Gemeinsamer

ReS O | U t | O n Bundesausschuss

of the Federal Joint Committee (G-BA) on an

Amendment of the Pharmaceuticals Directive

,(Aﬁl\rﬂ]-elil_;zll — Resolutions on the Benefit 6\\}@;\5\
& &%

Assessment of Medicinal Products with

Active Ingredients in Accordance Wltg\\éqeg?on

35a SGB V — Ribociclib N
(New Therapeutic Indication: Bre%e?o ncer in
Combination with Fulvestrant) %\co
& PP
O
2 0°
of 4 July 2019 \Q (b

At its session on 4 July 2019, the Feder \é@mmlttee (G-BA) resolved to amend the
Directive on the Prescription of M a% oducts in SHI-accredited Medical Care
(Pharmaceuticals Directive, AM-RL), id*thesversion dated 18 December 2008/22 January
2009 (Federal Gazette, BAnz. N @ March 2009), as last amended on DD Month
YYYY (Federal Gazette, BAnz A6 YYY BX), as follows:

I. In Annex XlI, the follo be added after No. 4 to the findings on the benefit
assessment of riboci therapeutic indication: breast cancer in combination
with an aromatas |b % as amended by the resolution of 4 July 2019:

Qf\ &
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Ribociclib

Resolution of: 4 July 2019
Entry into force on: 4 July 2019
Federal Gazette, BAnz AT DD MM YYYY Bx

New therapeutic indication (according to the marketing authorisation of 17 December
2018):
\Q

@
Kisqali is indicated for the treatment of women with hormone receptor (HR)- p03|tv
qglrlr{]\éased

.

epidermal growth factor receptor 2 (HER2)-negative locally advanced or meta
cancer in_combination with an aromatase inhibitor or fulvestrant as initial e
therapy, or in women who have received prior endocrine therapy.

In pre- or perimenopausal women, the endocrine therapy should Q@%@Q?ﬁad with a
luteinising hormone-releasing hormone (LHRH) agonist.
@(Q N

@
Indication: @ Q\
This resolution relates exclusively to the assessment of tt@ al benefit of ribociclib in
combination with fulvestrant. For the assessment of th & d| benefit of ribociclib with an
aromatase inhibitor, reference is made to the separa{@b ssessment procedure for this
combination therapy. %)
O ,00

o &

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

Q‘Q

comparator therapy
N

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

therapy: e} \O
Appropriate coe\ﬁgatqﬁherapy

Anastrozole @Q’etr e or fulvestrant or possible tamoxifen if aromatase inhibitors are

t suitabl&) ™
not sul a% &

The ?@n antl probability of additional benefit of ribociclib in combination with
fulx@s r ompared with the appropriate comparator therapy:

\g&n a@lonal benefit is not proven
(\

Q@Z) 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:

Appropriate comparator therapy:

— tamoxifen in combination with an elimination of the ovarian function,
— possibly letrozole in combination with an elimination of ovarian function in women
previously treated with anti-oestrogens,
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The extent and probability of additional benefit of ribociclib in combination with
fulvestrant compared with the appropriate comparator therapy:

An additional benefit is not proven

b1l) Post-menopausal women with hormone receptor (HR)-positive, HER2-negative locally

*

advanced or metastatic breast cancer with prior endocrine \§® \\
therapy: 6 +
oF

<
v
another endocrine therapy depending on the previous therapy W@ Q)\
%)
e tamoxifen or \\
@@ ©

e anastrozole or
o fulvestrant; only for patients with relapse or Q,%gr@\ after anti-oestrogen

Appropriate comparator therapy: KOO

treatment or Q
o letrozole; only for patients with relapse or pté@resi@%er anti-oestrogen treatment
or ‘QQ \)

e exemestane; only for patients with pr '§9 anti-oestrogen treatment or
e everolimus in combination with ex st nly for patients without symptomatic
visceral metastasis after progres@n aigv a non-steroidal aromatase inhibitor.

