Gemeinsamer
Bundesausschuss

Resolution

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

Annex Xl — Benefit Assessment of Medicinal Products with _\3\
New Active Ingredients according to Section 35a SGB V.. Q;\~
Lutetium (*’Lu) vipivotide tetraxetan (prostate cancg ? &
combination with androgen deprivation therapy, 851

positive, metastatic, castration-resistant, prog\n&sjg}? after AR

Pathway inhibition and taxane-based chez@%@@py)

N
%Q .\0(0
of 6 July 2023 PN
At its session on 6 July 2023, the Federal Joint }ni (G-BA) resolved to amend the
Pharmaceuticals Directive (AM-RL) in the versior@ ecember 2008 / 22 January 2009
(Federal Gazette, BAnz. No. 49a of 31 March st amended by the publication of the

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

b\)\ %
o X . o
I. Annex Xll shall be amended :ﬂ) phabetical order to include the active ingredient

Lutetium (”’Lu) vipivotide t e s follows:
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Lutetium (”’Lu) vipivotide tetraxetan

Resolution of: 6 July 2023
Entry into force on: 6 July 2023
Federal Gazette, BAnz AT DD. MM YYYY Bx

Therapeutic indication (according to the marketing authorisation of 9 December 2022):

Pluvicto in combination with androgen deprivation therapy (ADT) with or without androge‘n\~
receptor (AR) pathway inhibition is indicated for the treatment of adult pa nts
progressive prostate-specific membrane antigen (PSMA)-positive metasta n-
resistant prostate cancer (mCRPC) who have been treated with AR pathw& wﬁ\ and
taxane-based chemotherapy.

&2
Therapeutic indication of the resolution (resolution of 6 July 2023)\\ &@0

See therapeutic indication according to marketing author|sat|o& \ Q\
L. ‘Z}%
1. Additional benefit of the medicinal product in reIa&n %%‘he appropriate comparator
therapy 9 0@

a) Adults with prostate-specific memlcm§ tigen (PSMA)-positive, metastatic
castration-resistant prostate canceg , after prior treatment with ARDT
(androgen receptor-directed ther‘@x‘f))a%maxane-containing chemotherapy

Appropriate comparator therapy: 0® S\\

Patient-individual therapy with %ctl@of
- abiraterone in combl@shon prednisone or prednisolone,
- enzalutamide
’ A
- cabazitaxel, "O((\ x.
- olaparib (oa:@for@tlents with a BRCA 1/2 mutation),
- best sup&ti re

\
taking mtoé@ %@he previous therapy

%\ I|keI|hood of additional benefit of lutetium (}”’Lu) vipivotide tetraxetan in
t?gnon with androgen deprivation therapy with or without androgen receptor
ition compared with the appropriate comparator therapy:

@ Adults for whom abiraterone in combination with prednisone or prednisolone,
Q\ enzalutamide, or best supportive care is the appropriate patient-individual therapy

Indication of a considerable additional benefit

a2) Adults for whom cabazitaxel or olaparib is the appropriate patient-individual therapy

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

al) Adults for whom abiraterone in combination with prednisone or prednisolone,
enzalutamide, or best supportive care is the appropriate patient-individual therapy

Summary of results for relevant clinical endpoints

‘7

Endpoint category Direction | Summary
of
effect/
risk of
bias
Mortality ~ Advantage in overall survival A o\
Morbidity T Advantage in the endpoint of symptord_g\tfc %)e\fal—related
event N <O 0
Health-related quality n.a. There are no assessable data. be\ ’\v
of life K%) ,Q
Side effects T Advantages in SAEs. Adva@?}gegﬁn‘? disadvantages in each
of the specific AEs, in defdil. ;. O
Explanations: @vJ Q\"
/N statistically significant and relevant positive effect with I@ncl&eliability of data
J @ statistically significant and relevant negative effect wi w/l (aéar reliability of data
M statistically significant and relevant positive effe@ it reliability of data
J L : statistically significant and relevant negativ egéc igh reliability of data
<1 no statistically significant or relevant diffegq%
& No data available. b \QQ)
Q7
n.a.: not assessable A

O—©O
Vision study: Lutetium (*"’Lu) vi?&otB@tetraxetan + ADT + patient-individual therapy? vs
ADT + patient-individual the@y %\

Randomised, controlledh@%n—&@él, multicentre phase Il study
The results are base&@%ﬂé&b—population of patients randomised from 05.03.20109.

