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1. Legal basis

According to Section 35a paragraph 1 German Social Code, Book Five (SGB V), the Federal Joint
Committee (G-BA) assesses the benefit of reimbursable medicinal products with new active
ingredients. This includes in particular the assessment of the additional benefit and its
therapeutic significance. The benefit assessment is carried out on the basis of evidence
provided by the pharmaceutical company, which must be submitted to the G-BA
electronically, including all clinical trials the pharmaceutical company has conducted or\\.
commissioned, at the latest at the time of the first placing on the market as well as t
marketing authorisation of new therapeutic indications of the medicinal product, a.’nd w&-\sh
must contain the following information in particular:

\

1. approved therapeutic indications, O\,)\' \v

) \
2. medical benefit, \Q C}'

\ \Q
3. additional medical benefit in relation to the appropriate @S‘np@@or therapy,
@
4. number of patients and patient groups for whom @or’e gis'gz?erapeutlcally significant
additional benefit, %Q QQ
O

5. treatment costs for the statutory health |@09an@(?unds

6. requirements for a quality- assured@p?cQ\S\n

The G-BA may commission the Instl@é ﬁuallty and Efficiency in Health Care (IQWiG) to
carry out the benefit assessm Acc@dmg to Section 35a, paragraph 2 SGB V, the
assessment must be complet dQ/lth(ﬁhree months of the relevant date for submission of
the evidence and published gh h({d:g\ternet.

According to Section 3 &arax%ph 3 SGB V, the G-BA decides on the benefit assessment
within three months ication. The resolution is to be published on the internet and is
part of the Pharma@?&tme@ irective.

’0 o
r\t{@f the resolution

The dient abemaciclib (Verzenios) was listed for the first time on 1 November 2018
in th -TAXE®", the extensive German registry of available drugs and their prices.

On 1 ril 2022, abemaciclib received marketing authorisation for a new therapeutic
in ion to be classified as a major type 2 variation as defined according to Annex 2 number

tter a to Regulation (EC) No. 1234/2008 of the Commission of 24 November 2008
concerning the examination of variations to the terms of a marketing authorisation for
medicinal products for human use and veterinary medicinal products (OJ L 334 of 12.12.2008,
p. 7).

On 26 April 2022, i.e. no later than four weeks after the pharmaceutical company has been
notified of the authorisation for a new therapeutic indication, the pharmaceutical company
has submitted a dossier in due time in accordance with Section 4, paragraph 3, number 2 of
the Ordinance on the Benefit Assessment of Pharmaceuticals (AM-NutzenV) in conjunction

2

Courtesy translation — only the German version is legally binding.



with Chapter 5, Section 8, paragraph 1, number 2 of the Rules of Procedure (VerfO) of the G-
BA on the active ingredient abemaciclib with the new therapeutic indication (in combination
with an endocrine therapy for the adjuvant treatment of adult patients with hormone
receptor (HR)-positive, human epidermal growth factor receptor 2 (HER2)-negative, node-
positive early breast cancer at high risk of recurrence).

The G-BA came to a resolution on whether an additional benefit of abemaciclib compared
with the appropriate comparator therapy could be determined on the basis of the dossier of
the pharmaceutical company, the dossier assessment prepared by the IQWiG, the statemen'g\s\’
submitted in the written statement and oral hearing procedure, and the addendum to the
benefit assessment prepared by IQWiG. In order to determine the extent of theG@dditiowal
benefit, the G-BA has evaluated the data justifying the finding of an additional lgghefi the
basis of their therapeutic relevance (qualitative), in accordance with the cri@% I '%own in
Chapter 5, Section 5, paragraph 7 VerfO. The methodology proposed&y t %\QWiG in
accordance with the General Methods ! was not used in the b fitc’j%sessment of

abemaciclib. \" .©Q

. o D AN .
In the light of the above, and taking into account the statements réewe@nd the oral hearing,
the G-BA has come to the following assessment: 7 N\

%) .\(50

2.1 Additional benefit of the medicinal product i‘né@g{i%\% the appropriate

comparator therapy g\ O

Q' &
2.1.1 Approved therapeutic indication of A@ac@b (Verzenios) in accordance with the
product information \Q Q\(\

Verzenios in combination with endocri h«Qgﬂy is indicated for the adjuvant treatment of
adult patients with hormone receptqr)zHR s§7sitive, human epidermal growth factor receptor
2 (HER2)-negative, node-positive.g@ly st cancer at high risk of recurrence.

.

In pre- or perimenopausalé%ror’r‘@&> aromatase inhibitor endocrine therapy should be
combined with a luteinisi or e-releasing hormone (LHRH) agonist.

2P
Therapeutic indicaé@?o{@g resolution (resolution of 20.10.2022):

see the approveﬁ’ne utic indication
S @
RN
2.1.2<be{)p6:@riate comparator therapy
The ap (&iate comparator therapy was determined as follows:

o

Q&g&emenopausal women with hormone receptor-positive, HER2-negative early-stage
breast cancer at high risk of recurrence

Appropriate comparator therapy for abemaciclib in combination with an endocrine
therapy:

— Tamoxifen (if necessary, in addition with cessation of ovarian function)

! General Methods, version 6.1 from 24.01.2022. Institute for Quality and Efficiency in Health Care (IQWiG), Cologne.
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a2) Postmenopausal women with hormone receptor-positive, HER2-negative early-stage
breast cancer at high risk of recurrence

Appropriate comparator therapy for abemaciclib in combination with an endocrine
therapy:

— an aromatase inhibitor (anastrozole or letrozole) alone, or, if necessary,
tamoxifen if aromatase inhibitors are unsuitable,

R\
— anaromatase inhibitor (anastrozole or exemestane) in sequence 3’@9\ xifen
) NS
N &
a3) Men with hormone receptor-positive, HER2-negative early- s cancer at high

risk of recurrence QQ
Appropriate comparator therapy for abemaciclib in c&nb |on with an endocrine
therapy: O XN

- Tamoxifen Q

O®Q &

Criteria according to Chapter 5, Section 6 qﬁhe Q\%\s of Procedure of the G-BA:

The appropriate comparator therap stoe an appropriate therapy in the therapeutic
indication in accordance with the @ner recognised state of medical knowledge (Section
12 SGB V), preferably a therapy endpomt studies are available and which has proven
its worth in practical applic ’&Q @ss contradicted by the guidelines under Section 92,
paragraph 1 SGB V or the pgi economic efficiency.

In determining the appte ria(t;%omparator therapy, the following criteria, in particular, must
be taken into accoupt;as spacified in Chapter 5, Section 6, paragraph 3 VerfO:

1. To be coft%er Ks a comparator therapy, the medicinal product must, principally,
have axn ketfolg authorisation for the therapeutic indication.

2. |If g\@bn icinal treatment is considered as a comparator therapy, this must be
IaQ.@,within the framework of the SHI system.

3. As(&marator therapy, medicinal products or non-medicinal treatments for which the
&ient-relevant benefit has already been determined by the (G-BA shall be preferred.

X; (bAccording to the generally recognised state of medical knowledge, the comparator
Q therapy should be part of the appropriate therapy in the therapeutic indication.

Justification based on the criteria set out in Chapter 5, Section 6, paragraph 3 VerfO:

On 1. In addition to abemaciclib, the active ingredients tamoxifen, anastrozole, exemestane
and letrozole, leuprorelin, goserelin and triptorelin cyclophosphamide, docetaxel,

Courtesy translation — only the German version is legally binding.



doxorubicin, epirubicin, fluorouracil, methotrexate, paclitaxel and vincristine are
approved for the present therapeutic indication.

Medicinal products with explicit marketing authorisation for hormone receptor (HR)-
negative breast cancer, HER2-positive breast cancer and advanced metastatic breast
cancer were not considered.

On 2. In the present therapeutic indication, a radiotherapy is considered as non-medicinal
treatment.

