 44.25 20 @Q @' 0.94
[30.51; n.a] [10. 59 n. @ \\ [0.28; 3.23]
9 (34.6) 4(200p" (@J 0.923

EQ-5D VAS (mean change over the course of the study) o\ (0 fO

PN
Analyses of differences in mean vaI%@é p@vailable.

Health-related quality of life

AYa\

R

0

&

&

\v
S

Q}O

Endpoint

Abemaciclib +
fulvestrant

Fulvestrant

Intervention vs
control

Median time to
event in months
[95% Cl]P

Patients with
event n (%)

Median time to
event in months
[95% CI]P

Patients with event
n (%)

Hazard Ratio
[95% CI]°
p value?
Absolute
difference (AD)?

Health-related qéﬁ‘ty@ife —time until permanent deterioration?

General hea@gteég"and functional scales of the EORTC QLQ-C30

-
9
Globau{@ﬁ A} 26 n.a. 20 22.65 0.33
statu \\Q) [35.54; n.c.] [9.21; n.c] [0.09; 1.22]
wO m\, 5(19.2) 6 (30.0) 0.083
N N4
o) y§§@' 26 n.a. 20 33.17 0.37
(%) fu ctioning 4 (15.4) [10.59; n.c.] [0.10; 1.45]
Q‘Q 5 (25.0) 0.140
\@ Role functioning 26 47.70 20 38.70 0.37
Q [37.58; n.c.] [10.59; 42.87] [0.12; 1.12]
9 (34.6) 8 (40.0) 0.067
Emotional 26 n.a. 20 n.a. 0.29
functioning [44.25; n.c.] [10.59; n.c.] [0.05; 1.63]
3(11.5) 3 (15.0) 0.142
Cognitive 26 47.70 20 19.36 0.43
functioning [18.94; n.c.] [5.82; n.c.] [0.16; 1.21]
9 (34.6) 8 (40.0) 0.101
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Endpoint Ribociclib + fulvestrant Fulvestrant Intervention vs
control
N Median time to N Median time to Hazard Ratio
event in months event in months [95% CI]°
[95% Cl]P [95% CI]P p value?
Patients with event Patients with event diffﬁrgrslgleuEZD)a
n (%) n (%)
Social 26 n.a. 20 24.89 \3% N
functioning [51.42; n.c.] [9.34; n.c.] [0
5(19.2) 5(25.0)
Functional scales of the EORTC QLQ-BR23 Q \V‘
Body image 26 n.a. 20 @Q Q)\ 0.98
[23.54; n.c] 3 (15 0)(0 < [0.24; 4.04]
6 (23.1) (@" 0.979
N
Sexual 26 n.a. 20 @%3 Q 0.93
functioning [11.93; n.c] []@ 4553 [0.27; 3.23]
7 (26.9) ;\’\\, ) 0.907
Sexual N&@abl@%tah
enjoyment O m
Future 26 na. Q’)\ZOK‘Q 36.89 0.32
perspective 3(11.5) \,\(\ Qo) [13.15; n.c.] [0.05; 2.06]
O < 3(6.7) 0.208
T
2~ O
Side effects 5\‘\\\ . (\Q
Endpoint Abemaciclib + fulvestrant Fulvestrant Intervention vs
control
N |Median time to event| N |Median time to event Hazard Ratio
in months in months [95% CI]°
[95% CI]P [95% CI]P p value
. . . . Absolute
Patients with event n Patients with event n , a
(%) (%) difference (AD)
\\
PAdverse vents in total (presented additionally)
<& QO 26 0.13 20 0.44 -
<& ‘b"o [0.07; 0.23] [0.16; 1.58]
Q\Q 25 (96.2) 19 (95.0)
Serious adverse events (SAES)
26 n.a. 20 n.a. 4.33
[37.45; n.c.] 1 (5.0 [0.52; 36.10]
7 (26.9) 0.140
Endpoint Ribociclib + fulvestrant Fulvestrant Intervention vs
control
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N Median time to N Median time to Hazard Ratio
event in months event in months [95% CI]°
[95% CI]P [95% Cl]P p value?
. . . . Absolute
Patients with event Patients with event : a
n (%) n (%) difference (AD)
Severe adverse events (CTCAE grade 2 3)
26 3.02 20 27.35 5.75
[0.95; 6.77] [9.24; n.c] [1. 94 %’_\5\
19 (73.1) 4 (20.0)
AD: . @ ths
. . . : @) S
Therapy discontinuation due to adverse events' 0\ bg\
A 3 A\ ‘
26 n.a. 20 n.a. (’\\' Q@\ -
[48.72: n.c] 0 (0) (Q@ WS 0213
3 (11.5) _ ) 05.)
=~
Specific adverse events < Q\\
Neutropoenia 26 no data available 20 [‘Q' a Grl’able no data available
(PT, CTCAE 14 (53.8) s\\ .
grade 2 3) K2 N\
Diarrhoea (PT, 26 no data available \@Q (§v‘%)ata available no data available
CTCAE grade 2 2(7.7) i< 0 (0)
3) @ é

