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At its session on 2 May 2019, the Fe@al Jgnt Committee (G-BA) resolved to amend the
Directive on the Prescription of -Medigifdl Products in SHI-accredited Medical Care

(Pharmaceuticals Directive, AM Q rs\t version dated 18 December 2008 / 22 January
2009 (Federal Gazette, BAnz. MNe’ 498)0f 31 March 2009), as last amended on 21 February
2019 (Federal Gazette, BA& ay 2019 B2), as follows:
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[. Annex Xll shall b&%m&@led in alphabetical order to include the active ingredient
abemaciclib a%ﬁllo :
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Abemaciclib

Resolution of: 2 May 2019
Entry into force on: 2 May 2019
Federal Gazette, BAnz AT DD MM YYYY Bx

Therapeutic indication (according to the marketing authorisation of 27 September
2018):

Verzenios is indicated for the treatment of women with hormone receptor (HR): u,sl&\
human epidermal growth factor receptor-2 (HERZ2)-negative locally advanced

breast cancer in_combination with an aromatase inhibitor or fulvestrant as m@ t&
based therapy, or in women who have received prior endocrine therapy.

In pre- or peri-menopausal women, the endocrine therapy should be co@%@qyﬁ an LHRH
agonist (LHRH = luteinising hormone-releasing hormone).
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Indication: @ Q\
This resolution relates exclusively to the assessment oft al benefit abemaciclib in
combination with fulvestrant. For the assessment of the:al d benefit of abemaciclib with
an aromatase inhibitor, reference is made to the seQ@a efit assessment procedure for
this combination therapy. %) 0@
O

o &

1. Additional benefit of the medicinal product in relation to the appropriate

comparator therapy
N

al) Post-menopausal women w&h\?ou%one receptor (HR)-positive, HER2-negative locally
advanced or metastatlc.%&st mncer who have not yet received initial endocrine

therapy: e} \O
Appropriate co&ﬁé\au;@lherapy

Anastrozole &etr e or fulvestrant or possibly tamoxifen if aromatase inhibitors are

not suitable) ™
)
Exteﬂ?@ﬁdzggébability of the additional benefit of abemaciclib in combination with

fulx@s ompared with the appropriate comparator therapy:

\&n %&lonal benefit is not proven

Q‘Q%Z Qje /peri-menopausal women with hormone receptor (HR)-positive, HER2-negative
Q\

"locally advanced or metastatic breast cancer who have not yet received initial
endocrine therapy:

Appropriate comparator therapy:
tamoxifen in combination with an elimination of the ovarian function.

Extent and probability of the additional benefit of abemaciclib in combination with
fulvestrant compared with the appropriate comparator therapy:

An additional benefit is not proven

bl) Post-menopausal women with hormone receptor (HR)-positive, HER2-negative locally
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advanced or metastatic breast cancer with prior endocrine
therapy:

Appropriate comparator therapy:
Another endocrine therapy depending on the previous therapy with:

 tamoxifen or

* anastrozole or

« fulvestrant; only for patients with relapse or progress after anti-oestrogen treat \
* letrozole; only for patients with relapse or progress after anti-oestrogen treatrﬁ o%‘

» exemestane; only for patients with progress after anti-oestrogen treatmen

« everolimus in combination with exemestane; only for patients without s @gf

visceral metastasis after progression after a non-steroidal aromatase ||Q¥b

Extent and probability of the additional benefit of abemacwhl@q co.ngl’)matlon with
fulvestrant compared with the appropriate comparator ther@/ (}

An additional benefit is not proven @ Q\K

%
b2) Pre-/peri-menopausal women with hormone recepto&(@?)ﬁltlve HER2-negative

locally advanced or metastatic breast cancer with ﬁ%r e@'dcrlne
therapy: @Q @

‘Q @0
Appropriate comparator therapy:

Endocrine therapy according to the d@é\ s,<®truct|ons taking into account the
respective marketing authorisation (\

Tamoxifen, letrozole, exe @ W@egestrol acetate, and medroxyprogesterone
acetate are approved for th% erapeutic indication.