N\
Adjuvant radiotherapy has a high significance in the present therapeutic indicati rT,\~

especially in case of a high risk of recurrence. Adjuvant radiotherapy camsbe giuen
sequentially or in parallel with endocrine therapy. It is assumed that the patie ave
received prior radiotherapy. An adjuvant radiotherapy is therefore&bt F\&bof the
appropriate comparator therapy. %O\ ‘QQ

On 3. Guideline on examination and treatment methods in the pit(ryguideline on

inpatient treatment methods), entered into force on 20 Margh2019
AN

—  Proton therapy for breast cancer QQ \©

%,

Annex VI to Section K of the Pharmaceuticals Direc 'v@— c\ﬁ;% ingredients that cannot
be prescribed in applications beyond the scop‘eo&t arketing authorisation (off-

label use): @)

>
— Gemcitabine in monotherapy for%@@t{&er in women

On 4. The generally recognised state of m (ﬁée&ﬂ@&vledge was illustrated by a systematic
search for guidelines as well as r\egéfws clinical studies in the present therapeutic
indication. The scientific-medi@)&o jéties and the Drugs Commission of the German
Medical Association (AkdA) easo involved in writing on questions relating to the
comparator therapy in (f nt therapeutic indication according to Section 35a,

‘:O\O

&

Among the approge@a(&@}ingredients listed under 1., only certain active ingredients
named below bg\included in the appropriate comparator therapy, taking into
account th @lde{@e on therapeutic benefit, the guideline recommendations and the

reality of#re.&
X @)
Basé‘om{&information, a differentiation was made according to menopausal status
@n @’t\érmining the appropriate comparator therapy, as pre- and postmenopausal
%o \1 differ physiologically as well as pathophysiologically, e.g., in the course of the

jsease and the symptom burden. In addition, there are separate therapy
(b%ecommendations for both groups in the guidelines.

paragraph 7 SGB V.

Q\® In addition, for the present therapeutic indication, it was assumed that adjuvant
chemotherapy - if indicated - has been completed.
Premenopausal women

In the adjuvant treatment of hormone receptor (HR)-positive breast cancer in
premenopausal women, tamoxifen is the standard. The available evidence based on
meta-analyses does not show a clear additional therapeutic benefit for the additional
cessation of ovarian function. However, the guidelines recommend additional

5
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cessation of ovarian function for the group of patients with an increased risk of
recurrence. This recommendation is made in the guidelines with low strength of
recommendation, but is unanimous. Against the background that the present
therapeutic indication explicitly includes patients with a high risk of recurrence, it is
stated that, in addition to tamoxifen, cessation of ovarian function is included in the
appropriate comparator therapy, if necessary.

Furthermore, the active ingredient triptorelin - a GnRH analogue - is approved Tf\~\\
combination with an aromatase inhibitor in premenopausal women at high risk o
recurrence. However, this treatment option clearly does not have_ &he s@.ke
significance as tamoxifen. In the German S3 guideline, triptorelin in co atiowr with

an aromatase inhibitor is recommended with only a low level of rec en\d\ tion and

is not mentioned at all in other guidelines. Therefore, this tre n\ ion is not
determined as a component of the appropriate comparator th(@py. (}'

N &
Postmenopausal women @{b Q\

Aromatase inhibitors have a high significance in theﬁveﬁﬁ’reatment of hormone
receptor (HR)-positive breast cancer in postmenipau X omen. For these active
ingredients, there is extensive evidence at t el ystematic reviews as well as
clear recommendations in guidelines. Ther a eting authorisation for the two
non-steroidal aromatase inhibitors an Z0 nd letrozole for the treatment of
postmenopausal women. The steroi atase inhibitor exemestane is only
approved after progression und \@nti—%strogen treatment and is therefore not
considered for initial adjuvant ét%@t as an appropriate comparator therapy. In
case of intolerance to an éém tsa\se inhibitor, tamoxifen is the recommended
alternative for (further) ac{@a%&atment.

In addition to sole tr e ‘\Qch an aromatase inhibitor (anastrozole or letrozole), or
with tamoxifen ifg&ua Q} inhibitors are unsuitable, sequential treatment with initial
tamoxifen followed b a?&aromatase inhibitor ("switch therapy") is another option. The
aromatase infj |t05$astrozole and exemestane are approved for this purpose after
2-3 year initial adjuvant treatment with tamoxifen. The aromatase inhibitor
letro {Le(aé a;ﬁ%jved 5 years after prior completed tamoxifen treatment ("extended
adjuvant tment"). This option with letrozole also has relatively weak evidence of
efit, especially considering IQWIG's report?, and is also less strongly recommended
guidelines. Therefore, sequential treatment with tamoxifen followed by

trozole is not included in the appropriate comparator therapy. In addition, reverse
Csequential treatment - initially an aromatase inhibitor followed by tamoxifen - is not
\Q(b included in the appropriate comparator therapy as the evidence for this option,
relative to the other options, is of less significance.

Men

2 Institute for Quality and Efficiency in Health Care (IQWiG). Aromatase inhibitors in female breast cancer; final report;
mandate A10-03. [online]. Cologne (GER): IQWiG; 2016. [Accessed: 08.05.2019]. (IQWiG Reports; Volume 437) URL:
https://www.igwig.de/download/A10-03 Abschlussbericht Aromatasehemmer-beim-Mammakarzinom.pdf
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Male breast cancer is a very rare disease; the incidence is about 0.5 - 1% of all diagnosed
breast cancers. The evidence on treatment options for men with breast cancer is
extremely limited. According to the guidelines, the recommendations for the treatment
of men with breast cancer are predominantly based on the recommendations for the
treatment of women. Aromatase inhibitors are only recommended for men with
contraindications. The guidelines primarily recommend therapy with tamoxifen for

men.
The findings in Annex Xll do not restrict the scope of treatment required to fulfil t .me%k\al
treatment mandate. Q Q
S
v
)
2.1.3 Extent and probability of the additional benefit Q% C}Q
In summary, the additional benefit of abemaciclib is assessed as ffildg.w "\\Q
%)
. N H& .

al) Premenopausal women with hormone receptor-positide, ER2-negative early-stage

breast cancer at high risk of recurrence (o'go‘\}O

. . N . <&
Hint for a minor additional benefit R
N

@Q (0(0
O
a2) Postmenopausal women with hormonecée;\s@@r—positive, HER2-negative early-stage
breast cancer at high risk of recurrencé‘o

An additional benefit is not prove®b \"Q
F§
ST
\Q O
a3) Men with hormone re,e&tor(&sitive, HER2-negative early-stage breast cancer at high
risk of recurrence ((\v QQ‘

An additional bﬁc &@T proven.
03 00

e O

Jushﬂcatm%\\ \(\Q)

For the%Ql‘deQ;} of additional benefit, the pharmaceutical company has submitted in the
dossi ecresults of the still ongoing, open-label, randomised controlled trial MONARCH-E,

in which @bemaciclib in combination with standard endocrine therapy is compared with
stand&endocrine therapy.

fients with node-positive, HR-positive, HER2-negative, definitely resected early-stage
reast cancer without distant metastases and at a high risk of recurrence were enrolled in the
study. The MONARCH-E study is divided into 2 cohorts. In cohort 1, high risk of recurrence is
defined as > 4 positive axillary lymph nodes (pALN) or 1 to 3 pALN in the presence of an
additional grade 3 tumour and/or a tumour size of > 5 cm (corresponding to stage IIA to IlIC
at diagnosis). In cohort 2, a high risk of recurrence was determined primarily on the basis of
the proliferation marker Ki-67. The definition of a high risk of recurrence for cohort 1 is
considered adequate for the benefit assessment. Cohort 2 is not considered relevant for the
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benefit assessment as the marketing authorisation was granted solely on the basis of the
results for cohort 1.

Cohort 1 included a total of 5,120 patients who were randomised in a 1:1 ratio according to
previous treatment (neoadjuvant chemotherapy vs adjuvant chemotherapy vs no
chemotherapy), menopausal status (premenopausal vs postmenopausal), region (North
America and Europe vs Asia vs others) to the intervention arm (N = 2555) and the comparator
arm (N = 2565).