9 &
"0'% Q&

! Data from the dossier assessment of the IQWiG (A23-01) and from the addendum (A23-46), unless otherwise indicated.
Zincludes, among others, androgen receptor pathway inhibitors, supportive measures (analgesics, transfusions, etc.),
corticosteroids, 5-alpha-reductase inhibitors, denosumab, bisphosphonates and external radiotherapy
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Mortality

=

Endpoint Lutetium (}7Lu) vipivotide | ADT + patient-individual Intervention vs
tetraxetan + ADT + therapy control
patient-individual therapy
N Median survival time | N Median survival HR
in months time in months [95% Cl]
[95% Cl] [95% Cl] p value?
Patients with event n Patients with event di ffeArt:asr?clzt(iD)b
(%) n (%)
. LY "
Overall survival RO
Total population® | 551 15.3[14.2; 16.9] 280 | 11.3[9.8;13.5] 1\‘&‘62 2;0.74]
343 (62.3) 187 166.8] G2 001
( '\)\Q @ 4.0 months
. \ *
Sub-population | 385 | 146[13.2;16.0] | 196 | 10.5[8. (@’.6 ‘K 0.63[0.5; 0.78];
(patients <0.001
randomised after 240(62:3) s ;&b'k% AD: 4.1 months
05.03.2019) @c) S\\'O
- X% (79)
Morbidity R XS
Endpoint Lutetium (Y7Lu) ADT + patient- Intervention vs
vipivotide tetraxetan + individual therapy control
ADT + patient-
individual therapy
N Median time to N Median time HR [95% CI]; p
event in months to event in value?
[95% Cl] months Absolute
o .
Patients with [95% Cl] dlf(fz[)e)gce
event n (%) Patients with
event n (%)
2 QN
Progression-free a.gfnv %)
N
Radiograpm&@;gr@% - | 385 8.7 196 35 0.42 [0.32;
free survi Z [8.34; 10.48] [2.43; 3.98] <06504(; .
Q)(\ 254 (66.0) 93 (47.4) AD: 5.2 month
O\ 2\, . 2.2 months
QO
%
&)
{03
Q¥

3 Data from IQWiG's dossier assessment A-23-01; based on the total population of the data cut-off of 27.01.2021
4 Data from the statement of the pharmaceutical company on lutetium (77Lu) vipivotide tetraxetan from 08.05.2023
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74

Endpoint Lutetium (’Lu) ADT + patient- Intervention
vipivotide tetraxetan individual therapy S
ADT + patient- control
individual therapy
N Median time to N Median time to HR
event event [95% Cl]
[95% CI] [95% Cl] p value?
Patients with event Patients with event dA#solute
n (%) n (%) ifference
(AD)b
\\
Symptomatic skeletal-related events O
> \?‘
Symptomatic skeletal- 385 n.r. 196 n.r. %O Q\QO(QSG [0.23;
related event (4~0.56]; <0.001
60 (15.6) 3z\(‘1tf.?4)l\®
Endpoint component 0,\(0 Q\
New symptomatic 385 n.r. 196 o@A %r 4.27 [0.56;
i .) * .
]E)athologlcal bone 16 (4.2) S \\'01 (0.5) 32.72];0.129
racture ,.@ ~0
M\ y
Spinal cord compression 385 Q P 19@00 n.r. 0.14 [0.05;
7 (1 86® @ 12 (6.1) 0.38]; <0.001
&
Tumour-related 385 y Q‘(\ 196 nr 0.64 [0.16;
orthopaedic surgery 6\%&6 3(1.5) 2.47]; 0.509
. n@ \"\"
Need for radiotherapy to 38501q on.r. 196 n.r. 0.39[0.25;
relieve bone pain Q (\54 (14.0) 31(15.8) 0.63]; <0.001
&X" %O
Pain (BPI-SF
( ) r(\® \ »
NS
Worst pain (BPI- S@ ‘C‘\ No suitable data available.
3)c <
| -
Impairr&%e t&éain No suitable data available.
BPI-SFtem 9ag
(BPH M
A
H st@g’
S
EQ—&)Q—)\/ASd No suitable data available.
>
Q¥
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Health-related quality of life