Extent and probabilit ‘Q h @ddltlonal benefit of abemaciclib in combination with
fulvestrant compar appropriate comparator therapy:

An additional be eﬁ&’\ s.Q&’proven

Study results ‘@%or@gg to endpoints:

al) Postﬁ@&ogﬁéal women with hormone receptor (HR)-positive, HER2-negative locally
ad\@nce@r metastatic breast cancer who have not yet received initial endocrine

r
9

QM@&RCH-Z Study: Abemaciclib + fulvestrant vs placebo + fulvestrant 12

N\ udy design: randomised, double-blind, two-armed

3

Relevant sub-population: Post-menopausal patients who have not yet received initial
endocrine therapy for metastatic/locally advanced disease (approx. 50.5% of study
population)

1 Data from the dossier evaluation of the IQWIG (A18-73) and from the addendum (A19-25), unless
otherwise indicated.
2 Data cut-off 14 February 2017
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Mortality

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 value
. . . . Absolute
Patients with event Patients with event : a
n (%) n (%) difference (AD)
Overall survival f@ n-\.
na n.a.
224 44 (1'9' 69 114 [24.13;n.c] | &o\?» 23]
' 27 (23.7") K 279
\d \
SO
. @9 N
Morbidity (2 Q
No usable data available for the relevant sub- populatlon ,0% (§'9
. . ‘\\ Y
Progression-free survival (PFS) \

%tuq@
&<°

No usable data available for the relevant sub

Health-related quality of life %
No usable data available for the reIe&:@su@o pulation.

Side effects

Endpoint Abemacicllb + fulvestrant Fulvestrant Intervention vs
control
N |Mediantimeto event| N |Median time to event Hazard Ratio
in months in months [95% CI]
[95% CI] [95% CI] p value
Patients with event n Patients with event n diffﬁrgrslgleuEZD)a
(%) (%)
"4
Adue@?evt@s (AE) (presented additionally)
y\\" @
W 0.13 0.79 :
c,o \ 224 [0.10; 0.13] 114 [0.49; 1.02]
QT 9 222 (99.1°) 99 (86.8")
Q~ (7538
(ﬁrlous adverse events (SAE)
Q na na 3.11
224 = ab 114 o ob [1.59; 6.09]

58 (25.9) 10 (8.8") <0001

Severe adverse events (CTCAE grade 3 or 4)

3.55 n.a. 3.83
224 [2.60; 5.56] 114 [19.36; n.c.] [2.54; 5.79]

142 (63.4°) 27 (23.7°) <0.001

Therapy discontinuation because of adverse events ¢
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4.04
n.a. n.a.
224 b 114 b [1.59; 10.23]
40 (17.9°) 5 (4.4 0.002
Specific adverse events
Neutropoenia
(CTCAE grade no data available
2 3)
References: \SS \\
a Absolute difference (AD) given only in the case of a statistically significant difference; ov@} +
calculation 0@ Q)+
b Calculation of the IQWIiG @) Q
¢ Discontinuation of one or both medications K \?S\
Abbreviations used:
AD = absolute difference; CTCAE = Common Terminology Criteria (@\ e Events; CI =
confidence interval; N = number of patients evaluated; n = number with (at least one)
event; n.c. = not calculable; n.a. = not achieved; vs = versus

@ f§°
a2) Pre-/peri-menopausal women with hormone recerm%? (HR‘:« ositive, HER2-negative

locally advanced or metastatic breast cancer ths\wn@, ot yet received initial
endocrine therapy: ‘Q (0

¢ &
There is no data that would allow for the a&é%@it of the additional benefit.
Q}Q
@
bl) Post-menopausal women wlgh\@orms\e receptor (HR)-positive, HER2-negative locally
advanced or metastatic b(@kgt ca@er with prior endocrine

therapy: 6\\ . O\
MONARCH-2 Study: Aé’e\‘nac@‘hoﬁ,+ fulvestrant vs placebo + fulvestrant 34
Study design: rand@qa\se ouble-blind, two-armed

Relevant sub Kogﬁla&@! Post-menopausal patients who have received prior endocrine
therapy for ;ﬁ)as’u&&/locally advanced disease (approx. 31.8% of study population)

Morta@ﬁ'\

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 value
Patients with event Patients with event di ff(g\gzglauziD)a
n (%) n (%)
Overall survival
147 n.a. 66 26.76 1.09