In both study arms, patients received standard adjuvant endocrine therapy according to t
doctor’s instructions. Only patients who received an endocrine therapy corresponding to t-\i-e
appropriate comparator therapy for the entire duration of the study were inc d (\Qhe
benefit assessment. This corresponded to 1,088 premenopausal women (553@ie?@1n the
intervention arm and 535 patients in the comparator arm), 2,548 postmeQ}pa women
(1,283 patients in the intervention arm and 1,265 patients in the compar a[&) nd 19 men
(10 patients in the intervention arm and 9 patients in the comparatorq@n). @)

The currently ongoing study is being conducted at 611 study site{@@yustralia, Europe,
North America and South America. The primary endpoint of thQ@Ud%s vasive disease-free
survival (IDFS, hereafter also referred to as recurrences). Refévant)secondary endpoints are
overall survival, symptoms, health-related quality of life, n ad@e events (AE).

At the time of the benefit assessment, 4 data cut-offs\ﬁb?e @?able:
— 1st data cut-off from 27.09.2019: planned j \i @nalysis after 195 invasive disease-
free survival events (IDFS events) o Q
— 2nd data cut-off from 16.03.2020: p &e?:@t@rim analysis after 293 IDFS events
— 3rd data cut-off from 08.07.202 @anr@ inal IDFS analysis after 390 IDFS events
— 4th data cut-off from 01.04.2(@%@& interim analysis on overall survival
orities

required by the regulatory&

\\.

For the present benefit asse gn »&he results of the 4th data cut-off from 01.04.2021 are
used, which is a post-hoc eréﬁ nalysis on overall survival required by the regulatory
authorities. R)
N

Q
KQ
N
@)

©
9
%6

%@

0\
@‘\é\\@@
Q) \.Q’
<®

fz?@
<

Q\
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al) Premenopausal women with hormone receptor-positive, HER2-negative early-stage
breast cancer at high risk of recurrence

Mortality

Overall survival was defined in the MONARCH-E study as the time between randomisation and
death from any cause.

For the endpoint of overall survival, no statistically significant difference was detected .~ .
between the treatment groups. At the time of the 4th data cut-off, 17 patients in the\s

intervention arm and 11 patients in the comparator arm had died. & ®+
QO
N

Morbidity W Q)\?‘

Recurrences (recurrence rate and disease-free survival) %O &Q

The patients in the present therapeutic indication are treated ‘wi‘th. @urative therapy
approach: adjuvant therapy after complete resection of the pr'@ﬁ y@ﬂours and possibly
affected lymph nodes. The remaining tumour cells can cau recyrrence in the further
course. Recurrence means that the attempt at a cure by t ur five therapeutic approach
was unsuccessful. The occurrence of a recurrence is patieft-rel t.

The combined endpoint recurrences include the follffwfmg i@f/idual components:

o

— Local breast cancer recurrence Q

— Regional recurrence of invasive breasté@cer(&
— Remote recurrence <O Q\(\
— Contralateral invasive breast ca (%)

— Secondary primary cancer (nogbre s&mcer)

— Death of any cause withoutﬁzévic{gg recurrence
For the present assessment t@r@s of the operationalisations as the percentage of
patients with recurrence %&rr@\e rate) and as disease-free survival are used for the

endpoint of recurrence.((\ QQ

For the endpoint of rmﬁ?re , for the endpoint component of recurrence rate as well as for
the endpoint co nep)of disease-free survival, there was a statistically significant
difference in e?? casento the advantage of abemaciclib in combination with endocrine

therapy corw dg@ndocrine therapy.

In the a siss@both endpoint components, a relevant advantage with regard to the
avoidﬁe oﬁ@urrences is determined overall for abemaciclib in combination with endocrine
apy.

ther QO
%]

&
S Q&omatology (FACIT fatigue)

?\ the MONARCH-E study, the endpoint of fatigue was assessed using the validated survey
instrument FACIT fatigue.

In the dossier, the pharmaceutical company submitted analyses using a mixed model for
repeated measures (MMRM) on the course and change from baseline. In doing so, the
pharmaceutical company assigned values that were collected at different times from
randomisation to constructed time points. These time points were referred to as 30-day, 6-
month and 12-month follow-up. The actual observation time point per patient is determined
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by the individual time of the end of treatment plus the respective follow-up time (of 30 days,
6 months and 12 months) and not by the time period from the start of the study, so that there
were no uniform evaluation times for all patients from the start of the study. These
constructed time points, fixed relative to the end of treatment, can differ both within a
treatment arm and between treatment arms, so the required equivalence of evaluation time
points between arms was no longer given. Furthermore, no information was available in the
dossier on the total number of patients included in the MMRM analyses.

As part of the written statement procedure, the pharmaceutical company submltteg\s\
evaluations in which the follow-up observations for patients with premature therapy

discontinuation were assigned to a visit if they could be assigned in a c o
undisclosed time frame according to the occurrence after randomisation. In d|t the
pharmaceutical company stated in the written statement procedure th ers of
patients with values at baseline given in the results tables correspond to o umber of
patients who contributed data to the MMRM analyses. @ c’)\}

As a result, there was a statistically significant difference in the en |nt~%g{/mptomatology,
measured by FACIT fatigue, to the disadvantage of abemaciclib ir@smb ion with endocrine

therapy. However, the 95% Cl of the standardised mean diff $€not completely outside
the irrelevance range of -0.2 to 0.2 in each case. Thus, it canf® b erred that the observed
effect is relevant. 0

& &

Health status (EQ-5D, visual analogue scale) (Q(? &(Q
Health status was assessed in the MONARCH- g&g@@smg the EQ-5D visual analogue scale.

In the dossier, the pharmaceutical co p nted MMRM analyses for the endpoint of
health status - as outlined above for t nd@nt of symptomatology (FACIT fatigue) - on the
course and change from baseline, ch&ere based on constructed evaluation time points,
and did not provide informati @e otal number of patients included in the MMRM
analyses.

As part of the written sta @ocedure the pharmaceutical company submitted MMRM
analyses with assign t «of* the follow-up observations for patients with therapy
discontinuation to t |s@\ e relevant time. It also stated that the number of patients with

values at the ba orted in the results tables corresponds to the total number of
patients |ncI MRM analyses.

As a result @hdpomt of health status, assessed by means of the EQ-5D VAS, there was
no statlgc\d I |f|cant difference between the treatment groups.

In summa(ypm the endpoint category of morbidity, there is an advantage of abemaciclib in
combin@fion with endocrine therapy in the avoidance of recurrences. With regard to
symﬁatology, there is a statistically significant difference to the disadvantage of
?s@haciclib in combination with endocrine therapy. However, it cannot be inferred that the
bserved effect is relevant. For health status, there is neither an advantage nor a disadvantage
of abemaciclib in combination with endocrine therapy.

10
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Quality of life
Functional Assessment of Cancer Therapy — Breast (FACT-B)

Health-related quality of life is assessed in the study using, among other things, the disease-
specific FACT-B3 questionnaire. The FACT-B questionnaire consists of the cross-tumour
disease questionnaire (FACT-G*) and a breast cancer-specific subscale (BCS®). Only the FACT-

B total score is included in the assessment of the additional benefit as it comprehensively
considers the data on the health-related quality of life of the patients. The FACT-G \\
guestionnaire is therefore only presented additionally.