The extent and probability of t| I benefit of ribociclib in combination with
fulvestrant compared with th p ‘Qg(late comparator therapy:

An additional benefit is no'@p

S
& &

b2) Pre-/peri-men sakwi men with hormone receptor (HR)-positive, HER2-negative
locally advanged ooﬁq\etastatlc breast cancer with prior endocrine
therapy: %\) \>\
&
Apg&r\@comparator therapy:

N do@e therapy according to the doctor’s instructions, taking into account the
Q) tive marketing authorisation.

)

< c.o%moxifen, letrozole, exemestane, megestrol acetate, and medroxyprogesterone
Q )"acetate are approved for the present therapeutic indication.

Q\ The extent and probability of additional benefit of ribociclib in combination with
fulvestrant compared with the appropriate comparator therapy:

An additional benefit is not proven
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Study results according to endpoints:

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

therapy:

i L 12
MONALEESA-3 Study: ribociclib + fulvestrant vs placebo + fulvestrant 6\§ ~\§\

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

@ AN
Relevant sub-population: Post-menopausal patients who have not yet initial
endocrine therapy for metastatic/locally advanced disease (approx 2% f study
population) @
A
\
- NS
Mortality 2,
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 value
Patients with event Patients with event di ffepr\gzgieuziD)a
n (%) n (%)
. O A0
Overall survival Q}Q @Q
N\ 0.66
. \,\Q n.a. :
375 éé)(ﬂ-@s\ 200 37 (18.5) [0.6636 éLiOZ]
NES |
_— ’\
Morbidity O ©@
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 value
. . . . Absolute
Patients with event Patients with event : a
n (%) n (%) difference (AD)
‘a:’)ro&,rgsion—free survival (PFS)
o
Lo 0.61
2 20.6 12.9 [0.48; 0.77]
375 [18.0; n.c.] 200 [11.0; n.c.] <0001
160 (42.7) 124 (62.0) AD: 7.7 months
Time to first subsequent chemotherapy
n.a. 26.6 0.71
375 112 (29.9%) 200 [21.6; 26.6] [0.54; 0.95]

1 Data from the dossier evaluation of the IQWIG (A19-06) and from the addendum (A19-45), unless

otherwise indicated.

