Gemeinsamer
Bundesausschuss

Resolution

of the Federal Joint Committee on an Amendment of the
Pharmaceuticals Directive:
Annex XIl — Benefit Assessment of Medicinal Products with — _(\™"
New Active Ingredients according to Section 35a SGB \é oF
Nivolumab (reassessment after the deadline: uroth%ﬁ%l 0{\
carcinoma, PD-L1 expression > 1%, adjuvant tre enrb)

0 \\“
From 4 June 2026 \

At their session on 4 June 2026, the Federal Joint Committee ( ?ved to amend the
Pharmaceuticals Directive (AM-RL) in the version dated 18 D 008 / 22 January 2009
(Federal Gazette, BAnz. No. 49a of 31 March 2009), as last y the publication of the
resolution of D Month YYYY (Federal Gazette, BAnz AT DQﬁlI’VI0 BX), as follows:

®

I. In Annex XII, the information on the benefi ‘és\es?@ut of Nivolumab in the version of
the resolution of 20 October 2022 (BAnz AQ\é'ﬂ 22 B2) shall be amended as follows:

"b

1. After the information @K &\"Q
"Resolution of: 20 October 20%@
Entry into force on: 20 OctéBer
BAnz AT 17.11.2022 B%XS
xz‘ A‘Z’
the information Q
"Valid until: e\@pulatlon b) limited until 15 December 2025" is replaced by the

following |@'maE’Q}«

"Resolt@@n Q&\Q)June 2026
@lto on 4 June 2026
Fed ral ette, BAnz AT DD. MM YYYY Bx"

<

2. %@ heading "Therapeutic indication of the resolution (resolution of 20 October 2022):

@@ new therapeutic indication according to the marketing authorisation", the information
Q resolution" is replaced by the information "resolutions" and the information "and of 4
June 2026" is inserted after the information "20 October 2022".

3. After the information "Therapeutic indication of the resolution (resolution of 20 October
2022): see new therapeutic indication according to the marketing authorisation"”, the
information
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"Therapeutic indication of the resolution (resolution of 4 June 2026):

"OPDIVO as monotherapy is indicated for the adjuvant treatment of adults with muscle
invasive urothelial carcinoma (MIUC) with tumour cell PD-L1 expression > 1%, who are at
high risk of recurrence after undergoing radical resection of MIUC, are ineligible for
cisplatin-based therapy, or have already received neoadjuvant chemotherapy with

cisplatin." J‘§\

=3 ¢
In Number 1 "Additional benefit of the medicinal product in relation to &ép r@%ate
comparator therapy", the information is amended as follows: 6 \%“

Q" @
F

O~ X
"b) Adults with muscle invasive urothelial carcinoma with tum@t ce@ED-Ll expression
> 1%, who are at high risk of recurrence after undergo@c plete resection, are
ineligible for cisplatin-based therapy, or have already téﬁ@&/ed\(g adjuvant treatment;

is inserted.

a) Inthe information

adjuvant treatment" ) 70}

. o " 97+ O
the information "treatment" is replaced by the %Qrmagén
"Chemotherapy with cisplatin" (b% ()@

<8
%) \((\
. RN
b) The information ) \\

"Hint for a non-quantifiable addjtional @?eﬁt" is replaced by the information

"Hint for a considerable addi&@%al{ efit"
%Q Q)

. \(0 X . . o .
c) Inthe heading "Studj/ eSL{@\accordmg to endpoints:", the information in superscript
footnote 1 s\é QQ)

"Data from th&os ferrassessment of the IQWIiG (A22-53) and from the addendum
(A22-97),¢@Ess&@erwise indicated." is replaced by the information

"Dat > tf@\}ossier assessments of the IQWiG (A22-53 and A25-154) and from the
ad%@ a (A22-97 and A26-45), unless otherwise indicated."

Q” N
Q‘ x<Q
d) Af(thhe information "Study results according to endpoints", the information is
%@mended as follows:

\Q)(b' aa) In the information "b) Adults with muscle invasive urothelial carcinoma with
tumour cell PD-L1 expression 2 1%, who are at high risk of recurrence after
undergoing complete resection, are ineligible for cisplatin-based therapy, or
have already received neoadjuvant treatment; adjuvant treatment"

the information "treatment" is replaced by the information
"Chemotherapy with cisplatin”

bb) After the information "b) Adults with muscle invasive urothelial carcinoma with
tumour cell PD-L1 expression = 1%, who are at high risk of recurrence after

2
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undergoing complete resection, are ineligible for cisplatin-based therapy, or

have already received neoadjuvant treatment;

information

adjuvant treatment"”, the

"Summary of results for relevant clinical endpoints

discontinuation
due to AEs. In detai

5

ges and

disadva ntage(&@x dverse
events.