In the dossier, the pharmaceutical company presented MMRM analyses for thegylpoi@%f
health-related quality of life, assessed by means of the FACT-B questionnair, s ned
above for the endpoint of symptomatology (FACIT fatigue) - on the course @cf\?ge from
baseline, which were based on constructed evaluation time points, and c@sn‘o&@v vide any
information on the total number of patients included in the MMRM ané%es QA

As part of the written statement procedure, the pharmaceutical ¢ an mitted MMRM
analyses with assignment of the follow-up observations p@nts with therapy
discontinuation to the visit at the relevant time. It also stated hefmumber of patients with
values at the baseline reported in the results tables corrés Qr@b‘to the total number of
patients included in the MMRM analyses. Q"O 0\5

As a result, for the endpoint of health-related qualit ’&ife(%sessed using the FACT-B, there
is a statistically significant difference to the disad& a @abemaciclib in combination with
endocrine therapy. However, the 95% ClI ob e ndardised mean difference is not
completely outside the irrelevance range o @2@(@2 Thus, it cannot be inferred that the
observed effect is relevant. Q

N

In summary, in the quality of life cﬁbr f&'e is a statistically significant difference to the
disadvantage of abemaciclib in c% inatidh with endocrine therapy. However, it cannot be

inferred that the observed eff,e\'Q ‘r@ant.
S ©
& &

. C
Side effects 9 X
Ad t (Qg@;.@‘b gé\

verse events
\

In the MONAQ'L(Q'-E sfudy, an adverse event occurred in 98.2% of premenopausal patients in
the interv q&m and 86.9% thereof in the comparator arm. The results were only
ditfonally.

present&@
°
RS

Q¥

3 Functional Assessment of Cancer Therapy — Breast
4 Functional Assessment of Cancer Therapy — General
> Breast Cancer Subscale
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Serious adverse events (SAEs), severe adverse events (CTCAE grade > 3) and discontinuation
due to AEs

For the endpoints of SAEs, severe AEs and discontinuation due to AEs, there was a statistically
significant disadvantage of abemaciclib in combination with endocrine therapy compared to
endocrine therapy alone.

Specific adverse events

N\
For the specific AEs of neutropenia (severe AEs), general disorders and administration s'tEP
conditions (AEs), eye disorders (AEs), respiratory, thoracic and mediastinal disorders ( ,
gastrointestinal disorders (AEs), diarrhoea (severe AEs), skin and subcut@ﬁbu &issue
disorders (AEs), blood and lymphatic system disorders (severe AEs) and hepatit\ev @evere
AEs), there is a statistically significant difference to the disadvantage a gaciclib in
combination with endocrine therapy. Q% N
¥ 0
N @
In summary, due to the disadvantages in the endpoints S } severe AEs and
discontinuation due to AEs, a significant overall disadvantage.in, side effects can be
determined for treatment with abemaciclib in combinatioq,%[t @ndocrine therapy . With
regard to specific adverse events, there were in det&ﬂgdi&@ntages of abemaciclib in

combination with an endocrine therapy. .
N
NFSE
Overall assessment C)O (&

For the benefit assessment of abemacig&ggm gnbination with endocrine therapy for the
treatment of hormone receptor-positi egative early-stage breast cancer at high risk
of recurrence in premenopausal patigfts, kesults of the still ongoing, open-label, randomised
controlled trial MONARCH-E are a\@la err the endpoint categories of mortality, morbidity,
health-related quality of life a&(ﬁide\gfLects.

In the endpoint category @ﬁ)r %/, the present results for the endpoint of overall survival
show no statistically si%an icant\difference between the study arms. Only small numbers of
events are available fénthe point of overall survival.

In the morbidit é{e , the endpoint of recurrence, expressed as recurrence rate and
disease-free_ alshows statistically significantly fewer recurrences for patients treated
with abem iS’lb ilcombination with endocrine therapy. In the present adjuvant treatment
setting, tl@ voidance of recurrences is a specially relevant therapeutic goal.

WithQ)an@%o symptomatology, there is a statistically significant difference to the
disadvantage of abemaciclib in combination with endocrine therapy. However, it cannot be
inferr hat the observed effect is relevant. For health status, there is neither an advantage
no isadvantage of abemaciclib in combination with endocrine therapy.

Qm\the quality of life category, there is a statistically significant difference to the disadvantage
of abemaciclib in combination with endocrine therapy. However, it cannot be inferred that
the observed effect is relevant.

With regard to side effects, there are statistically significant disadvantages for the endpoints
of serious adverse events (SAEs), severe adverse events (AE) and discontinuation due to AEs
for treatment with abemaciclib in combination with an endocrine therapy and in detail also
for the specific AEs.
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In the overall analysis, the relevant advantage with regard to the avoidance of recurrences is
offset by significant disadvantages in terms of side effects. The disadvantages in terms of side
effects are weighted against the background that the avoidance of recurrences is an essential
therapeutic goal in the present curative treatment setting.

In a weighing decision, the G-BA comes to the conclusion that the advantage of recurrences
outweighs the disadvantages of side effects and that overall there is a moderate and not only
minor improvement in the therapy-relevant benefit. Abemaciclib in combination with
endocrine therapy is therefore found to be of minor additional benefit compared to sole|\™*
endocrine therapy in the adjuvant treatment of premenopausal patients with HER2 positi e

early breast cancer at high risk of recurrence. (%)
0 Q
\
N ¢ \?*

Reliability of data (probability of additional benefit) % \}
The underlying MONARCH-E study is a randomised, controlled, opq%l\belézudy
The risk of bias across endpoints is rated high for the sub uIa | of premenopausal
patients, as a significant percentage (14.3%) of premenopaus@ s were not included in
the analyses because the patients concerned switched tg.a ine therapy that did not
correspond to the appropriate comparator therapy du &

In addition, the significance of the available resultsgés pomt of recurrence is limited in
the present treatment setting, as the median z{Qo observation in the study is only
approx. 28 months.

Thus, the reliability of data for the addltlo@ be@\g\determmed is classified in the category
"hint" overall. %]

QO \‘0
&Oc)o&
N

a2) Postmenopausal wome.n’\‘w b-@rmone receptor-positive, HER2-negative early-stage
breast cancer at hlgh);@(\ofbécﬂrrence

"oQ
Mortality t'o (\

Overall survival \M§He %%m the MONARCH-E study as the time between randomisation and
death from a;& us

For the §\%f overall survival, no statistically significant difference was detected
betwee tment groups. At the time of the 4th data cut-off, 54 patients in the
inter@tloq}rm and 58 patients in the comparator arm had died.

Q¥
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Morbidity
Recurrences

The patients in the present therapeutic indication are treated with a curative therapy
approach: adjuvant therapy after complete resection of the primary tumours and possibly
affected lymph nodes. The remaining tumour cells can cause a recurrence in the further
course. Recurrence means that the attempt at a cure by the curative therapeutic approach

was unsuccessful. The occurrence of a recurrence is patient-relevant. \\
The combined endpoint recurrences include the following individual components: ++

— Local breast cancer recurrence (\% QQ

— Regional recurrence of invasive breast cancer s& ?S\

— Remote recurrence \\) Q\

— Contralateral invasive breast cancer @O \}Q

— Secondary primary cancer (not breast cancer) QQ @0

— Death of any cause without previous recurrence ng QAN

For the present assessment, the results of the operationalisgq{o 552 the percentage of
patients with recurrence (recurrence rate) and as diseasgogfeec)@ vival are used for the

endpoint of recurrence. O XN

For the endpoint of recurrence, for the endpoint con{ e recurrence rate as well as for
the endpoint component of disease-free surviy@l, th&bé was a statistically significant
difference in each case to the advantage of madciclib in combination with endocrine

therapy compared to endocrine therapy. @) QO

In the consideration of both endpoint c@% gs, an overall advantage with regard to the
m@@b
S

avoidance of recurrences is found for @ in combination with endocrine therapy.
O
ST
Symptomatology (FACIT fat/ge/{Q ‘\O

In the MONARCH-E study, @% oint of fatigue was assessed using the validated survey
instrument FACIT fatig R)

In the dossier, the é&r utical company submitted analyses using a mixed model for
repeated measu@( ) on the course and change from baseline. In doing so, the
pharmaceuticalZto y assigned values that were collected at different times from

randomisa é}s{to g@nstructed time points. These time points were referred to as 30-day, 6-
month a 2-n®th follow-up. The actual observation time point per patient is determined
by th%@wi(@l time of the end of treatment plus the respective follow-up time (of 30 days,
6 months 12 months) and not by the time period from the start of the study, so that there
were no, uniform evaluation times for all patients from the start of the study. These
conq?gkted time points, fixed relative to the end of treatment, can differ both within a
ent arm and between treatment arms, so the required equivalence of evaluation time
éomts between arms was no longer given. Furthermore, no information was available in the
dossier on the total number of patients included in the MMRM analyses.

As part of the written statement procedure, the pharmaceutical company submitted
evaluations in which the follow-up observations for patients with premature therapy
discontinuation were assigned to a visit if they could be assigned in a corresponding,
undisclosed time frame according to the occurrence after randomisation. In addition, the
pharmaceutical company stated in the written statement procedure that the numbers of
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patients with values at baseline given in the results tables correspond to the total number of
patients who contributed data to the MMRM analyses.