2 data cut-off 3 November 2017

4
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Endpoint

Ribociclib + fulvestrant

Fulvestrant

Intervention vs

L4

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 diffé?gzggutiD)a
n (%) n (%)
(<
82 (41.0°) o.g{g\ _\S
Disease symptoms —time until permanent deterioration®
Symptom scales of the EORTC QLQ-C30 0‘0\\5\
. \" \6
Fatigue 375 22.4 200 19.5 96
[22.1; n.c.] [17.7; n.c. ](Q \\ 70 1.34]
106 (28.3) 56 (28. 0)-9 ,’C) 0.829
\\
Nausea and 375 na. 200 : @ Q 1.35
vomiting () [0.43; 4.23]
12 (3.2) 7.3 93\ 0.605
Q{\ \Q :
Pain 375 n.a. 200 %\' 1.16
[24.9; n.c.] Q [0.75; 1.80]
67 (17.9) O 0 29 (14.5) 0.513
Dyspnoea "N <\\ 0.73
375 19”(‘:;)‘ L QO\' QZQ@ 12”(2'0) [0.35; 1.52]
\ }‘b 2 0.398
Insomnia 375 ‘Q\X s\\so 200 n.a. 1.16
. @§( 59 [24.9; n.c.] [0.59; 2.28]
& A@ 12 (6.0) 0.676
Loss of appetite OO %\V 2.41
375N S\"na. 200 n.a. ’
%) [0.91; 6.33]
123 (6.1) 5 (2.5) 0.066
0) fs\\' i
Constipation \Q {g na 200 na. 1..59
% [0.63; 4.01]
\(\ O 18 (4.8) 6 (3.0) 0323
[0.4) i
Dlamé\ N 375 n.a. 200 n.a. —d
\0 \ 7(1.9) 0 (0) 0.065
ﬁealt&tatus
QJ.
Q@SD VAS (time until permanent deterioration by 2 7 points)®
)
I 22.2 19.7 0.98
375 [22.1; 25.8] 200 [19.4; n.c] [0.71; 1.35]
113 (30.1) 58 (29.0) 0.901
EQ-5D VAS (time until permanent deterioration by 2 10 points)®
22.2 19.7 0.93
375 [22.1; 25.8] 200 [19.4; n.c.] [0.67; 1.29]
105 (28.0) 56 (28.0) 0.666
Pain (BPI-SF)
5
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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% CI] [95% CI] p value
Patients with event Patients with event di ffepr\gz(c);ieuziD)a
n (%) n (%)
K2R\
No usable data 6& ,\‘5‘
S
- NS
Health-related quality of life 0\ Q
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 value
. . . . Absolute
Patients with event Patients with event : a
n (%) n (%) difference (AD)
Health-related quality of life — time until permanent deterioration®
(4
General health status and functional scalg;\ h @RTC QLQ-C30
N7
General health 22.4 O\" \Q) 194 0.87
status 375 [22.1; n. QZOO [16.6; n.c] [0.63; 1.19]
107\%& Q\Q 62 (31.0) 0.371
Bodily function @2,1 6\ n.a. 1.07
375 .&@0.4;%&] 200 [19.4; n.c] [0.75; 1.51]
,\b 12@ 7) 47 (23.5) 0.724
) \ 2
Role function R\ n.a. n.a. 1.33
é‘Qg x_ [19.4;n.c] 200 [22.3; n.c] [0.93; 1.91]
) {7 106 (28.3) 42 (21.0) 0.116
Emotional .& 22.3 22.4 0.96
function \{\(b' ®<J375 [22.1; n.c] 200 [19.4; n.c] [0.68; 1.36]
‘ o Q\(}\ 95 (25.3) 49 (24.5) 0.838
Cognl |ve\® 22.1 22.4 1.15
tic{@ 375 [19.4; n.c ] 200 [19.4; n.c ] [0.83; 1.61]
(o) O, 111 (29.6) 51 (25.5) 0.411
§gcial function 375 n.a. 22.9 1.30
@ [22.4: n.c] 200 [21.3:n.c] [0.88; 1.93]
89 (23.7) 36 (18.0) 0.182
Side effects
Endpoint Ribociclib + fulvestrant Fulvestrant Intervention vs
control
N | Mediantime to event| N |Median time to event Hazard Ratio
in months in months [95% CI]
[95% CI] [95% CI] p value
Absolute
6
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%ﬁ

Q\

& Effect estimation cannot be interpreted meaningfully

i a
Patients with event n Patients with event n SHPTEER (A1)
(%) (%)
Adverse events (AE) (presented additionally)
0.3 0.4
[0.2; 0.3] [0.3; 0.5] -
370 (98.9) 192 (96.0)
Serious adverse events (SAE) \KQ.\\\
N
n.a n.a ' 1&]:\~
374 103 (27.5) 200 34 (17.0) t Qé
Q o~
Severe adverse events (CTCAE grade 3 or 4) \ \Q)\\P
"N
1.9 c’)\\ 4.49
374 [1.1;1.9] 200 [20. 2 r%p \Q’ [3.39; 5.95]
292 (78.1) 60 5_3@ N\ <0.001
Therapy discontinuation because of adverse events ¢ LS
U
n.a. e\\ \0 2.33
374 [26.0; n.c.] 200_O> (6 5) [1.27; 4.26]
57 (15.2) O 0.005
— e
Specific adverse events é (®
\) (¢
Blood and QO <2\Q
gy’gg:ﬁt'c 15 > o - 40.72
disorders 374 1 : 18 | 200 3(1.5) [13'200’ 331'56]
(CTCAE grade = X% '
3 RPN
Contained @) \
therein: (C\ QQ) 19.3 na 4
neutropenia 4 [11.2; n.c.] 200
(CTCAE g,.raujeQ@Q Qj$\ 164 (43.9) 0(0) <0.001
23 O
Referen D° O\)

a Absqﬁ\ le@nce (AD) given only in the case of a statistically significant difference; own
a

t
‘é? &lof the IQWIG

nent deterioration was defined as an increase of at least 10 points in
panson to baseline without subsequent improvement to a score below
is level.