Explanations:

/N statistically significant and relevant positive effect with low lea r@bblllty of data
J @ statistically significant and relevant negative effect with /un reliability of data
M statistically significant and relevant positive effecﬁQg\?h h#\lablllty of data

J L : statistically significant and relevant negative e reliability of data

<1 no statistically significant or relevant dlfferg&
J: No data available.
n.a.: not assessable

Endpoint category Direction of effect/ Summary
risk of bias

Mortality %) No data available. \\
Morbidity T Advantages in the endpoints of recurrences I

(recurrence rate and disease-free s é/lval) ®+

and health status. ,@ .r\
Health-related quality | <> No relevant difference for th efn\?*
of life assessment.
Side effects NZ Disadvantage in the end@\ﬁt o@rapy

CA209-274 study: N|volumab\® pIa&@%
Study design: randomlsed{@bu ind

Ao\Lts with tumour cell PD-L1 expression > 1% who are ineligible

ra@

Relevant sub- popula&
for cisplatin- based,éh

Data cut- offsgé@ QK

— 1stdatach off@ugust 2020 (morbidity (except recurrence rate and disease-free survival),
health; eIa@quallty of life, side effects)

- 2 até\g’f off: February 2021 (recurrence rate, disease-free survival)

<

%Q)

i

Q\
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Mortality

Endpoint Nivolumab Placebo Nivolumab vs
placebo
N | Median survival time | N Median survival HR [95% Cl]
in months time in months p value
[95% Cl] [95% Cl] Absolute
Patients with event n Patients with event difference (AD) 5\
(%) n (%)
No data available. '\0, A(\
AQ’
Morbidity O c\\
Endpoint Nivolumab Placebo Nivolumab vs
placebo
N | Median survival time | N Median survival HR [95% ClI]
in months time in months p value®
[95% Cl] [95% Cl] Absolute
Patients with event n Patients with event ClifEee D)
(%) n (%)
Recurrences “Q\ A\Q
v
Recurrence rate® 140 — (& (JI‘SZ - RR: 0.67
d S \Q
56 (i@) ;\\. 85 (59.9) [0.52; 0.85]¢
o,® @) <0.001f
o
Distant 10| xO O 142 - -
recurrence (%5}
, (’} X 9.3) 54 (38.0)
Local recurrence {@ é\ - 142 - -
outside the \ <Q) 7 (5.0) 20 (14.1)
efferent urmar.\O QH
tract \\\ QQ'
Local r% Q%Q) 40 — 142 _ _
wit
effe 1(0.7) 3(2.1)
tract, |n¥@/e
Loc IQecurrence 140 _ 142 _ -
i the
A aﬁ‘nt urinary 2(14) 2(14)
ract, non-
invasive
Death of any 140 _ 142 _ -
cause (without 5 (3.6) 6(4.2)
previous
recurrence)
Disease-free 140 n.r. [22.10; n.c.] 142 | 8.41[5.59; 20.04] 0.53 [0.38; 0.75]
survival (DFS)° 56 (40.0) 85 (59.9) <0.001
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Endpoint

Nivolumab

Placebo

Nivolumab vs
placebo

Median survival time
in months
[95% ClI]

Patients with event n

(%)

[95% ClI]

n (%)

Median survival
time in months

Patients with event

HR [95% Cl]
p value®
Absolute
difference (AD)?

Symptomatology (EORTC QLQ-C30)& -

Timeto f

irst deterioration

Fatigue 123 4.90 [2.04; 7.39] 128 3.78 [2.50; 5.19] 2@ 72&6]
77 (62.6) 80 (62.5)
Nausea and 123 | nr154ne] | 128 nr. c laa% 86; 2.11]
vomiting 44 (35.8) 35 (27.3) 0\0 n(}' 0.178
Pain 123 9.69 [5.16; 13.01] 128 4.76 [3 IGQ\\ 0.75 [0.54; 1.04]
67 (54.5) 0.079
Dyspnoea 123 15.93 [8.90; n.c.] 127 12 c] 1.20[0.80; 1.80]
51 (41.5) 0.400
Insomnia 123 n.r. [8.87; n.c] }\&‘ {é 7 [5.49, n.cl 0.72 [0.49; 1.06]
0.054
48 (39.0) c < ) b$ 62 (48.4)
Appetite loss 122 15.90 [9.23; n. °‘D Q\&\ n.r. [11.73; n.c.] 1.21[0.81;1.81]
51 (41 §)b 7 47 (36.7) 0.614
COﬂStipation 122 n.r. ; n_c& 127 n.r. 091 [058, 142]
42 (33.1) 0.749
Diarrhoea 122 @ 339 n.c.] 127 n.r. 0.94 [0.60; 1.45]
o é‘(sz 8) 41(32.3) 0.739
N\
Health status (EQ-S@AS)&J ime to first deterioration
;\BO 16(\ 18.37 [11.14; n.c.] 129 9.00 [5.88; 17.77] 0.64 [0.45; 0.91]
\\} O 59 (46.8) 71 (55.0) 0.036
_,O \(\Q) AD =9.37 months
Q ~ \@
(\O
%Q)
>