3 Data from the dossier evaluation of the IQWIG (A18-73) and from the addendum (A19-25), unless
otherwise indicated.
4 Data cut-off 14 February 2017
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[25.25; n.c.] [24.20; n.c.] [0.57; 2.09]
31 (21.2%) 13 (19.7%) 0.751
Morbidity
No usable data available for the relevant sub-population.
Progression-free survival (PFS) K@’ \\
No usable data available for the relevant sub-population. 60 “\‘
SN
Health-related quality of life \Q \?‘
No usable data available for the relevant sub-population. (Q@Q \\AQ)
Side effects 9 Q)O

Endpoint Abemaciclib + fulvestrant Fulvestrant Intervention vs
control
N |Mediantimeto event| N |Median time to event Hazard Ratio
in months in months [95% CI]
[95% CI] [95% ClI] p value
. . . . Absolute
Patients with event n Patients with event n : a
(%) (%) difference (AD)
Nl N
Adverse events (AE) (presented addi a Y
00 0.54
146 @&)7; Oé‘] 66 [0.26: 0.95] -
* b
\.{\ ’3(8@.9 ) 59 (89.4")
i N
Serious adverse evenEE\ é{@
z&; O na 66 n.a o 552 08]
e BN 33 (22.60) 12 (18.2Y) w99, &
09 <9 0.924
N
Severe eid{\vp%e @ts (CTCAE grade 3 or 4)
Q \\Q@ 4.77 n.a. 2.70
;\\O o 146 [2.76; 9.47] 66 [9.93; n.c] [1.64; 4.43]
,&0 (’\\, 89 (61.0°) 19 (28.8") <0.001
@CH\G@R discontinuation because of adverse events ¢
<& >° 5.42
¥ 146 n.a. 66 n-a. [1.29; 22.85]
1% 26 (17.8Y) 2 (3.0 0,008

Specific adverse events

Neutropoenia
(CTCAE grade
2 3)

no data available

References:

calculation

b Calculation of the IQWIiG

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

¢ Discontinuation of one or both medications

AD = absolute difference; CTCAE = Common Terminology Criteria for Adverse Events; Cl =
confidence interval; N = number of patients evaluated; n = number of patients with (at least one)
event; n.c. = not calculable; n.a. = not achieved; vs = versus

b2) Pre-/peri-menopausal women with hormone receptor (HR)-positive, HER2-neqativ@‘ \\
locally advanced or metastatic breast cancer with prior endocrine »

therapy:

MONARCH-2 Study: Abemaciclib + fulvestrant vs placebo + fulvestrant

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

Relevant sub-population: Pre-/peri-menopausal patients who haa?re
therapy for metastatic/locally advanced disease (approx. 6.9‘V&stl@\)opulation)

S
s

N
xS

ed prior endocrine

Q)++
S
oS
@

)
OC)

li \(b (b\‘%
Mortality BN,
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 value
. . . : Absolute
Patients with event Patients with event : a
n (%) n (%) difference (AD)
] -~ v
Overall survival \.&\Q Q
available no data available . c
266\ X (11.5°) 20 4 (20.0°) no data available
~
> &
%) @

Morbidity %\Q \§

No usablé@ata@/allable for the relevant sub-population.

.

P e,i}@'p\n—free surv

)
Q‘Q (OQ)

ival (PFS)

@@alth-related quality of life
Q No usable data available for the relevant sub-population.

{@) e data available for the relevant sub-population.

5 Data from the dossier evaluation of the IQWIG (A18-73) and from the addendum (A19-25), unless

otherwise indicated.

6 Data cut-off 14 February 2017
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Side effects

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] [95% CI] p value
. . . . Absolute
Patients with event n Patients with event n , a
(%) (%) difference (AD)
o Q) )
Adverse events (AE) (presented additionally) r® o.\.
0.13 0.44 KO Q
26 [0.10; 0.23] 20 [0.16;1.58] || Q \?»
25 (96.2°) 19 (95.0°) @Q A\\Q,
Serious adverse events (SAE) 0‘(0 Q’F}
. PR
26 no data ava;lable 20 no data @g no data availablet
5(19.29)
«‘0 2
Severe adverse events (CTCAE grade 3 or 4) Q’\\ . C)(b
AR
3.72 S .a. 6.55
26 [0.95; 6.77] 26@ 24;n.c] [1.93; 22.30]
18 (69.2") ,& D 3(15.00) <0.001
Therapy discontinuation because of adve@ evqﬁis d
O~ .
26 no data av e \ 20 no data available n.c.
2 (7& 0 no data available®
. ’\.‘
Specific adverse events 6 ‘\
Neutropoenia ‘\\\
(CTCAE grade 6 % no data available
=3) L A
References: Q =N
a Absolute differe A%‘g\ven only in the case of a statistically significant difference; own
calculation
b Calculatio &hG