¢ A permanent deterioration was defined as an increase of at least 7
or 10 points in comparison to baseline without subsequent improvement
to a score above this level.
f A permanent deterioration was defined as an increase of at least 10 points
in comparison to baseline without subsequent improvement to a score above
this level.
9 Defined as AEs that led to the withdrawal of ribociclib or placebo therapy;
the study did not allow termination of the fulvestrant treatment alone.

Abbreviations used:

AD = absolute difference; CTCAE = Common Terminology Criteria for Adverse Events; EORTC
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QLQ-C30 = European Organisation for Research and Treatment of Cancer Quality of Life
Questionnaire-Core 30; EQ-5D-5L = European Quality of Life-5 Dimensions-5-Level; HR = Hazard
Ratio; ClI = confidence interval; N = number of patients evaluated; n = number of patients with (at
least one) event; n.c. = not calculable; n.a. = not achieved; VAS = visual analogue scale; vs = versus

a2) Pre-/peri-menopausal women with hormone receptor (HR)-positive, HER2-neqativ@‘ \\
locally advanced or metastatic breast cancer who have not yet received initial 6\) “‘r
endocrine therapy: O Q)+
\

| ) C &
There is no data that would allow for the assessment of the additional belg\e'ﬁ. \?‘

Q@
S

bl) Post-menopausal women with hormone receptor (HR)-positi

advanced or metastatic breast cancer with prior endocringg

therapy:

2N
MONALEESA-3 Study: ribociclib + fulvestrant vs plac@s\+ f\h&i’strant 3.4

NG

Study design: randomised, double-blind, two-arme@o 0@

he)

@%ﬂg@%eqative locally

Relevant sub-population: Post menopausal tlerﬁg‘%ho have received prior endocrine
therapy for metastatic/locally advanced dis (% X. 18.9% of study population)
Mortality 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 value
. . . . Absolute
Patients with event Patients with event : a
n (%) n (%) difference (AD)
Overall s\y{b‘?al (})
N
Q \\Q@ 99 n.a. 38 n.a. 0.60
s’QO %) 24 (24.2) [19.8; n.c.] [0.30; 1.23]
N 12 (31.6) 0.166

oy

Q\

Endpoint

Ribociclib + fulvestrant

Fulvestrant

Intervention vs
control

3 Data from the dossier evaluation of the IQWIG (A19-06) and from the addendum (A19-45), unless

otherwise indicated.

4 data cut-off 3 November 2017

8
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L4

N Median time to N Median time to Hazard Ratio
event in months event in months [95% Cl]
[95% CI] [95% CI] p value
. . . . Absolute
Patients with event Patients with event - a
n (%) n (%) difference (AD)
Progression-free survival (PFS)
052 .
18.8 114 . N
99 [12.5; n.c.] 38 [3.6; 16.3] [0'%2' ﬁgL\}
47 (47.5) 26 (68.4) AD'@Q m@"&?s
. . K\) N\
Time to first subsequent chemotherapy 0 (\
n.a. 16.6 ®\0.76
99 [16.2; n.c.] 38 [7.7; n.c] (Q c}\ 0.43; 1.33]
42 (42.4°) 18 (47. ﬁ)’g @ 0.330
Disease symptoms —time until permanent deterioration®
Symptom scales of the EORTC QLQ-C30 . \(0' NG
O
Fatigue 99 n.a. 38 Q &% 0.95
[14.8; n.c.] °2) C@ 4;n.cl] [0.43; 2.13]
27 (27.3) JOT o781 0.898
" &
yfrﬁi?nzand 99 n.a o’& ) %8’0‘ n.a [0 0(;..2;) 26]
1 (1.0)(00 Q 2(5.3) '0 148
~ :
Pain z@ N 16.7 0.62
9 bo 38 [11.1; n.c.] [0.28; 1.39]
3‘\\ 9 (23.7) 0.243
Dyspnoea 221 0.35
99 38
& Aég (3.0) [14.8; n.c] [0.07; 1.76]
Q 3(7.9) 0.181
— e
Insomnia ¢y Y o C 0.54
) \9) 8 (51 38 5 (132 [0.17; 1.69]
> O (8.1) (13.2) 0.283
QY o
Loss petfte 99 n.a. 18 n.a. ¢
\\ xQ 2 (2.0) 0 (0) 0.388
c-o@orgh@éﬂon 99 n.a. 38 n.a. 0 0%,5:(; 06]
%) 3(3.0) 2(5.3) A
> 0.445
2,
" Diarrhoea n.a. n.a.
99 0(0) 38 0(0) -
Health status
EQ-5D VAS (time until permanent deterioration by 2 7 points)®
19.0 16.7 0.92
99 [14.8; n.c.] 38 [9.3; n.c] [0.46; 1.86]
32 (32.3) 11 (28.9) 0.825