Q¥
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Health-related quality of life

Endpoint Nivolumab Placebo Nivolumab vs
placebo
N Median survival N Median survival HR [95% Cl]
time in months time in months p value
[95% Cl] [95% Cl] Absolute
Patients with event Patients with event dlffieanes ()
n (%) n (%)
EORTC QLQ-C308 - Time to first deterioration : Q)
Global health 123 | 9.95[6.93; n.c] 127 | 10.51[5.59; n.c.] @35 [Oég“l .36
status 57 (46.3) 64 (50.4)
Physical 123 16.43 [8.84; n.c.] 128 n.r. [9.20; n.QKU Q)(E)M [0.57; 1.24]
functioning 48(39.0) 54 (4 ~3 0.387
- O VvV
Role functioning 123 | 8.31[4.63;12.75] | 128 5.55@4; m@; 0.95[0.67; 1.34]
68 (55.3) h‘ﬁ (53 0.663
~ N
Emotional 123 n.r. [15.24; n.c.] 127 %%3.1 16; n.c.] 0.80[0.53; 1.19]
functioning Iy 0.258
45 (36.6) X (8 553 (41.7)
« PR
Cognitive 123 | 7.66 [4.67; 15.77] {\@ 7 (b& 8.61[4.86; n.c.] 1.01[0.71; 1.43]
functioning 64(52.0) D] A 64 (50.4) 0.946
Social functioning | 122 |  14.06 [6.4 (&:] 36 n.r. [7.56; n.c.] 1.06 [0.73; 1.56]
55@1) k\' 52 (41.3) 0.621
: 6
Side effects O . ('\Q
Endpoint Nivolumab Placebo Nivolumab vs
placebo
N Median N Median HR [95% Cl]
in months in months p value
[95% Cl] [95% Cl]
Patients with event n Patients with event n
(%) (%)
X \‘g . -
Total ad(v\@ events (presented additionally)"
N
%Q) 139 0.49 [0.33; 0.49] 139 0.59 [0.49; 0.85] -
,’b 137 (98.6) 133 (95.7)
Q Serious adverse events (SAEs) "/
139 n.r. [13.80; n.c.] 139 n.r. [8.77; n.c.] 0.84 [(())'3588(;)1'23]
51 (36.7) 56 (40.3) :
Severe adverse events (CTCAE grade > 3) "
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A,
7

Endpoint Nivolumab Placebo Nivolumab vs
placebo
N Median N Median HR [95% Cl]
in months in months p value
[95% Cl] [95% Cl]
Patients with event n Patients with event n
(%) (%)
139 | 9.49[6.11;13.80] | 139 n.r. [8.41; n.c] 1.28[0.91; 1.8
74 (53.2) 154 é-l\"
59 (42.4)
o) f\‘
Therapy discontinuation due to adverse events ' 60 \?‘
139 nr. 139 nr. C_ QA(ﬁ 02; 3.70]
© \ 0.039
28 (20.1) 14(10.1) & (@)
. Q N o\\"’
Immune-mediated adverse events \0, O
'mrgyne;j AE 139 | 168(0.95;2.33] | 139 4.‘5'Q 73; 8&%1’ -
mediate s
e 108 (77.7) & 0 g\s@
additionally)"! A & {'®
[ N4
Immune- 139 nr. ﬂ\éﬁ Q(\(b nr. 2.64 [1.04; 6.72]
. <I|
mediated SAEs' 17 (12.2) X \Q ) Q) 6(4.3) 0.034
AP\
Immune- 139 nr. \‘Q Q} nr. 2.89[1.36; 6.14]
mediated severe (4] 0.004
AEs (CTCAE grade 27 (19'Q% \‘g\ 9(65)
23)" o.A S
Specific adverse events' -
Skin and 139 %9 1048] | 139 nr. 1.89 [1.30; 2.74]
subcutaneous $\Q %(54 7) 45 (32.4) 0.001
tissue disorders &Q ) )
(SOC, AE) A ‘
\ v
Asthenia (PT, 1@\' nr. 139 nr. 3.70[1.37; 9.97]
0\0 18 (12.9) 5 (3.6) 0.006
|n:§§€an \Q 139 nr. 139 nr. 0.48 [0.25; 0.92]
'S'l\E) IOO oc, 14 (10.1) 27 (19.4) 0.024
o
Resgitatory, 139 nr. 139 nr. 8.38 [1.06; 66.20]
cicand 0.016
(nediastinal 2(6:5) 1(0.7)
disorders (SOC,
SAE)
Gastrointestinal | 139 n.r. 139 n.r. 0.4410.19; 1.01]
disorders (SOC, 0.047
severe AE) 8 (5.8) 17 (12.2)
Lipase elevated 139 n.r. 139 n.r. 10.50 [1.35; 81.42]
(PT, severe AE) 11 (7.9) 1(0.7) 0.005

