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Treatment options in first-line mUC
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von de Maase H et al, J Clin Oncol 2000; Yon de Maase H et al J Clin Oncol 2005; de Santis M et al J Clin Oneol 2011
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Primera linea: «unfit»

v/ Frecuencia administracién de cisplatino

N =298
W Cisplatin-based
W Carboplatin-based
Non-platinum

“ No chemotherapy

Panel: Consensus definition of patients with metastatic
urothelial carcinoma who are unfit for cisplatin-based

Table 4 Proposed Working Group Eligibility Criteria for Clinical Trials
Enrolling Patiants With Metastatic Urothalial Carcinoma “Unfit” for
Cisplatin-Basad Chemotherapy

Eligibility Criteria (at least one of tha following)
WHO or ECOG PS of 2 or Kamofsky PS of 60%-70%
Creatining clearance (calculated or measurad) < 60 mbL/min
CTCAE v grade = 2 audiometric heanng loss
CTCAE w4 grade = 2 peripheral neuropathny
NYHA Class |l haart failura

Abbraviations: CTCAE, Common Tarminology Criteria for Adverse Evants;
ECOG, Eastarn Cooperative Oncology Group; NYHA, Mew York Heart Asso-
ciation; PS, performance status.

Sonpavde et al. Clin Genitourin Cancer. 2012; 10(1): 1.
Galsky et al. J Clin Oncol. 2011; 29(17): 2.432.
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Cancer de vejiga metastasico. Segunda linea. QT

> Estudio en fase lll: vinflunina
v n=370

SG
1.0, VFL + BSC BSC
\. n=283 n=117
\ No. of events 204 103
084 Mo. censored 49 (19.4%] 14 (12.0%)
Median OS5 [ma) 6.9 4.6
{85% CI) (5.7w B0} (411w 7.0
0.6 Hazard ratio {959 CI) 0.88 (06910 1.12)
: Stratified log-rank P .ZBEH
0.4
0.2 -
— VFL + BSC T
BSC '_l_'t..._
T T T T T T T
0 B 10 15 20 25 30 35

Strata:
— Riask=0 +++«Censorad Rizk =0 —Risk=1 -+ Censored Risk =1
Rizk =2 Censored Risk = 2 —Risk=2
— 1.00 Median (monthsa) 85% Cl:
5 Risk 0 = 14.2 (10.6 t0 19.2; n = 81)
'E Risk 1=7.3(5.7 to 8.0; n = 157)
=] Risk2=3.8(3.0t0 4.8; n = 108)
g. 0.75 Rigk3=170071tc3.2;n=14)
E_ Log-rank test: P = <.0001
‘T 0504
=
“ g25
5
o T T T T T T
0 5 10 15 20 25 30 35
Time (months)

Prognostic
Factor

| [Hb < 10 o
g/dL ~ No PF

|| Liver 1
Mets 1 PF

|| ECOG 2
PS>1 2 PF

L 3
3 PF

Ne factores

prondsticos SGm
0 14.2 meses
1 7.3 meses
2 3.8 meses
3 1.7 meses

Bellmunt et al. J Clin Oncol. 2009; 27(27): 4.454.
Bellmunt et al. J Clin Oncol. 2010; 28(11): 1.850.
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Cancer de vejiga metastasico. Segunda linea

Ensayos fase Ill. Inmunoterapia

KEYNOTE-045 Study Design (NCT02256436)

* Urothelial cancer

Randomization

* Progression or recurrence of )
N = 542 patients

urothelial cancer following a first-
JroRasial

line platinum-containing
regimen.

No more than 2 prior lines of
systemic chemotherapy.

Estimated timelines
Estimated completion:
Sept 2016 (Early
termination)

IMvigor211 Study Design (NCT02302807)

Randomization
N = 932 patients
* Progression or recurrence of
urgthelial cancer following a
first-line platinum-containing
regimen.

Estimated timelines
Estimated completion:
Nov 2017
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Unfit patients: IO monotherapy

Atezolizumab Pembrolizumab
Phase Phase I Phase |l
Number of patients 119 370
ORR 24% (8%CR) 29% (7%CR)
Median OS 16.3 months 11.3 months
Median PFS 2.7 months 2.2 months

Table adapted from Grivas P, ASCO 2017
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May, 1B - FOA halts accreal of low PO-L1 Patiants dus to relatively worse 5 in single agent
anti-POLPOL] arris.... High PO-L1 expriession plierts comfisug 1o earell, Also, patients nol
aligitie fow cisplatinfront-ling] naw onfy appraved ifFOL1*

3182018 - FDA Alert

+In Z ongoing clinical trials ( -
and IMVIGOR-130), the Data Monitoring
Committees’ (DMC) found patiens in the
monotherapy

(pembrolizumablatezolizumab) arms of bot
trials with PD-L1 low status had decreased

survival compared fo patients who recei
cisplatin- or carboplatin-nased
chemotherapy