¢ If there fe han 10 events, no evaluation was carried out by the pharmaceutical company
d D|sco@nuq\u&f one or both medications

v S used:
:éjgllﬁjte difference; CTCAE = Common Terminology Criteria for Adverse Events; Cl =
Peconfigehce interval; N = number of patients evaluated; n = number of patients with (at least one)
; n.c. = not calculable; n.a. = not achieved; vs = versus

/%n

N~

2. Number of patients or demarcation of patient groups eligible for treatment

Total population according to therapeutic indication:
14,560 to 70,550 patients

al) Post-menopausal women with hormone receptor (HR)-positive, HER2-negative locally
advanced or metastatic breast cancer who have not yet received initial endocrine
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therapy:
approx. 7,180-34,790 patients

a2) Pre-/peri-menopausal women with hormone receptor (HR)-positive, HER2-negative
locally advanced or metastatic breast cancer who have not yet received initial
endocrine therapy:

Q" \.
approx. 1,190-5,760 patients 6\§ .\5\
bl) Post-menopausal women with hormone receptor (HR)-positive, HER2-ne@w\(

advanced or metastatic breast cancer with prior endocrine Q Q
therapy: \Q \?“

Q@

Q" o
approx. 5,310-25,740 patients (Q (}\
pprox. o, , p %@ LD

N\
re-/peri-menopausal women wi ormone receptor OSi , -neqgative
b2) Pre-/ | th h tor (HRE-Bbsifd. HER2-negat
locally advanced or metastatic breast cancer with priowféﬁdoﬁ@e

therapy: @5\’\\' \,>\\C)U
X @
approx. 880—4,260 patients {Q ¥
&

3. Requirements for a quality-assured application

The requirements in the produ% oﬁqs;\ﬁ)n are to be taken into account. The European
Medicines Agency (EMA) r% fhé contents of the product information (summary of
product characteristics, Sk (&P Verzenios® (active ingredient: abemaciclib) at the
following publicly accessi ir@ast access: 13 March 2019):

et
e
)

https://www.ema.eurp_p .eulﬁ%’documents/product—information/verzenios—epar—product—
information de.pdiQ\ (’\\'

e

Treatment with bpﬁﬁaciclib should only be initiated and monitored by specialists in internal
medicine mafto ogy, and oncology, specialists in gynaecology and obstetrics, and
speciallﬁ ating in the Oncology Agreement who are experienced in the treatment of

patig-\@ i&ﬁe ally advanced or metastatic breast cancer.
N

-

4. Treatment costs

Q;O

Q\
Annual treatment costs:

The annual treatment costs shown refer to the first year of treatment.

al) Post-menopausal women with hormone receptor (HR)-positive, HER2-negative locally
advanced or metastatic breast cancer who have not vet received initial endocrine

therapy:

Courtesy translation — only the German version is legally binding.


https://www.ema.europa.eu/en/documents/product-information/verzenios-epar-product-information_de.pdf
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Designation of the therapy

Annual treatment costs per patient

Medicinal product to be assessed:

Abemaciclib plus fulvestrant

Abemaciclib € 41,008.92
Fulvestrant € 9,696.87
Total € 50,705.80 Oy
Appropriate comparator therapy:
) = ,
Tamoxifen €71.10 %) Q;\‘
O cS
Fulvestrant € 9,696.87 0& O
Anastrozole € 258.68 ,,Q\"\ \‘
Letrozole € 230.16 ’_(Q‘a RS

. 2 O
Costs after deduction of statutory rebates (LAUER-TAXE®) as last rew%d: pril 2019
)

Costs for additionally required SHI services: not applica@
%

&
¥ ¥
5
& 2

a2) Pre-/peri-menopausal women with hormone:@ce fbr (HR)-positive, HER2-negative

locally advanced or metastatic breast ¢

r ‘wQ have not yet received initial

endocrine therapy:

O’\) \(\0'
A

Designation of the therapy

Annual treatment costs per patient

Medicinal product to be assessed:

Abemaciclib plus fuIvestL oS ,;\O\‘

Abemaciclb Q7 oh € 41,008.92
Fulvestrant o0 % £ 9,696.87
D QF
Total "\ & € 50,705.80
7N\
LHRH anafpglie’c) € 1,790.38-2,235.96

Appropriate comparator therapy:

Ig@\%@&@pﬁxs LHRH analogues

,,O\v;l'(rh%xifen

€71.10

8,

A@@HRH analogue

€1,790.38-2,235.96

2 Total

€1,861.48-2,307.06

Costs after deduction of statutory rebates (LAUER-TAXE®) as last revised: 15 April 2019

Costs for additionally required SHI services: not applicable

7 leuprorelin or goserelin

10
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bl) Post-menopausal women with hormone receptor (HR)-positive, HER2-negative locally

advanced or metastatic breast cancer with prior endocrine

therapy:

Designation of the therapy

Annual treatment costs per patient

Medicinal product to be assessed:

Fulvestrant

Abemaciclib plus fulvestrant O\
Abemaciclib € 41,008.92 N =
Fulvestrant € 9,696.87 AQQVAQ;\"

Total € 50,705.80 0&‘{ K i

Appropriate comparator therapy:

Tamoxifen €71.10 QTR

Anastrozole € 258.68 Q,% A\\‘O

A%

)
€9,696.87 n@ R

Letrozole

€230.16 g\\ e

Exemestane

€424, 28\\ 0\)‘

Everolimus plus exemestane

Everolimus \
o (%4
Exemestane D 28
Total (@23,891.95

Costs after deduction of statutory r@ates

L9

\s
@UER-TAXE@ as last revised: 15 April 2019

Costs for additionally re(&@ed g@ services: not applicable

b2) Pre- /Qerl-m@[igggg women with hormone receptor (HR)-positive, HER2-negative
locally adwancet or metastatic breast cancer with prior endocrine

her

Ar&\ s&\

Designation of the therapy

Annual treatment costs per patient

Medicinal product to be assessed:

A@Kr)naciclib plus fulvestrant

s,

Q\Q,v Abemaciclib € 41,008.92
Fulvestrant € 9,696.87
Total € 50,705.80

LHRH analogue

€1,790.38-2,235.96

Appropriate comparator therapy:

An endocrine therapy according to the doctor’s instructions

Tamoxifen

€71.10

Medroxyprogesterone acetate

€1,187.56-2,375.13

11
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Designation of the therapy Annual treatment costs per patient
Megestrol acetate € 5,409.30
Exemestane €424.28
Letrozole € 230.16
Leuprorelin €1,790.38
Goserelin € 2,235.96 O «
- o 15 Apri 2019 200
Costs after deduction of statutory rebates (LAUER-TAXE®) as last revised: 15 April 2019 6
S
OO QQ’
Costs for additionally required SHI services: not applicable Q\ QN
A P\a
@Q .AQ
N
ll. Entry into force \)
y %6 Q

N
1. The resolution will enter into force on the d{%o jt@‘bublication on the internet
on the website of the G-BA on 2 May 2019. @,

QS 9
2. The period of validity of this resolutiqpsw%e limited in accordance with the
N

following provisions: ‘QQ
N . X Qo)
The findings for patient groupsoo Q\(\

al) Post-menopausal womép W'@y hormone receptor (HR)-positive, HER2-
negative locally advan ?\n@etastatic breast cancer who have not yet
received initial endoc& anghy

NN .
bl) Post-menop a}\aI%@men with hormone receptor (HR)-positive, HER2-
negative Iocal@ d\@o ed or metastatic breast cancer with prior endocrine

therapy and 3
KIS
b2) Pre‘@eri{‘g@nopausal women with hormone receptor (HR)-positive, HER2-

negative lly advanced or metastatic breast cancer with prior endocrine
Fge
O X

\0\5 Th@indings in numbers 1, 2, 3, and 4 are limited until 31 December 2020.

e 'uﬁﬁ?cation to this resolution will be published on the website of the G-BA at www.g-
o

N

Q Berlin, 2 May 2019

Federal Joint Committee
in accordance with Section 91 SGB V
The chair

Prof Hecken
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