2 Indication of absolute difference (AD) only in case of statistically significant difference; own calculation
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Endpoint Nivolumab Placebo Nivolumab vs
placebo
Median Median HR [95% Cl]
in months in months p value
[95% CI] [95% Cl]
Patients with event n Patients with event n
(%) (%)

stratified by pathological lymph node status and use of cisplatin as neoadjuvant chemotherap
¢ Data cut-off from February 2021
4 percentage of patients, individual components are shown in the rows below (in each We
qualifying events that come into play in the formation of the composite endpoint; caI ion of‘effec
estimators therefore not meaningful)
€ Cochran-Mantel-Haenszel method stratified by pathological lymph node status use \\'
of cisplatin as neoadjuvant chemotherapy %
fIQWIG calculation (unconditional exact test (CSZ method according to Mar&A \'{Qeéllva Mato A.
Choosing
the optimal unconditioned test for comparing two independent prop
17(5): 555-574.)
& Time to first deterioration. An increase in the score by > 10 poin m &to the
start of the study is considered as clinically relevant deterioratien scalg}ange 0 to 100).
P Time to first deterioration. A decrease in the score by > 154%&5 C ared to the
start of the study is considered as clinically relevant de@ tio
"Data cut-off from August 2020
i Progression events of the underlying disease are no(mdud multiple PTs of SOC "Benign, malignant
and unspecified neoplasms [including cysts an ng\@ording to the list of the pharmaceutical
company).

'In each case, the operationalisation of a s @RA PT-
collection presented by the pharmaceu,m coﬁq y ("select AE") is used.

le range 0 to 100).

Abbreviations used:

AD = absolute difference; CTCK@
survival; EORTC = EuropearKQ)ganls
confidence interval; Med

n for Research and Treatment of Cancer; HR = hazard ratio; Cl =

PC = pharmaceutica pa

adverse event; VAé) wsuQ logue scale; vs = versus
‘

b HR and Cl from stratified Cox model with treatment as sole covariate, p value from log-rank test, each +

ns C\Cyputat Stat Data Anal 1994;

n Terminology Criteria for Adverse Events; DFS = disease-free

D|ct|onary for Regulatory Activities; N = number of patients evaluated;
n = number of patlents (at ast one) event; n.c. = not calculable; n.r. = not reached; PT = preferred term;
= relative risk; SOC = system organ class; SAE: serious adverse event; AE =

is replacemﬁ t&%llowmg information:
Q ¥

®

<
,b%

Q¥
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"Summary of results for relevant clinical endpoints

Endpoint category Direction of effect/ Summary
risk of bias
Mortality T Advantage in overall survival.
Morbidity T Advantages in the avoidance of failure of the

curative therapeutic approach (event rate and
disease-free survival) and in the health status.

Health-related quality 4 No relevant difference for the benefit ~\.

of life assessment. 9

Side effects NZ Disadvantage in the endpoint of therapyg\
discontinuation due to adverse events. ‘(

Explanations: U 4‘0

/N statistically significant and relevant positive effect with low/unclear rellablllty@jata \\,

J @ statistically significant and relevant negative effect with low/unclear reI| of @

M statistically significant and relevant positive effect with high reliabili
J L : statistically significant and relevant negative effect with high reli@cty o®ta

<> no statistically significant or relevant difference &° -
@: No data available. @Q §
n.a.: not assessable m% ,-@
CA209-274 study: 7
_ | & @
— ongoing, double-blind RCT (\

— Nivolumab vs monitoring wait-and- ap&%ch
— Relevant sub-population: Adul§®\h t@ur cell PD-L1 expression 2 1% who are

ineligible for cisplatin-based t@ apyo
— 3 data cut-off from 6 Ja@aryzé‘}
2
Mortality \6 >
Endpoint Nivolumab Monitoring wait-and-see Nivolumab vs
approach monitoring wait-
and-see approach
N | Median survival time | N Median survival HR [95% CI]
in months time in months p value?
[95% Cl] [95% Cl] Absolute
R b
Patients with event n Patients with event dirersnss (]
(%) n (%)
4
J @%rall survival®
N\
Q 140 n.r. 142 59.43 0.626
[70.01; n.r.] [29.14; n.r.] [0.437; 0.896]
52(37.1) 72 (50.7) p = 0.0099
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Morbidity