As a result, there was a statistically significant difference in the endpoint of symptomatology,
measured by FACIT fatigue, to the disadvantage of abemaciclib in combination with endocrine
therapy. However, the 95% Cl of the standardised mean difference is not completely outside
the irrelevance range of -0.2 to 0.2 in each case. Thus, it cannot be inferred that the observed
effect is relevant.

Health status (EQ-5D, visual analogue scale) S 6‘"

Health status was assessed in the MONARCH-E study using the EQ-5D visual g ale

health status - as outlined above for the endpoint of symptomatology ( ue) - on the
course and change from baseline, which were based on constructed &valuatién time points,
and did not provide information on the total number of patier@ uded in the MMRM

analyses. QQ 5

As part of the written statement procedure, the pharmaceut:@é[ \pany submitted MMRM
analyses with assignment of the follow-up obserydtionsXfor patients with therapy
discontinuation to the visit at the relevant time. It also uﬁg@ t the number of patients with
values at the baseline reported in the results tat(%s c ponds to the total number of
patients included in the MMRM analyses. @ &(Q

The result shows a statistically significant @?fé@&e in the endpoint of health status,
measured by the EQ-5D VAS, to the {Q@dva age of abemaciclib in combination with
endocrine therapy. However, the 9 the standardised mean difference is not
completely outside the irrelevance r O;G&Z to 0.2 in each case. Thus, it cannot be inferred
that the observed effect is reIeano (@)

In the dossier, the pharmaceutical company presented MMRM analyses @é}h @dpoint of
i
u

In summary, in the endpoin@ate ory of morbidity, there is an advantage of abemaciclib in
combination with endo therapy in the avoidance of recurrences. With regard to
symptomatology and It *Qatus, there are statistically significant differences to the
disadvantage of ab ciclif¥h combination with endocrine therapy. However, it cannot be
inferred that the %%ervghéffects are relevant.

o

N @
Qualit e@\
Func%)a/ @’essment of Cancer Therapy — Breast (FACT-B)

Health-@lated quality of life is assessed in the study using, among other things, the disease-
specGii@FACT-B questionnaire. The FACT-B questionnaire consists of the cross-tumour disease
@stionnaire (FACT-G?*) and a breast cancer-specific subscale (BCS®). Only the FACT-B total
ore is included in the assessment of the additional benefit as it comprehensively considers
the data on the health-related quality of life of the patients. The FACT-G questionnaire is
therefore only presented additionally.

In the dossier, the pharmaceutical company presented MMRM analyses for the endpoint of
health-related quality of life, assessed by means of the FACT-B questionnaire - as outlined
above for the endpoint of symptomatology (FACIT fatigue) - on the course and change from
baseline, which were based on constructed evaluation time points, and did not provide any
information on the total number of patients included in the MMRM analyses.
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As part of the written statement procedure, the pharmaceutical company submitted MMRM
analyses with assignment of the follow-up observations for patients with therapy
discontinuation to the visit at the relevant time. It also stated that the number of patients with
values at the baseline reported in the results tables corresponds to the total number of
patients included in the MMRM analyses.

As a result, for the endpoint of health-related quality of life, assessed using the FACT-B, there
is a statistically significant difference to the disadvantage of abemaciclib in combination with
endocrine therapy. However, the 95% Cl of the standardised mean difference is ng \ ‘
completely outside the irrelevance range of -0.2 to 0.2. Thus, it cannot be mferred that
observed effect is relevant.

NN

O
In summary, in the quality of life category, there is a statistically significant r &e to the
disadvantage of abemaciclib in combination with endocrine therapy. Ho qu&annot be
inferred that the observed effect is relevant. @e c}}

@

{b
Side effects QQ (g@o

Adverse events (AEs) S
In the MONARCH-E study, an adverse event occurred.iu$8 2@9 postmenopausal patients in

the intervention arm and 88.5% thereof in the aétbr arm. The results were only
presented additionally.

SE
Serious adverse events (SAEs), severe adve@e e (CTCAE grade > 3) and discontinuation
due to AEs

For the endpoints of SAEs, severe A ntlnuatlon due to AEs, there was a statistically
significant disadvantage of abem mbination with endocrine therapy compared to
endocrine therapy alone.

\
Specific adverse events @Q \(O
For the specific AEs of §\roQﬁ1la (severe AEs), alopecia (AEs), dizziness (AEs), eye disorders
(AEs), gastromtestl@ ders (AEs), diarrhoea (severe AEs), fatigue (severe AEs),

hypocalcaemla , blood and lymphatic system disorders (severe AEs), and hepatic
events (sever )a nterstltlal lung disease (ILD)/ pneumonitis (SAE), there is a statistically
significant é§é\s\@e to the disadvantage of abemaciclib in combination with endocrine

therapy. (\

For t@nd@mt of venous thromboembolism (severe AEs), there is a significant difference to
the disad¥@ntage of abemaciclib in combination with endocrine therapy. For this endpoint,
there@@n effect modification due to the age characteristic. There is a statistically significant
difféeence to the disadvantage of abemaciclib in combination with endocrine therapy only in
ents > 65 years. In patients < 65 years, there is no statistically significant difference
etween the treatment groups.

For the endpoint of arthralgia (AEs), there is a significant difference in favour of abemaciclib
in combination with endocrine therapy.

In summary, due to the disadvantages in the endpoints of SAEs, severe AEs and
discontinuation due to AEs, a significant overall disadvantage in side effects can be identified
for treatment with abemaciclib in combination with endocrine therapy. With regard to specific
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adverse events, there are, in detail, predominantly disadvantages of abemaciclib in
combination with an endocrine therapy.

Overall assessment

For the benefit assessment of abemaciclib in combination with endocrine therapy for the
treatment of hormone receptor-positive, HER2-negative early-stage breast cancer at high risk ~_
of recurrence in postmenopausal patients, results of the still ongoing, open-label, randomis N\
controlled trial MONARCH-E are available for the endpoint categories of mortality,gprbidi-‘y,
health-related quality of life and side effects. QQ

In the endpoint category of mortality, the present results for the endpoint o c%r rvival
show no statistically significant difference between the study arms. Onl a& mbers of
events are available for the endpoint of overall survival. Q% (;\

In the morbidity category, the endpoint of recurrence, expresse g re@@krence rate and
disease-free survival, shows statistically significantly fewer rec ce@%r patients treated
with abemaciclib in combination with endocrine therapy. Ir%@ré r@t adjuvant treatment
setting, the avoidance of recurrences is a specially relevant a%btlc goal.

With regard to symptomatology and health statusg,theréyare statistically significant
differences to the disadvantage of abemaciclib in&%mt@%‘tion with endocrine therapy.
However, it cannot be inferred that the observedﬁe@c’%& relevant.

In the quality of life category, there is a statist'@@ y s&é}i icant difference to the disadvantage
of abemaciclib in combination with endocr@e tQ\%y However, it cannot be inferred that
the observed effect is relevant. O

O
With regard to side effects, there are@iati f@ly significant disadvantages for the endpoints
of serious adverse events (SAEs),@fére §\/erse events (AE) and discontinuation due to AEs
for treatment with abemaciclib@ co@ination with an endocrine therapy and in detail also

predominantly for the specif@‘\Esﬁé\

In the overall analysis, t %vqgage with regard to the avoidance of recurrences is offset by
significant disadvanta@ in terms of side effects. The disadvantages in terms of side effects
are weighted agaj t@;kground that the avoidance of recurrences is an essential
therapeutic goal iy e\g( sent curative treatment setting.