a Absolute difference (AD) given only in th{QsQ\Q statistically significant difference; own
calculation

b Median time to event and associ

¢ Effect and Cl: Cox proport|0na

d p value: unstratified log-ran t

¢ Information from the d055|

fA permanent deter|0rat|0
baseline without subs

S‘V ere estimated using the Kaplan-Meier method
ﬁq el, unstratified Cox proportional hazard model
th rmaceutical company

ed as an increase of at least 10 points compared to the
ovement to a score below this level. Deaths were not counted as

a result.

9 A permanent det rati as defined as a decrease of at least 10 points compared to the
baseline wit ub ent improvement to a score above this level. Deaths were not counted as
a result.

h For the C -BR23 scales evaluating the extent to which patients experienced hair loss
and w! y experienced sexual pleasure during the period of treatment, the presented data
is

sab§hs the percentage of patients included in the evaluation was very low.
nti on of at least one of the two medications
\ S cannot be used in the assessment of additional benefit, as the PC has not submitted
imé&-t6-event analyses. The rates are, however, presented as a supplement.
@ecrease of the score by 7 points or 10 points compared with baseline was considered a
b terioration
HR cannot be reasonably estimated (no event in control arm)

Abbreviations used:

AD = absolute difference; CTCAE = Common Terminology Criteria for Adverse Events; EORTC QLQ-
C30: European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire
Cancer-30; EORTC QLQ-BR23: European Organisation for Research and Treatment of Cancer
Quality of Life Questionnaire-Breast Cancer 23; EQ-5D: European Quality of Life Questionnaire-5
Dimensions; HR = hazard ratio; Cl = confidence interval; mBPI_SF: modified Brief Pain Index — Short
Form; N = number of patients evaluated; n = number of patients with (at least one) event; n.c. = not
calculable; n.a. = not achieved; PT = preferred term; RCT = randomised controlled trial; SAE = serious

adverse event; AE = adverse event; VAS = visual analogue scale; vs = versus
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Summary of results for relevant clinical endpoints

Endpoint category Direction | Summary
of effect/
Risk of
bias
Mortality - No differences relevant for the benefit assessment,, .
o N
Morbidity o No differences relevant for the benefit assessrmsbt ~\>
Health-related quality - No differences relevant for the benefit assee@hen@\‘
of life
Side effects L Detriments in the endpoint severe AE%&C%\?@rade > 3)
as well as in detail for specific AEs ,,
Explanations: (Q \\
1: statistically significant and relevant positive effect with low/unclear Cﬁ’abl fdata
|: statistically significant and relevant negative effect with Iow/un \|ty of data
11: statistically significant and relevant positive effect with h|g of data
L |: statistically significant and relevant negative effect wit Qg ty of data
< no statistically significant or relevant difference
. There are no usable data for the benefit assessm
n.a.: not assessable ‘Q 0
L&
4. The findings under “2. Number Of@gtl ?s or demarcation of patient groups eligible
for treatment” for patient populati @ ,“bl)” and “b2)” are formulated as follows:

al) Postmenopausal women@ith hfn}mone receptor (HR)-positive, HER2-negative locally

advanced or metaat»é;&obrgast cancer who have not yet received initial endocrine-

. Q
based therapy: ((\00 &%
. approQQgS\OCétl 790 patients

bl) Postme_n p %&I women with hormone receptor (HR)-positive, HER2-negative locally
adva'bced 6pMmetastatic breast cancer who have received prior endocrine therapy

O(\ S
\Q s@pprox 5,470-24,900 patients
O (\
Q” Q
Q‘ re- or perimenopausal women with hormone receptor (HR)-positive, HER2-negative
Q\® locally advanced or metastatic breast cancer who have received prior endocrine

therapy:

e approx. 906—4,118 patients”
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5. The findings under
formulated as follows:

“3. Requirements for a quality-assured application”

are

“The requirements in the product information are to be taken into account. The European
Medicines Agency (EMA) provides the contents of the product information (summary of
product characteristics, SmPC) for Verzenios® (active ingredient: abemaciclib) at the following
publicly accessible link (last access: 2 June 2020):

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

information en.pdf

Treatment with abemaciclib should only be initiated and monitored by specialis

medicine, haematology, and oncology, specialists in gynaecology and
specialists participating in the Oncology Agreement who are experlenced
patients with locally advanced or metastatic breast cancer.