Endpoint Nivolumab Monitoring wait-and-see Nivolumab vs
approach monitoring wait-
and-see approach
N Median survival N Median survival HR [95% Cl]
time in months time in months p value®
[95% Cl] [95% Cl] Absolute \\
. b -
Patients with event Patients with event dirersnss (]
n (%) n (%)
: : : T
Failure of the curative therapeutic approach \\\} Q
A}
Event rate? 140 _ 142 - C \) 75
68 (48.6) 92 (64.8)° &O \@\51 0.92]%;
0.006f
> \
Effect modification by the characteristic "Gender" (\ Q
\ D
Men 101 - 112 %\ \ RR: 0.67
47 (46.5) @q’is g&%’) [0.52; 0.85]'
(.7,*% 0 <0.001
Women | 39 - G0~ Q(\(b - RR: 1.15
21 (53.8) @{\@ P8 14(467) [0.71; 1.87]'
\\‘O Q 0.605
{b‘ %, Interaction™: 0.047
\
Distant 140 @A_ 6\ 142 - -
recurrence % 3 55 (38.7)
O —0 :
Local 140 4& Qég_ 142 _ -
recurrence %
Sutside the &Q& \A (5.0) 20 (14.1)
efferent Q‘ K‘Z)Q
urinary tract))
S $
Local \ ®C24o _ 142 _ -
rec” 1(0.7) 3(2.1)
uri ract,
n@swe
. Q)’btocal 140 - 142 _ -
N~ recurrence
within the 321) 2(14)
efferent
urinary tract,
non-invasive
Death of any 140 _ 142 _ _
cause
(without 11 (7.9) 11 (7.7)
previous
recurrence)

10
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Endpoint Nivolumab Monitoring wait-and-see Nivolumab vs
approach monitoring wait-
and-see approach
N Median survival N Median survival HR [95% CI]
time in months time in months p value?
[95% CI] [95% CI] Absolute
f b
Patients with event Patients with event dlizrerengs (D)
n (%) n (%)
Disease-free 140 55.49 142 8.41 @.57 @T
survival (DFS) [25.79: 66.50] [5(:;529('6240-80)4] &%2' QSS\,
68 (48.6) : zé f% 3&1;
K A\I?\A 08 months
. . . . 7 O
Symptomatology (EORTC QLQ-C30)& — Time to first deterioration Q Q)
Fatigue 123 4.90 128 0.97
[2.04; 7.39] 0.71(1.33)
77 (62.6) 0.861
K .
Nausea and 123 n.r. 128 S Gngr 1.35
vomiting [15.41; n.c.] \fo s (27.3) [0.86; 2.10];
44 (35.8) N
Q‘\ (\((\ 0.191
Pain 123 9.69 6\ a(\ 4.76 0.75
[5.16; 15.6@0 [3.25; 7.16] [0.54; 1.04];
67 (54 © 81 (63.3) 0.084
2 X0 '
Dyspnoea 123 @93 6\ 127 n.r. 1.17
d 0,' IQ] [12.91,' n.c.] [078 175]
xO'51140s) 44 (34.6) neo
c (é 0.460
Insomnia g@ %1580 128 10.61 0.72
Q Z)é\ [11.07; n.c.] [5.49; n.c.] [0.49; 1.06];
b ( 49 (39.8) 64 (50.0)
c\OQ & 0.095
Appetite loss>” (232 15.93 128 n.r. 1.14
60 \QQ [9.23; n.c.] [11.24; n.c.] [0.77; 1.71];
S 52 (42.6) 49 (38.3) 0.510
Q‘ x\Q) i
cOnstinQn 122 n.r. 127 n.r. 0.88
%Q, 37(30.3) 43 (33.9) [0.56; 1.36];
‘ o.(b' 0.560
\"4
\Diarrhoea 127 n.r. 127 n.r. 0.95
[13.83; n.c.] 41 (32.3) [0.61; 1.47];
41 (33.6) 0.871
Health status (EQ-5D VAS)" — Time to first deterioration
126 25.13 129 9.43 0.63 [0.45; 0.87];
[12.02; 63.61] [5.88; 17.25] 0.025
68 (53.5) 80 (62.0) AD = 15.7 months
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Health-related quality of life