In a weighin ec@o , the G-BA comes to the conclusion, against the background of the
observed ct,@ensity for the endpoint of recurrence, that the significant disadvantages of
the sj fegts question the advantage of the endpoint of recurrence. It was taken into
accouft thabthe significance of the available results on the endpoint of recurrence is limited
in the p &nt treatment setting, as the median duration of observation in the study is only
approx, 28 months.

s, overall, it is concluded that there is no evidence of additional benefit of abemaciclib in

mbination with endocrine therapy compared to endocrine therapy alone in the adjuvant
treatment of postmenopausal patients with HER2-positive early breast cancer at high risk of
recurrence.
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a3) Men with hormone receptor-positive, HER2-negative early-stage breast cancer at high
risk of recurrence

No interpretable data are available to assess the additional benefit of abemaciclib in
combination with endocrine therapy compared with the appropriate comparator therapy in
men with hormone receptor-positive, HER2-negative early-stage breast cancer at high risk of
recurrence.

The pharmaceutical company presented results on a total of 19 patients, of which 10 patien'g\s\’
were treated with abemaciclib in combination with endocrine therapy and 9 patients with
endocrine therapy. Thus, there is no sufficient data basis to assess the addltlona|@’léflt

\,
\0 \?*
2.1.4 Limitation of the period of validity of the resolution \Q% (}}
. KQ
‘b N\

al) Premenopausal women with hormone receptor- p05|t|vaé|EB.2 egative early-stage

breast cancer at high risk of recurrence (g
O

% N
and @(o Q\'
\% (79)
a2) Postmenopausal women with hormone rec,e@%r- c|{ive, HER2-negative early-stage
breast cancer at high risk of recurrence (\“ \Q‘
00

o
o QT
The limitation of the period of validi f t@ resolution on the benefit assessment of
abemaciclib (in combination with e herapy) finds its legal basis in Section 353,
paragraph 3, sentence 4 SGB V. T af the G-BA may limit the validity of the resolution
on the benefit assessment of a |cm{hproduct In the present case, the limitation is justified

by objective reasons consis@a& (g@the purpose of the benefit assessment according to
Section 35a paragraph 1S . ®\

The significance of t su ﬁor the endpoint of overall survival and for the endpoint of
recurrence is limite thewhedian duration of observation in the MONARCH-E study at the
time of the 4th d of 1 April 2021 was only 28 months.

Further int @es of overall survival are planned 2 and 3 years after final invasive
é% Sl af

disease-fr (IDFS) analysis. The final analysis of overall survival is planned after 650
events ter randomisation of the last patient, whichever comes first.

Slnce?ar @cllmcal data from the MONARCH-E study are expected, which may be relevant
for the sment of the benefits of the medicinal product, it is justified to limit the validity
of t resent resolution.

Mltlons of the limitation:
<

For the renewed benefit assessment of abemaciclib in combination with endocrine therapy
after the deadline, the results on all patient-relevant endpoints from the MORNACH-E study,
in particular on overall survival and recurrences, must be presented in the dossier at the final
data cut-off, differentiated according to sub-populations al and a2.

For this purpose, the G-BA considers a limitation for the resolution until 01.07.2025 to be
appropriate.
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A change in the limitation can generally be granted if it is justified and clearly demonstrated
that the limitation is insufficient or too long.

In accordance with Section 3 No. 7 AM-NutzenV in conjunction with Chapter 5 Section 1,
paragraph 2, No. 6 VerfO, the procedure for the benefit assessment of the medicinal product
abemaciclib in combination with endocrine therapy recommences when the deadline has
expired. For this purpose, the pharmaceutical company must submit a dossier to the G-BA at
the latest on the date of expiry to prove an additional benefit of abemaciclib in combination
with endocrine therapy in comparison with the appropriate comparator therapy (Section éh\s\
paragraph 3, No. 5 AM-NutzenV in conjunction with Chapter 5, Section 8, No. 5 VerfO). If the
assessment is not submitted or is incomplete, the G-BA may determine that a&c'gddi ional

benefit has not been proven. s.\\Q Q
The possibility that a benefit assessment for the medicinal product abemachitib a@&ca rried

C
out at an earlier point in time due to other reasons (cf. Chapter 5, Sectiorré,)pa@g aph 2, nos.
2 to 4 VerfO) remains unaffected hereof. \\Q @Q
QAN
{b‘ Q\

QQ \6
2.1.5 Summary of the assessment (%) 70}

The present assessment is the benefit assessment of @%éw@érapeutic indication for the
active ingredient abemaciclib in combination wita\%nde@rne therapy. The therapeutic
indication assessed here is as follows: Q Qo)

Abemaciclib in combination with endocrine th &;i §i\cated for the adjuvant treatment of
adult patients with HR-positive, HER2-neg i§é e-positive early-stage breast cancer at
high risk of recurrence. In pre- or peri Opausal women, aromatase inhibitor endocrine
therapy should be combined with a Iué@m\&é’ormone—releasing hormone (LHRH) agonist.

In the therapeutic indication to be\éﬁsidéed, three patient groups were distinguished:

al) Premenopausal women,\ﬁu%n;i@rmone receptor-positive, HER2-negative early-stage
breast cancer at high [@of‘():écva’rrence

N\
The G-BA determined%bé_&)xi(qﬁ(if necessary, additionally with cessation of ovarian function)
to be the appropriatg; n@f?ator therapy.
N

For this patient,gaup pharmaceutical company presents the RCT MONARCH-E, in which
abemaciclib docride therapy was compared with endocrine therapy alone. Only patients
in whom thg,ap, iate comparator therapy was adequately implemented were considered
inthe a sment.

R o
For t @omt of overall survival, no statistically significant difference was detected
betwee®t e treatment groups.

For f&endpoint of recurrence, presented as recurrence rate and disease-free survival, there
tatistically significantly fewer recurrences for abemaciclib + endocrine therapy.

With regard to symptomatology and quality of life, there are statistically significant
differences to the disadvantage of abemaciclib + endocrine therapy. However, it cannot be
inferred that the observed effects are relevant. There is neither an advantage nor a
disadvantage for the endpoint of health status.

The relevant advantage in recurrence is offset by significant disadvantages of abemaciclib +
endocrine therapy in the category of side effects, particularly in the endpoints of serious
adverse events (SAEs), severe adverse events (AEs, CTCAE grade > 3) and discontinuation due
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to AEs, which, however, do not fundamentally call into question the advantages in the
endpoint of recurrence against the background of the essential importance of avoiding
recurrences in the curative treatment setting.

The risk of bias at study level is considered high due to the significant percentage of patients
who were not included in the analyses. In addition, the short median duration of observation
in the study results in a relevant uncertainty with regard to the reliability of data, which is why
this is classified as a hint.

-

In the overall assessment, therefore a hint for a minor additional benefit of abemaciclib m\s

combination with endocrine therapy over endocrine therapy is found. ®~\~

The resolution for this group of patients is limited until 01.07.2025. OQ Q
%

a2) Postmenopausal women with hormone receptor-positive, HER(Z negi&-f\/e early-stage

breast cancer at high risk of recurrence \(b

The G-BA determined an aromatase inhibitor (anastrozol %@I '@zole) alone, possibly
tamoxifen, if aromatase inhibitors are unsuitable, or an artugét nhibitor (anastrozole or
exemestane) in sequence after tamoxifen as an appropraﬁg C(@arator therapy.

For this patient group, the pharmaceutical company (?sercg{he RCT MONARCH-E, in which
abemaciclib + endocrine therapy was compared en @erine therapy alone. Only patients
in whom the appropriate comparator therapy \/6 tely implemented were considered
in the assessment.

For the endpoint of overall survival, @sta@gcally significant difference was detected
between the treatment groups. b

For the endpoint of recurrence, p&@%’nte&s recurrence rate and disease-free survival, there
are statistically significantly fer etdﬁences for abemaciclib + endocrine therapy.

With regard to symptom g CDeaIth status and quality of life, there are statistically
significant differences t € vantage of abemaciclib + endocrine therapy. However, it
cannot be inferred th egﬁects are relevant.

The advantage in Cg%’.: es contrasts with the disadvantages of abemaciclib + endocrine
therapy in the f side effects, especially in the endpoints of serious adverse events
(SAEs), sev dv s& events (AEs, CTCAE grade > 3) and discontinuation due to AEs. Against
the back d@e observed effect intensity for the endpoint of recurrence, the significant
side stion the advantage of the endpoint of recurrence. It was taken into account
that cance of the results for the endpoint of recurrence in the present treatment
settlngé ited due to the short median duration of observation.