EQ-5D VAS (time until permanent deterioration by 2 10 points)®
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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% CI] [95% CI] p value
Patients with event Patients with event di fféArgszuE,iD)a
n (%) n (%)
\ZR\)
na. 16.7 0 835 ,\}
99 [14.8; n.c.] 38 [9.3; n.c] [O.
30 (30.3) 11 (28.9)
Pain (BPI-SF) \V \
ain -
y\Q \\?*
No usable data Q ~4®
A\ A \\
- & \\@0
Health-related quality of life O)@ O

Endpoint

Ribociclib + fulvestrant

Fulvestrant

Intervention vs
control

Median time to
event in months
[95% CI]

Patients with event

n (%)

Median time to
event in months
[95% CI]

Patients with event
n (%)

Hazard Ratio
[95% CI]
p value
Absolute
difference (AD)?2

Health-related quality of life — time until permanent deterioration®

A% ~
General health status and fur}g?@naé‘sales of the EORTC QLQ-C30

General health 99 e>\s\\ 38 16.7 0.58
status @) ;n. c] [11.8; n.c.] [0.28; 1.20]

& (24 2) 12 (31.6) 0.142

: . C \‘

Bodily function s 9 O 24.9 38 14.8 0.52
\QQ < [16.6; n.c] [9.3:n.c]1 [0.26: 1.04]

o N\ 26 (26.3) 3(34.2) 0.058

Role fun(\:ﬁé(nf T 0.75

0 N ‘QQ 99 23.1 38 1§.7 :

\O L\ [16.5; n.c.] [14.9; n.c.] [0.35; 1.60]

“\, \Q 26 (26.3) 10 (26.3) 0.466

¢ @notu@al 23.1 19.5 0.61
fu%@on 99 [17.4; n.c]] 38 [9.2; 22.6] [0.30; 1.24]

X 24 (24.2) 12 (31.6) 0.166

" Cognitive 99 22.0 38 n.a. 1.42
function [14.8; 23.1] [14.8; n.c.] [0.58; 3.51]

32 (32.3) 6 (15.8) 0.449

Social function 99 24.9 38 14.9 0.51
[19.7; n.c.] [11.2; n.c.] [0.25; 1.06]

24 (24.2) 12 (31.6) 0.070

Side effects

Endpoint

Ribociclib + fulvestrant

Fulvestrant

Intervention vs

10
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control

N |Mediantimeto 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 .
(%) (%) difference (AD)?
Adverse events (AE) (presented additionally) (Q“\\
99 0.3 38 0.5 -+
[0.1; 0.4] [0.1; 1.0] Q Q;\"
99 (100) 36 (94.7) O
Serious adverse events (SAE) <’\\, 0\?‘
n.a. na (QQ WS 104
99 [15.5; n.c.] 38 6 (1.5.&50 Q [0.80; 4.69]
32 (32.3) o2 0.137
Severe adverse events (CTCAE grade 3 or 4) O@‘O \('ov
1.8 5\’\\ @’ 3.69
99 [1.0; 3.8] 38 Qe é 1 n.c.] [1.95; 7.01]
79 (79.8) \QQ’ (‘0 1(28.9) <0.001
Therapy discontinuation because of advers eg@o
NN 4.58
n.a. O n.a. '
99 Q <fg?3 [1.08; 19.48]
24 (24 2)» O 2 (5.3) 0.024
R
Specific adverse events 6\0 \\'
Blood and e}{\\ ] OQ
lymphatic
it 5.7 LA 10.31
y oM\ @l7.4; nc] 38 [2.49; 42.69]
disorders Qo R) 44 (44.4) 2 (5.3) < 0.001
(CTCAE grade 2 (7, 4.’\\. ' '
3) Q’ ‘(‘Q‘
Contalne%@ \>\
therein:\(y ¢ n.a. na d
neutop 99 [15.7; n.c.] 38 P
@A@Iﬁ 36 (36.4) 0 (0) <0.001