Endpoint Nivolumab Monitoring wait-and-see Nivolumab vs
approach monitoring wait-
and-see approach
N Median survival N Median survival HR [95% Cl]
time in months time in months p value?
[95% CI] [95% Cl] N
Patients with event Patients with event -
n (%) n (%)
. . . ) )
EORTC QLQ-C30 — Time to first deterioration' \\\} N Q
o A}
Global health 123 9.95 127 10.51 (_7)0 @)\94
status [6.93; n.c] [5.59; n.c] (O] (1066 1.36];
57 (46.3) 64 (50,4).Q o 0747
N N
Physical 123 16.43 128 \ @Q 0.84
functioning 8.84; n.c.] & 0% [0.57; 1.25];
48 (39.0) r@ X 0.395
Role functioning 123 8.31 1282 65.55 0.93
[4.63; 12.75] é\\ & i [0.66; 1.30];
68 (55.3) DQ R >K ' 0.656
Emotional 123 . \‘Q Qz\/ 12.91 0.78
functioning ; [7.16; n.c] [0.53; 1.16];
[15.2 55 (43.3) oot
6 6 :
Cognitive 123 | ~7é%\ 127 8.61 1.01
functioning b\ [4.86; n.c.] [0.71; 1.43];
¢ A\t-'g 15.77] L L4830
Q 64 (50.4) 0.973
«@ 4%4 52.0) :
Social functioning_ ‘{12 \'\ 15.64 126 n.r. 1.06
,QO Q&K [6.47; n.c.] [7.56; n.c.] [0.72; 1.55];
\\) D 55 (45.1) 52 (41.3) 0.766
W
Side e&é&s
Endpoint Nivolumab Monitoring wait-and-see Nivolumab vs
approach monitoring
wait-and-see
4 approach
N Median N Median HR [95% Cl]
in months in months p value?
[95% Cl] [95% Cl]
Patients with event Patients with event n
n (%) (%)
Total adverse events (presented additionally)
139 0.49 139 0.59 -
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Endpoint Nivolumab Monitoring wait-and-see Nivolumab vs
approach monitoring
wait-and-see
approach
N Median N Median HR [95% Cl]
in months in months p value?®
[95% Cl] [95% Cl]
Patients with event Patients with event n
n (%) (%)
>y ~
[0.33; 0.49] [0.49; 0.85] &Q Q(\
138 (99.3) 133(957) N \?*
Serious adverse events (SAE)’ ()@ . \QQ’
Na) A\
139 n.r. 139 ny. of 083
[14.23; n.c.] [9.53; ?b\\ [0.57; 1.21];
51 (36.7) 1.0) 0.327
] \\ \ 4
Severe adverse events (CTCAE grade > 3)’ %@ . 0(0'
> u\‘
139 9.49 13957 ~15.01 1.23
[6.11; n.c.] (b‘ Q%Al; n.c.] [0.88; 1.73];
74(532) oS D7 61(43.9) 0.235
Therapy discontinuation due to adverse eve N4 (&\v
py ntsl 5
139 n. \\) <‘s 139 n.r. 1.94
3(%{&6) ‘Q@ 15 (10.8) [1.05; 3.62];
Q& (O 0.033
g O
Immune-mediated adverse everfts Q
O P\
] R N4 '\\)
Immune-mediated 13% &M1.45 139 5.42
AEs (presented é QQ) .95; 2.33] [2.76; 8.05] -
additionally)" ) N\ NV 111(79.9) 80 (57.6)
N\ b
Immune-mediatéd {Q\ n.r. 139 n.r. 2.88
severe AEs ((@E \§ 27 (19.4) 9(6.5) [1.35; 6.13]
grade > 3,')&0 O 0.004
Imm e ‘Q‘% 139 n.r. 139 n.r. 6 2.49
SAQL 16 (11.5) (4.3) [0.97; 6.37]
R x& 0.049
Specific adverse events'

J and 139 5.22 139 n.r. 1.95
NSubcutaneous tissue [2.50; 10.35] 45 (32.4) [1.35; 2.83];
disorders (SOC, AE) 77 (55.4) <0.001

Asthenia (PT, AE) 139 n.r. 139 n.r. 3.96
19 (13.7) 5(3.6) [1.48; 10.60];
0.003
Infections and 139 n.r. 139 n.r. 0.47
infestations (SOC, 14 (10.1) 28(20.1) [0.25; 0.89];
SAE) 0.017
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Endpoint Nivolumab Monitoring wait-and-see Nivolumab vs
approach monitoring
wait-and-see
approach
N Median N Median HR [95% Cl]
in months in months p value?®
[95% Cl] [95% Cl]
Patients with event Patients with event n
n (%) (%)
>y —
Respiratory, thoracic | 139 n.r. 139 n.r. @7 s. -
and mediastinal 9 (6.5) 1(0.7) 60&1 .59];
disorders (SOC, SAE) o 0016
O TN
Gastrointestinal 139 n.r. 139 n.r. 'KO (3\\, 0.44
disorders (SOC, 8 (5.8) 17 (1{@ . KQ, [0.19; 1.01];
severe AEs) 0\ 0.047
& V
Lipase elevated (PT, | 139 n.r. 139 ((\ n.r\% 10.45
severe AEs¥) 11(7.9) 6(0 1 [1.35; 81.03];
KRN 0.005

a HR and Cl: Cox proportional hazards model, p value: Ia&nkt ~stratified in each case by
pathological lymph node status and the use of cisplatip as n juvant chemotherapy.

b  Data on absolute difference (AD) only in the case(@% tati(&y significant difference; own calculation.