Overafp it is therefore concluded that an additional benefit of abemaciclib in combination with
?':@Ocrine therapy compared to endocrine therapy is not proven.

e resolution for this group of patients is limited until 01.07.2025.

a3) Men with hormone receptor-positive, HER2-negative early-stage breast cancer at high
risk of recurrence

The G-BA determined tamoxifen as the appropriate comparator therapy.
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Due to the small number of patients in the MONARCH-E study, there is no sufficient data basis
to assess the additional benefit.

Thus, an additional benefit of abemaciclib in combination with endocrine therapy is not
proven.

2.2 Number of patients or demarcation of patient groups eligible for treatment ~\5\

4

The information on the number of patients is based on the target population j fa&@mry

health insurance (SHI). - O

S
The resolution is based on the information from the dossier of the pharm tic \company.
However, the numbers of pre- and postmenopausal patients estimated rmaceutical

e
company are subject to uncertainties, as the initial population include§ egfent patients for
whom adjunctive therapy with abemaciclib in combination wit@vgsfv e therapy is no
longer an option in the majority of cases. In addition, it is uncle@h'to t extent the results
of the IQVIA database used can be transferred to the total poRY tipg(@f patients in Germany.

Since the derivation of the patient numbers of men is base ’\gﬁose of women, these are

also subject to uncertainties. In addition, it is unclear th@’lat nt the percentage of all new
cases of breast cancer in men is transferable to c§§£ of HR-positive, HER2-negative
breast cancer in the early stage at high risk of re n
O
0 \0
@ <

2.3 Requirements for a quality-assaxed Qghcation
QO

X

O
The requirements in the produé fo@?tion are to be taken into account. The European
Medicines Agency (EMA) provi s‘@ contents of the product information (summary of
product characteristics, S ) f rzenios (active ingredient: abemaciclib) at the following
publicly accessible link I{Q‘acc@ : 27 June 2022):

https://www.ema.e%‘:@pagﬁ‘en/documents/product—information/verzenios—epar—product—
information en.pgb K\U

RD° A
Treatment gﬁb ab ciclib should only be initiated and monitored by specialists in internal

medicine m@o ogy, and oncology who are experienced in the treatment of patients with
breast. cahc RS well as specialists in obstetrics and gynaecology, and other specialists
t réh

parti i the Oncology Agreement.
@0
(0%
)@
Q. Treatment costs

The treatment costs are based on the contents of the product information and the information
listed in the LAUER-TAXE® (last revised: 1 October 2022).
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https://www.ema.europa.eu/en/documents/product-information/verzenios-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/verzenios-epar-product-information_en.pdf

Treatment period:

If no maximum treatment duration is specified in the product information, the treatment
duration is assumed to be one year (365 days), even if the actual treatment duration is patient-
individual and/or is shorter on average. For the calculation of the "number of treatments/
patient/ year", time intervals between individual treatments and for the maximum treatment
duration

The annual treatment costs shown refer to the first year of treatment. ~\5\
- <
Designation of the Treatment mode | Number of Treatment Treatment
therapy treatments/ duration/ days/ patient/
patient/ year | treatment year
(days)

Medicinal product to be assessed

Patient population al)

Abemaciclib + tamoxifen %W . 0(0'\
Abemaciclib continuously, 2x | 365 Q‘O ls\'\ 365
daily R 4
Tamoxifen continuously, 1 x 365 (QV éo' 1 365
daily 0$
S —
+ GnRH agonist® QO Q\(\
Leuprorelin continuously, 1 )6\) 40® ) 1 4
every 3 mont&@ g\\.
Goserelin continuou§@ 1 Q
every{‘ I3®) 13 1 13.0
&
:\@ .(7$
Patient population a2)
. - < N
Abemaciclib + ana oR@
A S
Abemaciclib @) G}ontmuously, 2x | 365 1 365
’S\\ -Q) dain
Anastngf‘e %\ continuously, 1 x 365 1 365
Qe |y
Abemacidlb + letrozole
Apbébgciclib continuously, 2 x 365 1 365
daily
N\
'( Letrozole continuously, 1 x 365 1 365
daily

Abemaciclib + tamoxifen’

6 Leuprorelin or goserelin
7 If aromatase inhibitors are unsuitable.
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A

Abemaciclib continuously, 2 x 365 365
daily
Tamoxifen continuously, 1 x 365 365
daily
Abemaciclib + anastrozole in sequence after abemaciclib + tamoxifen®
Abemaciclib + tamoxifen
Abemaciclib continuously, 2 x 365 365 _
daily 4
. . 5 &
Tamoxifen continuously, 1 x 365 3650 Q
daily ;&\O SO
Abemaciclib + exemestane in sequence after abemaciclib + tamoxifen® 0\\) \@\‘
Abemaciclib + tamoxifen < C”\?‘
Abemaciclib continuously, 2 x 365 \(b\\ &K ' 365
daily o 'Q
Tamoxifen continuously, 1 x 365 @ (§O 365
daily A ‘\O
Patient population a3)
Abemaciclib + tamoxifen » A\(b\)
. ) RN
Abemaciclib continuously, 2 x 36 (OS 365
daily \\
2 Q
Tamoxifen continuously, 1 6\)\36% 365
daily 0 [
Appropriate comparator therapy
Patient population al)
Tamoxifen m&@}y, 1x 365 365
iy
S o
ictb
+ GnRH agonist® 3 & <
Leuprorelin @) G}ontinuously, 1x 4 4
s’\\ o, | every3 months
P4 BN QO
Goserell)lQ h\, 1 x every 28 days 13 13.0
Patient population a2)
Anastr@éﬁz continuously, 1 x 365 365
& daily
223
?@ozole continuously, 1 x 365 365
daily
Tamoxifen’ continuously, 1 x 365 365
daily