74

Endpoint Lutetium (}’Lu) vipivotide ADT + patient-individual Intervention
tetraxetan + ADT + patient- therapy S
individual therapy control
N Values at N | Values at Mean
the start of C:?:egi?t the start C?i?:gi?t difference
the study . of the . [95% Cl]
evaluation evaluatio
MV (SD) study p value
S MV (SD) n Hedges’
MV (SE) g8es 8
N \‘
FACT-P® O
\‘\ Q}V‘
No suitable data available. O R
&>
; i QL)
Side effects QO (\\\
Endpoint Lutetium (*’Lu) vipivotide | ADT + patient-individual Intervention vs
tetraxetan + ADT + patient- therapy control
individual therapy
N Median time to event | N | Median time to event HR
in months in months [95% Cl]
[95% Cl] [95% Cl] p value?®
Patients with event n Patients with event n di ffeArk;s:!:t(iD)b
(%) (%)
oy . v
Adverse events (presented addltlonall@
366 | o, 6§& é{@] 167 | 0.72[0.53;0.92] -
ﬁ@ 143 (85.6)
Serious adverse events s) QQ
d <®<}8.20 [n.c.; n.c.] 167 13.34 [n.c.; n.c.] 0.64 [g-gigo-gl]?
P N 129 (35.2) 44 (26.3) :
‘/(\)'6 ‘\>&
Severe ad evcgp% (CTCAE grade 3 or 4)
Q)(\ Q,® 366 | 808[6.77;11.5] | 167 | 6.05[n.c;n.c] 0.79 [8-5§2 1.07];
Nl 187 (51.1) 59 (35.3) 121
f\
Thera@ discontinuation due to adverse events
&
‘ @fb 366 nr. 167 nr. 0.98 [0.54; 1.77];
A 0.940
63 (17.2) 4(8.4)
Specific adverse events
Myelosuppression | 366 n.r. 167 n.r. 2.16 [1.11; 4.19];
g
(ASE'\Q)Q ) SEVere 88 (24.0) 10 (6.0) 0.020
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Dry mouth (PT, 366 n.r. 167 n.r. 26.06 [6.45;
AEs) 142 (38.8) 2(1.2) 105.33]; < 0.001
Acute kidney 366 n.r. 167 n.r. 0.18 [0.05; 0.74];
failure (SMQ, 0.009

SAEs) 4(1.1) 5(3.0)

Gastrointestinal 366 1.97 [1.71; 2.56] 167 6.47 [n.c.; n.c.] 2.04 [1.54; 2.70]; ]

disorders (SOC, <0.001 _\_

AEs) 277 (75.7) 59 (35.3) AD: 4.5

Urinary tract 366 n.r. 167 n.r. 11. 5%?\?8 qu]

infection (PT, AEs) -0

’ 45(12.3 1(0.6 N
(12.3) (0.6) WO n\

@ Effect and Cl: Cox proportional hazards model; p value: log-rank test. Each stratifie@ Lq@vel at the start
of the study (< 260 IU/I vs > 260 1U/l), presence of liver metastases at the start stu@y Yes Vs no),
ECOG-PS at the start of the study (0 or 1 vs 2) and androgen receptor pathw |b| s part of study
medication at the start of the study (yes vs no). Unstratified for side effe @

e; own calculation

b Data on absolute difference (AD) only in the case of statistically mgmﬂc%

¢ Time to first deterioration. An increase by > 1.5 points compared to&tawg\ e study is considered a
clinically relevant deterioration (scale range 0 to 10).

4 Time to first deterioration. A decrease by > 15 points comparet@he@i of the study is considered a
clinically relevant deterioration (scale range 0 to 100). \

€ Time to first deterioration. An increase by > 23.4 point @% dbo the start of the study is considered a
clinically relevant deterioration (scale range 0 to 156 & ‘&

f According to study protocol version 3.0, events du ion of the underlying disease should not be
reported as AEs. However, 10 (2.7%) vs 2 (1.2% @tlerQ\@h event for SOC "Benign, malignant and non-
specific neoplasms (including cysts and pol er@ocumented among AEs.

8 SMQ "Haematopoietic cytopenias". %) \"Q

&S
Abbreviations used: (\

AD = absolute difference; BPI- \Brle n Inventory - Short Form; CTCAE = Common Terminology Criteria
for Adverse Events; ECOG-PS.£&aste operative Oncology Group-Performance Status; FACT-P = Functional
Assessment of Cancer T ostate; HR = hazard ratio; Cl = confidence interval; LDH = lactate
dehydrogenase; N = n r tients evaluated; n.c. = not calculable; n.r. = not reached; PT = preferred
term; SMQ = Standaé RA Query; SOC = system organ class; VAS = visual analogue scale; vs = versus

-\6

g\\

a2) d 1%\\Nhom cabazitaxel or olaparib is the appropriate patient-individual therapy

atéfe available to allow an assessment of the additional benefit.