6. Under “4. Treatment costs”, the findings on the annual
populations “al)”, “b1)” and “b2)" are formulated as foll

“The annual treatment costs shown refer to the first y f i@dnent.
S 9

@d\\“

&
®

Dl

t

and
reatment of

Qﬁa@é%t costs for patient

al) Postmenopausal women with _hormone re@tor@&h)-positive. HER2-negative locally

advanced or metastatic breast cancer whg;hav.

t yet received initial endocrine-based

0

therapy: NI
QAN
Designation of the therapy Annual treatment costs/patient
Medicinal product to be assessed:
X
Abemaciclib s\\\ . OQ € 28,996.56
O <&
plus fulvestrant ((\ \Q}
\\\
%)
Fulvestrant U\@ ) 0’(\ € 8,338.76
Total: O 0& € 37,335.32
Appropriate comparator therapy:
N~ -
/\&trg& €183.96
& O
Q‘Q Letkozole € 164.58
Q\q:ulvestrant € 8,338.76
Tamoxifen € 69.28

Costs after deduction of statutory rebates (LAUER-TAXE®) as last revised: 15 August 2020

Costs for additionally required SHI services: not applicable
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bl) Postmenopausal women with hormone receptor (HR)-positive, HER2-negative locally

advanced or metastatic breast cancer who have received prior endocrine therapy:

Designation of the therapy

Annual treatment costs/patient

Medicinal product to be assessed

Abemaciclib € 28,996.56
plus fulvestrant \\$®;\>\‘
AN
o | )
Fulvestrant €8,338.76 & o
SE
Total: € 37,335.32 A\Q Ne
Appropriate comparator therapy:
. ) Q,U'
Tamoxifen € 69.28 0,% /\\&
| ° &
Anastrozole € 183.96 {\{\(b OQ}
\\
Fulvestrant € 8,338®€@ @0
O
Letrozole € ?];Q&%fb
Exemestane 5@4@
P\ Va)
. |, %
Everolimus + exemestane ‘,\\\, %\@
Everolimus B e} (s)\ €17,144.37
0\‘\ ) O\\
Exemestane Q’\Obé\%\ €412.78
Total Q) € 17,557.15
S Ql\
Costs after dedl:(&‘ o{&tutory rebates (LAUER-TAXE®) as last revised: 15 August 2020
S O
S
Costs f@&d@@ally required SHI services: not applicable
O N
S @
N O
XY
Q” Q
¥
>
Q¥
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b2) Pre- or perimenopausal women with hormone receptor (HR)-positive, HER2-negative

locally advanced or metastatic breast cancer previously treated with endocrine therapy

Designation of the therapy

Annual treatment costs/patient

Medicinal product to be assessed:

Abemaciclib € 28,996.56
plus fulvestrant \\$® .!\\‘
\
O ]
Fulvestrant € 8,338.76 4 ,\®+
N
\J W\
Total: € 37,335.32 QK \ &
A\ AA \-
LHRH analogue €1,793.02-2,176.42 (QQ (_;\}
-~ b}

Appropriate comparator therapy:

9 V
Tamoxifen €6928 7 O
NS . ()
Letrozole €164.5 @s\ \’>\\
- 0,
A0
Exemestane € 4{&%@0
S &
Megestrol C@ .38
> ey
Medroxyprogesterone 3\ \(\@1,188.77—2,377.54
‘0 '&\o\
LHRH analogue B @6 O | €1,793.02-2,176.42

. SO .
Costs after deduction of sta%@ r%@s (LAUER-TAXE®) as last revised: 15 August 2020

& @
Costs for additiona@e
\QQ) &\Q
> P
AN
%]
RO
P2
NSO
o
Q&
be
Q\
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II. Entry into force

1. The resolution will enter into force with effect from the day of its publication on
the internet on the website of the G-BA on 3 September 2020.

2. The period of validity of this resolution shall be limited in accordance with the
following provisions:

The findings for patient groups

al)postmenopausal women with hormone receptor (HR)-positive, HER2-n@a’t't§.
locally advanced or metastatic breast cancer who have not yet recei m"fa
oF

endocrine-based therapy, and

c®
b1l) postmenopausal women with hormone receptor (HR)-positivek MER gative
locally advanced or metastatic breast cancer who have receiv dQ) ndocrine
thera
py \AQ’
in numbers 1, 2, 3, and 4 are valid until 1 June 2021. 6\

Q\\

The justification to this resolution will be published on the we@t e G-BA at www.g-ba.de.

S <P
. \)
Berlin, 3 September 2020 Q (74)
~o® o

<
Federa@\é; mittee
in accordawwir@gction 91 SGB V

THé& Chair

QA
L
NN
b\ O Prof. Hecken
9) &%
< @
&
e O
%)
QO &
> P
\Q
o ¥
’\O RN
© &%
o
6(0
Q\
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