8 According to the marketing authorisations, the switch to anastrozole and exemestane is indicated after 2 to 3 years of initial
adjuvant therapy with tamoxifen. Treatment with abemaciclib should be given for 2 years. Accordingly, no costs are presented
for anastrozole and exemestane.
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Anastrozole in sequence after tamoxifen®
Tamoxifen continuously, 1 x 365 1 365
daily
Exemestane in sequence after tamoxifen®
Tamoxifen continuously, 1 x 365 1 365
daily
Patient population a3) \5\
Tamoxifen continuously, 1 x 365 1 365 S ®+
daily Q
‘\V f\‘
'\
Consumption: O\\) Q\v
RN
Designation of Dosage/ Dose/ Consumption Treatment | Average
the therapy application | patient/ | by potency/ days/ annual
treatmen | treatment day | patient/ consumption
t days year by potency
Medicinal product to be assessed
Patient population al)
.. B N\ N
Abemaciclib + tamoxifen Q(\ A{Q
Abemaciclib 150 mg 300 mg o’u%‘(ﬁfmg 365 730 x 150 mg
Tamoxifen 20 mg 20 Mg |4 X20 mg 365 365 x 20 mg
Leuprorelin 11.25 mg égz‘ﬁ n@\\' 1x11.25 mg 4 4x11.25 mg
Goserelin 3.6 mg Q\%ﬁ(m? 1x3.6mg 13 13x3.6mg
Patient population a2) S 16\0
Abemaciclib + anastrozo/QQ‘o AQ\
- O X
Abemaciclib 7@‘? n%)(\ 300 mg 2x 150 mg 365 730 x 150 mg
Anastrozole 91 @\‘é 1mg 1x1mg 365 365x1mg
PPN N
Abemac:c/lbcﬁgo;g@
Abema&@b \‘g\ 150 mg 300 mg 2 x 150 mg 365 730 x 150 mg
Le z I‘eo}'e) 2.5mg 2.5mg 1x25mg 365 365x2.5mg
Abema’q&b + tamoxifen’
Abgm‘(a)ciclib 150 mg 300 mg 2x150 mg 365 730 x 150 mg
»)\eé‘rnoxifen 20 mg 20 mg 1x20mg 365 365x20 mg
Abemaciclib + anastrozole in sequence after abemaciclib + tamoxifen®
Abemaciclib + tamoxifen
Abemaciclib 150 mg 300 mg 2x 150 mg 365 730 x 150 mg
Tamoxifen 20 mg 20 mg 1x20mg 365 365x20 mg
Abemaciclib + exemestane in sequence after abemaciclib + tamoxifen®
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Designation of Dosage/ Dose/ Consumption Treatment | Average
the therapy application | patient/ | by potency/ days/ annual
treatmen | treatment day | patient/ consumption
t days year by potency
Abemaciclib + tamoxifen
Abemaciclib 150 mg 300 mg 2 x 150 mg 365 730 x 150 mg
Tamoxifen 20 mg 20 mg 1x20mg 365 365x20 mg 45\’
Patient population a3) '
Abemaciclib + tamoxifen . O(\J (\Qv
. . \ \J
Abemaciclib 150 mg 300 mg 2x150 mg 365 C}\;} 39‘7}(%0 mg
Tamoxifen 20 mg 20mg 1x20mg 365 Q@ ‘&%é'j x20 mg
Appropriate comparator therapy
Patient population al)
Tamoxifen 20 mg 20 mg 1x20mg %‘0 \@\ 365x20 mg
Leuprorelin 11.25 mg 11.25mg | 1x11.2 @a? J4 4x11.25 mg
Goserelin 3.6 mg 3.6 mg 1x é}ﬁl Ov 13 13x3.6 mg
Patient population a2)
Anastrozole 1mg 1mg 0)"’%‘@% 365 365x1mg
Letrozole 25mg 25m9°__[Ax25mg 365 365 x 2.5 mg
Tamoxifen’ 20 mg e@fngs\\\' 1x20mg 365 365x20 mg
Anastrozole in sequence after ta
Tamoxifen 20 mg (’\\' _}b)mg 1x20mg 365 365x20 mg
Exemestane in sequence @gg" st\a'L\@wfen
Tamoxifen ,,Z.é?m’g\(\ 20 mg 1x20mg 365 365 x20 mg
Patient population a3)
Tamoxifen ~\ lemg 20 mg 1x20mg 365 365 x 20 mg
Q™
g “
CostQ)
Costs o@ﬁ medicinal products:
o)
Designation of the Packaging size | Costs Rebate |Rebate |Costs after
therapy (pharmacy |Section |Section |deduction of
sales price) [130SGB |130a statutory
\Y SGB V rebates
Medicinal product to be assessed
Abemaciclib 150 mg 168 FCT €5,767.72 €1.77 €326.11 |€5,439.84
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)
"7/

Designation of the Packaging size | Costs Rebate |Rebate |Costs after
therapy (pharmacy |Section |Section |deduction of
sales price) [130SGB |130a statutory

Vv SGB V rebates
Anastrozole 1 mg® 100 FCT €57.51 €1.77 €3.66 €52.08
Exemestane 25 mg’® 100 FCT €127.50 €1.77 €9.19 €116.54
Goserelin 3.8 mg 3 IMP €547.76 €1.77 €29.70 |€£516.29
Letrozole 2.5 mg® 100 FCT €53.44 €1.77 €3.33 € 48. 34 +
Leuprorelin 11.25 mg 2 IMP €981.40 €1.77 €53.71 |€ 9.6@2
Tamoxifen 20 mg® 100 TAB €22.43 €177 |€0.88 s@té 7@5"
Appropriate comparator therapy
Anastrozole 1 mg 100 FCT €57.51 €177 |€366 _(€52.08
Exemestane 25 mg® 100 FCT €127.50 €1.77 @9}{\& €116.54
Goserelin 3.8 mg 3 IMP €547.76 €1. 77\® €&§.\7b €516.29
Letrozole 2.5 mg® 100 FCT €53.44 € Jo@ @3’.33 €48.34
Leuprorelin 11.25 mg 2 IMP €981.40 ) @1‘?75\}\ €53.71 [€925.92
Tamoxifen 20 mg® 100 TAB €2243 - of%L 1@’ €088 [€19.78
Abbreviations: FCT = film-coated tablets, IMP = impIa_p\tQ‘AB =®"6Iets
LAUER-TAXE® last revised: 1 October 2022 QKV &

0”0

%]
Costs for additionally required SHI servu:e‘§ Q

Only costs directly related to the useg) ?&:hcmal product are taken into account. If there
are regular differences in the neg€sSaryUse of medical treatment or in the prescription of
other services in the use of tIQ icinal product to be evaluated and the appropriate
comparator therapy in acco C h the product information, the costs incurred for this
must be taken into accoun{d@s ¢ for additionally required SHI services.

Medical treatment c caI fee services, and costs incurred for routine examinations
(e.g., regular labor es such as blood count tests) that do not exceed the standard
expenditure in ;?F? of the treatment are not shown.

Because thes@are egular differences in the necessary use of medical treatment or in the
prescripti of@er services in the use of the medicinal product to be evaluated and the

appropfiate parator therapy in accordance with the product information, no costs for
additional quired SHI services had to be taken into account.

)

3. Q(D Bureaucratic costs calculation

?he proposed resolution does not create any new or amended information obligations for
care providers within the meaning of Annex Il to Chapter 1 VerfO and, accordingly, no
bureaucratic costs.

9 Fixed reimbursement rate
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4, Process sequence

At its session on 6 October 2020, the Subcommittee on Medicinal Products determined the
appropriate comparator therapy.

On 26 April 2022, the pharmaceutical company submitted a dossier for the benefit assessment
of abemaciclib to the G-BA in due time in accordance with Chapter 5, Section 8, paragraph 1,
number 1, sentence 2 VerfO.

By letter dated 29 April 2022 in conjunction with the resolution of the G-BA of 1 August 201: \\

concerning the commissioning of the IQWiG to assess the benefits of medicinal pro%t;cts W-i".h
new active ingredients in accordance with Section 35a SGB V, the G-BA comm.Qs
IQWiG to assess the dossier concerning the active ingredient abemaciclib.

The dossier assessment by the IQWiG was submitted to the G-BA on 28 ﬁ@ and the
written statement procedure was initiated with publication on the w G-BAon1l
August 2022. The deadline for submitting written statements was 2?\

The oral hearing was held on 5 September 2022.

By letter dated 6 September 2022, the IQWiG was comm@on%’mth a supplementary
assessment of data submitted in the written statement p%’z%d he addendum prepared
by IQWiG was submitted to the G-BA on 23 September @

}IO Q-he Subcommittee on Medicinal
) sisting of the members nominated

ersythe members nominated by the SHI
tlQ‘%tlent organisations. Representatives of

In order to prepare a recommendation for a res
Products commissioned a working group (Sectio
by the leading organisations of the care pr,
umbrella organisation, and representatlve@
the IQWiIG also participate in the sessi

o&
The evaluation of the written state é@ved and the oral hearing was discussed at the
session of the subcommittee on 1 tob€r2022, and the proposed resolution was approved.

At its session on 20 Octob&QO{@Q\the plenum adopted a resolution to amend the
Pharmaceuticals Dlrectlve
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Chronological course of consultation

Session Date Subject of consultation
Subcommittee |6 October 2020 Determination of the appropriate comparator
Medicinal therapy
products
Working group |30 August 2022 Information on written statements received; -
Section 35a preparation of the oral hearing 4
Subcommittee |5 September 2022 Conduct of the oral hearing, OQ‘O Q '
Medicinal Commissioning of the IQWiG with ?\
products supplementary assessment of do n@s}
Working group |13 September 2022 |Consultation on the dossier a by the
Section 35a 20 September 2022 |IQWiG, assessment of the\{ tement
4 October 2022 procedure ‘( (\
Subcommittee |11 October 2022 Concluding dlscussmab‘?tl\ealraft resolution
Medicinal 0
products 6 \,\
Plenum 20 October 2022 Adoption o r t|on on the amendment of
Annex Xl
O\‘ &\\
@ QQ
o
&
Berlin, 20 October 2022 \O (@)
Q. O
&ed@s@]omt Committee (G-BA)
@js ance with Section 91 SGB V
"O@ X The Chair
27 Q
Q" @
%% &
(003 00 Prof. Hecken
L @
<" QO
N
T
@Q
&
>
Q¥
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