Q¥
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Summary of results for relevant clinical endpoints

/N statistically significant and relevant positive effect with low/unclear reliability of data Q Q
J: statistically significant and relevant negative effect with low/unclear reliability of data,‘\@ ‘(\
M statistically significant and relevant positive effect with high reliability of data \\) Q\v
XY
@)

J L statistically significant and relevant negative effect with high reliability of data@
<> no statistically significant or relevant difference
J: No data available. ng N\

n.a.: not assessable \

Endpoint category Direction of effect/ Summary
risk of bias

Mortality %) No data available.
Morbidity %) No data available.
Health-related quality %) No data available.
of life
Side effects %) No data available. ‘
Explanations:

p %. ®+

2. Number of patients or demarcation of patient grou@%li ible for treatment

L L0
a) Adults with prostate-specific membrane antj,e'& (P,Sh%«)—positive, metastatic castration-
resistant prostate cancer (mCRPC), after m@\‘trg’&\rﬁent with ARDT (androgen receptor-
directed therapy) and taxane-containing cHeptferapy

. < X
approx. 1,500 to 2,400 patients b\} %
@° &

LS
3. Requirements for a quality-@sure{sapplication
X O

% @nformation are to be taken into account. The European
Medicines Agency (E p V&es the contents of the product information (summary of
product characteristics, Sg,&) for Pluvicto (active ingredient: lutetium (”’Lu) vipivotide
tetraxetan) at th ov&ﬂq publicly accessible link (last access: 22 June 2023):

The requirements in the

https://www{{‘r%.eugépa.eu/en/docu ments/product-information/pluvicto-epar-product-
informatip.@\e

O x& - - .
Trea'&nt with lutetium (*”’Lu) vipivotide tetraxetan should only be initiated and monitored
by speci fists in internal medicine, haematology and oncology, as well as specialists in urology
and d rs from other professional groups participating in the Oncology Agreement who are
eiwenced in the treatment of patients with prostate cancer.

Qhe medicinal product may only be used by persons authorised to handle radioactive
medicinal products in a designated clinical area.

The regulations of the Radiation Protection Ordinance must be observed.

Medicinal castration with a GnRH agonist or antagonist should be continued during the
treatment of patients who have not been surgically castrated.
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https://www.ema.europa.eu/en/documents/product-information/pluvicto-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/pluvicto-epar-product-information_en.pdf

Patients should be identified for treatment with lutetium (!’’Lu) vipivotide tetraxetan by

PSMA imaging.

4. Treatment costs

Annual treatment costs:

a) Adults with prostate-specific _m

embrane antigen (PSMA)-positive,

metastatfe\.

castration-resistant prostate canc

er (mCRPQC),

after prior treatment thh AB-N

(androgen receptor-directed therapy) and taxane-containing chemothera.ﬁv Q

RS

Designation of the therapy

Annual treatment costs/ patient

Medicinal product to be assessed:

Lutetium (Y’Lu) vipivotide tetraxetan®

€ 157,080.00

(£, \
ke

(AR) pathway

Medicinal androgen deprivation therapy (ADT) with or without inhibition of the androgen receptor

Medicinal androgen deprivation therapy
(ADT):

- -
€ 1,283.6'7;\%%/0&3)

GnRH agonist/ GnRH antagonist f(\Q QO
] L. . v N\
Total I /C‘G’?Rbl_"”:rf't‘a’”c‘)"r’"it:t'_G”RH P \(%1158,363.62 - €159,219.00
g g : o O
Androgen receptor inhibition: Enzalutamide
\ W ~
Enzalutamide D7 839,933.35
Total in combination with G Q
agonist/ GnRH antagonlst& \O € 198,296.97 - € 199,152.35
enzalutamide: o\ .:(6
Androgen receptor inhibition: Abiraterone + prednisone or prednisolone
957 Q&
Abiraterone 0”(\ €1,456.59
: S5 &K°
Prednisone m@ .\§ €67.20
Prednisolo XN,V €55.74
% (%4) :

Tot co%\;atlon with GnRH
is @1RH antagonist and
@)ne + prednisone or

€ 159,875.95 - € 160,742.79

pr& isolone:

Appropriate comparator therapy:

Abiraterone in combination with prednisone or prednisolone + medicinal androgen deprivation
therapy (ADT)