C Results from the dossier of the pharmaceutic&m

below (in each case only with the qualifying events that

d Individual components are shown in thetQ
p({%&ndpoint; calculation of effect estimators therefore

come into play in the formation of the@
not meaningful)

Q" (X
e 1 patient already had a measural@iseaé\t baseline. This was included as an event in the analysis.

f Cochran-Mantel-Haenszel m P%d, sb@fied by pathological lymph node status and the use of cisplatin
as neoadjuvant chemother‘@. ’\
1

g An increase in the scor @ > ts compared to the start of the study is considered as clinically
relevant deteriorati&@&cale.@ e 0 to 100).

h  Adecreaseinth re 15 points compared to the start of the study is considered as clinically

relevant deter@tation le range 0 to 100).

i A decreas ’?gwe by > 10 points compared to the start of the study is considered as clinically
releva *d}terior&j n (scale range 0 to 100).

j Pro iownts of the underlying disease are not included (multiple PTs of SOC "Benign, malignant
spe d neoplasms [including cysts and polyps]" according to the list of the pharmaceutical
ool

k Op nalised as CTCAE grade > 3.
| (@n calculation, p value of the unconditional exact test
m %wn calculation based on the Q-test for heterogeneity

In each case, the operationalisation of a specific MedDRA PT collection ("select AE") submitted by the
pharmaceutical company is used.

A,
|

Abbreviations used:

AD = absolute difference; CTCAE = Common Terminology Criteria for Adverse Events; DFS = disease-free
survival; EORTC = European Organisation for Research and Treatment of Cancer; HR = hazard ratio; Cl =
confidence interval; MedDRA = Medical Dictionary for Regulatory Activities; N = number of patients evaluated;
n = number of patients with (at least one) event; n.c. = not calculable; n.r. = not reached; PT = preferred term;
PC = pharmaceutical company; RR = relative risk; SOC = system organ class; SAE: serious adverse event; AE =
adverse event; VAS = visual analogue scale; vs = versus
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5. In Number 2 "Number of patients or demarcation of patient groups eligible for
treatment", the information is amended as follows:

In the information "approx. 680 — 830 patients", the information
"680 — 830" is replaced by the information "670 — 1,140".
6. In Number 4 "Treatment costs", the information is amended as follows:

a) After the information "Annual treatment costs:", the information

\\.
: £

Designation of the therapy Annual treatment costs/ patient

Medicinal product to be assessed:

- O \?
Nivolumab €75,925.72 -€76,217.74 f@ K%
Appropriate comparator therapy:

a) Adults with muscle invasive urothelial carcinoma with tumour ?&pressmn > 1%, who
are at high risk of recurrence after undergoing complete res \ re eligible for cisplatin-
based therapy; adjuvant treatment (b

o &\C

Cisplatin in combination with gemcitabine @ AQ

Cisplatin €1 50Q®

Gemcitabine € 1@}54(((\"

Total: @‘,‘5 &

" 243

Additionally required SHI costs 'Q} € ?é,z. 2-€311.31

Cisplatin in combination with methotr\@}e \\S\

— G O
Cisplatin ) Qo € 347.55
Methotrexate O O | es53256

. S X2

Total: c\@& @ €880.11

Additionally required@ co% €9.56-€44.51

b) Adults wt@ Qﬁhvaswe urothelial carcinoma with tumour cell PD-L1 expression 2 1%, who
are a rlsk recurrence after undergoing complete resection, are ineligible for cisplatin-
hete& or have already received neoadjuvant treatment; adjuvant treatment

Moni g %.?&‘t and-see approach Not calculable

Costs af@?ductlon of statutory rebates (LAUER-TAXE® as last revised: 1 October 2022)

,b%

Q¥
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Other SHI services:

<

cytostatic agents

<

Designation Type of service Costs/ Number/ Number/ Costs/
of the therapy unit cycle patient/ patient/
year year
Nivolumab Preparation for €71 1 26.1 €1,853.10
(cycle every parenteral solutions
14 days) with monoclonal .\
antibodies A
Nivolumab Preparation for €71 1 13 @23{@\‘0
(cycle every parenteral solutions 6&' \v
28 days) with monoclonal 1% %
antibodies (IR
O LAY
Cisplatin in Surcharge for €81 1 {'Q . KQ, € 1,053.00
combination production of a ~Q Q\
with parenteral ((\ \%
gemcitabine preparation 2 )7,
containing @6 \\‘)
cytostatic agents A%% ,-QQ
Cisplatin (in Surcharge for €81 &vf) (b\) 3 €243.00
combination production of a %) K((\
with parenteral @Q V'\(b
methotrexate) | preparation \\Q Q N
containing \(b \QQ
cytostatic agents \@ ‘\\'
Gemcitabine | Surcharge for %@ i@? 3 39 € 3,159.00
production of\D . ;)
parentera @
prepar\@
con Q
t@stat@@gents
Methotrexa@\%ur Be for €81 2 6 € 486.00
(@) p@juctlon of a
@6 i@renteral
Q‘ \0 preparation
@) containing

i

Q replaced by the following information:
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a) Adults with muscle invasive urothelial carcinoma with tumour cell PD-L1 expression > 1%, who are

at high risk of recurrence after undergoing complete resection and are eligible for cisplatin-based

therapy; adjuvant treatment

Designation of the therapy Annual treatment costs/ patient
Medicinal product to be assessed:

Nivolumab €75,925.72 -€76,217.74
Appropriate comparator therapy:

Cisplatin in combination with gemcitabine ‘Q%’ A(\v
Cisplatin €1,506.05 60\ \?“
o Qo @

Gemcitabine €7,014.54 ,&OO \:\Q
Total: €8,520.59 \Q ‘ Q_,-O
Additionally required SHI costs €242.72 - €311.31 %(\ Q\
Cisplatin in combination with methotrexate f.((\ (%)
) ) S ~FU
Cisplatin €347.55 %Q,’% 3>C)
Methotrexate € 532.56'?}% 0@
Total: € 88Q‘(§1 {\(b
Additionally required SHI costs €,236 - %\51
Costs after deduction of statutory rebates (LAUE{—‘Q(X)E@J Q& revised: 1 October 2022)
X4 \QQ
Costs for additionally required SH@ wcé.\not applicable
L
O *
Other SHI services: 6\ \6\0
@ ©
Designation Type of service Costs/ Number/ Number/ Costs/
of the therapy unit cycle patient/ patient/
year year
O\
Nivolumab_9 A aration for €71 1 26.1 €1,853.10
(cycl \g’ry Q)\parenteralsolutions
14 dag) O\. with monoclonal
Qo antibodies
Niv @%n)ab Preparation for €71 1 13 €923.00
&Q@e every parenteral solutions
<22 days) with monoclonal
antibodies
Cisplatin in Surcharge for €81 1 13 € 1,053.00
combination production of a
with parenteral
gemcitabine preparation
containing
cytostatic agents

17
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Designation Type of service Costs/ Number/ Number/ Costs/
of the therapy unit cycle patient/ patient/
year year
Cisplatin (in Surcharge for €81 1 3 €243.00
combination production of a
with parenteral
methotrexate) | preparation
containing “\
cytostatic agents . 0:\~
o o} “
Gemcitabine Surcharge for €81 3 39 .{@ 3 1@%0
production of a 60‘ \?‘
parenteral 0@ ) ~§®
preparation KO LA
containing \Q . \Q)O
cytostatic agents R 0\
Methotrexate | Surcharge for €381 2 ((\‘c 8\% v € 486.00
production of a %6 -
parenteral 6@ 0\.\
preparation (b% 0@
containing 5\\v >
cytostatic agents A

\‘ ‘O
b) Adults with muscle invasive urothelial‘@rcn@}%with tumour cell PD-L1 expression > 1%,
who are at high risk of recurrencedftér .uridergoing complete resection, are ineligible for
cisplatin-based therapy, or ha@ ak\é&lv received neoadjuvant chemotherapy with
cisplatin; adjuvant treatmencto®

\O ’\OQ
Designation of the therapy Annual treatment costs/ patient
Medicinal product to be assessed:
Nivolumab N €74,117.94
O 9 il

Appropriate comparator therapy:

N7 A4
Monitorin&@%itj\r@-see approach Not calculable

4 \‘
Costs a@&e@\@%ﬁ of statutory rebates (LAUER-TAXE® as last revised: 1 April 2026)

O
Costs f%%ditionally required SHI services: not applicable

o

o _ _
@@ér SHI services: not applicable

18
Courtesy translation — only the German version is legally binding.



7. After Number 4. "Treatment costs", the following Number 5. is inserted:

"5. Designation of medicinal products with new active ingredients according to Section
35a, paragraph 3, sentence 4 SGB V that can be used in a combination therapy with the
assessed medicinal product.

In the context of the designation of medicinal products with new active ingredients
pursuant to Section 35a, paragraph 3, sentence 4 SGB V, the following findings are made;\§\~

Patient group of adults with muscle invasive urothelial carcinoma with tumout.cell 3@1\1

expression > 1%, who are at high risk of recurrence after undergoing compléte resection,

are ineligible for cisplatin-based therapy, or have already receme& ne&\luvant

chemotherapy with cisplatin; adjuvant treatment 0@ QQ)

— No designation of medicinal products with new active ingre O g—t can be used in
combination therapy pursuant to Section 35a, paragrap@ éace 4 SGBV, as the
active ingredient to be assessed is an active ingredie as monotherapy.

The designation of combinations exclusively s&s QQ@ implementation of the

combination discount according to Section 130e@ \Y een health insurance funds
and pharmaceutical companies. The findings [%Z@ neither restrict the scope of treatment
required to fulfil the medical treatment m do they make statements about

expediency or economic feasibility." (\ (b
R

I. The resolution will enter into for%&gﬁ q&@‘ay of its publication on the G-BA website on

4 June 2026. 3\
R
The justification for this resoﬁ@oné@ be published on the G-BA website at www.g-ba.de.
Kg AQ,
Berlin, 4 June 2026 \Q
Q ®°
S
\\)
%O ‘QQ Federal Joint Committee
Q‘Q S in accordance with Section 91 SGB V
\,Q’ The Chair
QO
(%) Prof. Hecken
’b%
<
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