/%n

Q\

o
£

ces:

alculation

Calculation of the IQWIG

¢ A permanent deterioration was defined as an increase of at least 10 points in
comparison to baseline without subsequent improvement to a score below

this level.

d Effect estimation cannot be interpreted meaningfully
¢ A permanent deterioration was defined as an increase of at least 7

or 10 points in comparison to baseline without subsequent improvement

to a score above this level.
f A permanent deterioration was defined as an increase of at least 10 points

in comparison to baseline without subsequent improvement to a score above

this level.

9 Defined as AEs that led to the withdrawal of ribociclib or placebo therapy;

*gef
ﬁlute difference (AD) given only in the case of a statistically significant difference; own

11
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the study did not allow termination of the fulvestrant treatment alone.

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-Core 30; EQ-5D-5L = European Quality of Life-5 Dimensions-5-Level; HR = Hazard
Ratio; CI = confidence interval; N = number of patients evaluated; n = number of patients with (at
least one) event; n.c. = not calculable; n.a. = not achieved; VAS = visual analogue scale; vs = versus

@'\
& @"
b2) Pre-/peri-menopausal women with hormone receptor (HR)-positive, HE@e@e
locally advanced or metastatic breast cancer with prior endocrine \V \

: %)
therapy: ((\@ c’)\\A
There is no data that would allow for the assessment of the addj al‘l(e%bfit.
& Q
S
O
R ¢
S X
Q7N
S @
O° @
o &
\
NN
O QO
S R
%]
S

12
Courtesy translation — only the German version is legally binding.



Q

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 endocrme,@ \\

therapy: 6\)
approx. 7,180-34,790 patients Q Q,+
a2) Pre-/peri-menopausal women with hormone receptor (HR)-positive, A%Eg ative
locally advanced or metastatic breast cancer who have not yet re@ve.@-&‘tfal
endocrine therapy: %Q ¢)
2"
approx. 1,190-5,760 patients %) S
?° X

bl) Post-menopausal women with hormone receptor @)-D%‘i’dve, HER2-negative locally
advanced or metastatic breast cancer with prio;‘@qdo@}e

therapy: \Q‘O ,00
&

_ i O N\

approx. 5,310-25,740 patients DO
O QO
QR
b2) Pre-/peri-menopausal women with@er@ne receptor (HR)-positive, HER2-negative

locally advanced or metastati itPre ancer with prior endocrine

therapy:
‘\\
approx. 880-4,260 @ts\%
%
3. Requirements for a quality-assured application
@

The re Tfe\n s of the product information are to be taken into account. The European
Medici cy (EMA) provides the contents of the product information (summary of
pr acteristics, SmPC) for Kisgali® (active ingredient: ribociclib) at the following

;@s cl(.@cessmle link (last access: 23 May 2019):

/www ema.europa.eu/documents/product-information/kisqali-epar-product-
rmation de.pdf

Treatment with ribociclib should only be initiated and monitored by specialists in internal
medicine, haematology, and oncology, specialists in gynaecology and obstetrics, and
specialists participating in the Oncology Agreement who are experienced in the treatment of
patients with locally advanced or metastatic breast cancer.

4. Treatment costs

Annual treatment costs:

13
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https://www.ema.europa.eu/documents/product-information/kisqali-epar-product-information_de.pdf
https://www.ema.europa.eu/documents/product-information/kisqali-epar-product-information_de.pdf

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 yet received initial endocrine

therapy:

Designation of the therapy

Annual treatment costs per patient

Medicinal product to be assessed:

Ribociclib plus fulvestrant

. .. hd )
Ribociclib €29,711.07 o) <
NS QY
Fulvestrant €10,442.79 \,Q \v
Total .QQ’
[N

€40,153.85 %)

Appropriate comparator therapy:

Tamoxifen £€71.10 O@‘o O\\'
Fulvestrant €9,696.87 J&‘b .
Anastrozole €258.68 $’\'\\ ;\\‘Ou
Letrozole €230. 1@0" @

S
Costs after deduction of statutory rebates (LAUER@Q\XE@@ last revised: 15 June 2019)

\‘be

O
Costs for additionally required SHI sery@s nQ applicable

3 ¥

a2) Pre-/peri-menopausal wome){%th&ormone receptor (HR)-positive, HER2-negative

locally advanced or met

ic @e\gst cancer who have not yet received initial

endocrine therapy: e)\

6‘@

O

Designation of the therapy

Annual treatment costs per patient

Medicinal product to be assessed:

— )
RlbOClgI\l'IQp‘@fs\@llvestrant

&ibocicli €29,711.07
AV Fuigstrant £€10,442.79
? @ Total £40,153.85
{HRH analogues® £1,790.38-2,235.96

Appropriate comparator therapy:

Tamoxifen plus LHRH analogues

Tamoxifen

€71.10

LHRH analogues

€1,790.38-2,235.96

Total

€1,861.48-2,307.06

Letrozole plus LHRH analogues

5 leuprorelin or goserelin

14

Courtesy translation — only the German version is legally binding.




Designation of the therapy

Annual treatment costs per patient

Letrozole

€230.16

LHRH analogues

€1,790.38-2,235.96

Total

€2,020.54-2,466.12

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

Costs for additionally required SHI services: not applicable

@\
O N
@6 ~\~+

bl) Post-menopausal women with hormone receptor (HR)-positive, HER2- ne@tlveﬁcally

advanced or metastatic breast cancer with prior endocrine

therapy:

@\?‘
,(Q c\\

Designation of the therapy

Annual treatment costs per patient

Medicinal product to be assessed:

Ribociclib plus fulvestrant 0(0\
Ribociclib €29 711@@ \)
Fulvestrant €10 @‘? 950

Total ®\ _€40,153.85

Appropriate comparator therapy:

Tamoxifen A(O‘ V@?‘l.lo

Anastrozole A\O )A " 258,68

Fulvestrant K AQV €9,696.87

Letrozole o o €230.16

Exemestane Q‘ QQ" €424.28

Everolimus plusygémgQane
Everollr’@gs \$\ €20,594.19
ExenteStape €424.28
L OTotals ™ €21,018.47

%& {t\é\deductmn of statutory rebates (LAUER-TAXE®) as last revised: 15 June 2019)

Q~ 6355 for additionally required SHI services: not applicable

Q

b2) Pre-/peri-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:

Ribociclib plus fulvestrant

Ribociclib

€29,711.07
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Designation of the therapy Annual treatment costs per patient
Fulvestrant €10,442.79
Total €40,153.85
LHRH analogues® €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 _Q ;\*‘
Megestrol acetate €5,409.30 (O\) AQU

O
Exemestane €424.28 J{\,\e n\?‘
Letrozole €230.16 O ) XN U
Leuprorelin €1,790.38 S (@

, TN

Goserelin €2,235.96 ) ,Q

4 \t?
Costs after deduction of statutory rebates (LAUER-TAXE®) a@'re(vjy 15 June 2019)

Costs for additionally required SHI services: not @@10

60

II. Entry into force Q\Q
1. The resolution will ent &&e on the day of its publication on the internet
on the website of the July 20109.

‘\\\
2. The period of va(lﬁ \%B resolution shall be limited in accordance with the
following pro rRQ)
The fmdm@Qor@s.tlent groups
al) opausal women with hormone receptor (HR)-positive, HER2-
negaiive [ly advanced or metastatic breast cancer who have not yet
re@we@nltial endocrine and

. Q
\0\%1{'@308’[ menopausal women who have received hormone receptor (HR)-

@) itive, HER2-negative locally advanced or metastatic breast cancer with prior
Q~®% fo@ endocrine therapy
Q\Q(b in numbers 1, 2, 3, and 4 are limited until 1 March 2020.

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

Berlin, 4 July 2019

6 leuprorelin or goserelin
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Federal Joint Committee (G-BA)
in accordance with Section 91 SGB V
The chair

Prof Hecken
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