Abiraterone € 1,456.59

Prednisone €67.20

Prednisolone €55.74

51t concerns only the cost of the medicinal product Pluvicto®.
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Designation of the therapy Annual treatment costs/ patient
Medicinal androgen deprivation therapy
(ADT): €1,283.62 - €2,139.00
GnRH agonist/ GnRH antagonist
Total: €2,795.95 - € 3,662.79
Enzalutamide + medicinal androgen deprivation therapy (ADT)
Enzalutamide €39,933.35 A
Medicinal androgen deprivation therapy o ~\~ '
(ADT): €1,283.62 - €2,139.00 & QQ
GnRH agonist/ GnRH antagonist ,&\O bS\
: _ \
Total: €41,216.97 - € 42,072(}&) K%)
Cabazitaxel + prednisone or prednisolone + medicinal androgen deprivation therapy (ADT)
. - 4]
Cabazitaxel €19,020.98 .r\(b' /\Q&
Prednisone €67.20 QQ \O,V
Prednisolone €55.74 %@‘ C) >
Medicinal androgen deprivation therapy (0
(ADT): €1,283.6
GnRH agonist/ GnRH antagonist <\Q (b
Total: O £20,36034-€21,227.18
Olaparib (only for patients with a BRCA 1/2 mutation) + medicinal androgen deprivation therapy
(ADT)
Olaparib (,Q\) %\8,205.77
Medicinal androgen deprivation th{@)y
(ADT): x_ OQ €1,283.62 -€2,139.00
GnRH agonist/ GnRH antagom@s \
@‘ ]
Total: QY €59,489.39 - € 60,344.77
Best supportive care (BSC)
Best supportive cq?v \KV Different from patient to patient
Costs after deq‘@uon %sggtutory rebates (LAUER-TAXE®) as last revised: 15 June 2023
N
%)
Costszr a@glé)nally required SHI services: not applicable
%
9
>
Q¥

6 When comparing lutetium (77Lu) vipivotide tetraxetan versus best supportive care, the costs of best supportive care must
also be additionally considered for the medicinal product assessed.

10
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Other SHI services:

Designation Type of Costs/ Number/ Number/ Costs/

of the therapy | service unit cycle patient/ patient/
year year

Cabazitaxel Surcharge for | €100 1 17.4 €1,740

production of

a parenteral _\:
preparation +
containing %)
cytostatic . ()Q (\
agents \)\ n\?“
T\
@ &S
5. Medicinal products with new active ingredients according to }o @a, paragraph 3,
sentence 4 SGB V that can be used in a combination th@apy Lutetium (Y7Lu)

vipivotide tetraxetan (g

% \°
Medicinal products with the new active ingredients ua t)o Section 35a, paragraph 3,
sentence 4 SGB V are medicinal products with the Wi ew active ingredients that can
be used in a combination therapy with lutetium (Y/Aw) vipifotide tetraxetan for the treatment
of progressive prostate-specific membrane a n MA)-positive, metastatic castration-
resistant prostate cancer (mCRPC), after ent with ARDT (androgen receptor-
directed therapy) and taxane-based chergg eragQ

a) Adults with prostate-specifie, mé@rane antigen (PSMA)-positive, metastatic
castration-resistant prostat'g)cam‘&r (mCRPC), after prior treatment with ARDT
(androgen receptor- dlre@d tk@r'apv) and taxane-containing chemotherapy

A designation of the conco nt @lve ingredients shall be made in a further resolution. The
adoption of the resolutl |II receded by a written and oral written statement procedure
pursuant to Chapter 5 &19 of the Regulation, in the course of which the pharmaceutical
companies concer WI{ iven the opportunity to comment on the planned designation.

The desgnatmﬁﬁ @n\bmatlons exclusively serves the implementation of the combination
discount ac ction 130e SGB V between health insurance funds and pharmaceutical
compar& ngs made neither restrict the scope of treatment required to fulfil the

medi q{'@ent mandate, nor do they make statements about expediency or economic
fea5|b
@0
&
{03
Q¥

11
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Il. The resolution will enter into force on the day of its publication on the website of the G-
BA on 6 July 2023.

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

Berlin, 6 July 2023

@ &
Federal Joint Committee (G-BA) ,‘\30 QO
in accordance with Section 91 SGB V \\) \?~
The Chair %O .QQ’
& o
Prof. Hecken @K& ‘\\Q
994 ol
)
O XN
R
N\
Q\ ®O
SIS
SN
o
@ <
o
o~ O
WS
xR0
Q" @
S &
BN
o° Q&
@~ @
9" &K
SN
x0 O
@
oS
K% &
%]
\Q)@%
Q
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