Ineligible for any Cisplatin Ineligible

: Atezolizumab Pembrolizumab
Platinum (high PDLT orly| (highPD-L1 crly

[ podi e e O o B
s o

enroling patien
whose fumors have PD-L1 low stafus to the
pembroizumab or atezolizumab monotherapy
ams

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

—E—

+The monotherapy amms remain open only fo
pafients whose fumars have PD-L1 high stafus

Pembrolizumabi Careopiatindased | | Pembrolizumabl

Mezolizumab? chemotherapy alezolizumal FDA. Https:/ /www.fda.gov/DrugsSafety /ucm608075.htm. May 18,2018.
e EMA Press release, 1 June 2018, Accedded 9 lun 2018.
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>  Real-world

100%  |—»{ 48% |—»( 17%

Patients receiving Patients receiving

Total patients with newly
second-line therapy

diagnosed advanced/metastatic first-line therapy
bladder cancer

100

80

60
100
40
20
- IS
0 -

%Patients

100
=3
14
9
=3

E

E;I‘r'j’:f::i;‘::’;"g Tot1L 2L 3L Tot 1L 2L Tot 1L 2L 3L Tot1L 2L 3L
Py Flannery et al. 2019 Galsky et al. 2018 Aly et al. 2019 Richters et al.
2020

OCarboplatin - @Cisplatin - @Immunotherapy ®Others/unknown @ETotal

Swami U, et al. Cancer Treat Res Commun 2021;27:100325.
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Primera linea cancer urotelial
> Combinaciones 10-QT

N=1200

* Locally advanced or mUC

setting
*ECOGPS=2
« 1L platinum-eligible
*N=1200
*Randomised 1:1:1

™~ Arm A
! h . . Atezo + plt/gem
* No prior systemic therapy in the metastatic

Arm B
Atezo monotherapy

Obj 12: SLP (A vs. C) -> SG (A vs.C)

s ArmC
_/ Placebo + plt/gem

IMvigor130

Key Eligibility Criteria

+ UC of renal pelvis, ureter, bladder
or urethra

+ Locally advanced unresectable or
metastatic disease

* No prior systemic therapy for
advanced disease

+ ECOGPS0,10r2

+ Tissue sample for PD-L1
assessment?

Obj 12: SLP -> SG (A VS C)

Pembrolizumab 200 mg Q3W + -
Gemcitabine 1000 mgim2 + P;g}fﬁ'"g’a’"‘;b
Cisplatin 70 mg/m? OR Carboplatn AUC 5 —* g

for <6 cycles for =29 cycles

Pembrolizumab
200 mg Q3W

for=<35 cycles

Gemcitabine 1000 mg/m?
on days 1 and 8 Q3W +

Cisplatin 70 mgim2 OR
Carboplatin AUC 5 on day 1 Q3W

for <6 cycles

KEYNOTE-361

N=1032

Patients with
untreated,
unresectable,
locally
advanced or
metastatic UC
N=1032

Durvalumab 1500 mg g4w until progression
(n=346)

Durvalumab 1500 mg g4w until progression
+
Tremelimumab 75 mg gq4w for up to 4 doses
(n=342)

SoC Chemotherapy
(gemcitabine + cisplatin or carboplatin, up to 6

cycles)
(n=344)

Obj 12: SG (durva vs. QT en PD-L1+)
SG (durva + treme vs. QT)

DANUBE

Galsky MD, et al. Lancet 2020;395(10236):1547.
Alva A, et al. Ann Oncol 2020;31(suppl_4):51142.
Powles T, et al. Ann Oncol 2020;31(suppl_4):S550.
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» Combinaciones 10-QT

1001 100
SLP 90 Arm A Arm C SG 901 ArmA ArmC
Atezo + plt/gem Placebo + pit/gem Atezo + plt/gem Placebo + pit/gem
80 (n = 451) (n = 400) 80 [ (n = 451) (n = 400)
70+ PFS events, n (%) 334 (74) 326 (82) | | OS events?, n (%) | 235 (52) | 228 (57)
0 Stratified HR 0.82 (0.70, 0.96) 70 Stratified HR 0.83 (0.69, 1.00)
60+ (95% CI) | P = 0.007 (one-sided) ] 60 (95% CI) P = 0.027 (one-sided)P
50 - 50
40 40+
304 30
20 20
10+ 63mo : | 82mo 10- 13.4mo | i 16.0 mo
ol (6.2,7.0) (6.5, 8.3) 0 (12.0, 15.2) (13.9, 18.9)
0 3 6 9 12 15 18 21 24 27 30 33 0 3 6 98 12 15 18 21 24 27 30 33
i10. 4 . i10. g .
Obj 12: SLP (A vs. C) -> SG (A vs.C) IMvigor130 Obj 12: SLP (A vs. C) -> SG (A vs.C) IMvigor130
SLP 100+ bte with HR SG - Ptswith 1o dian (95% CI) HR P
Event  Median(95%Cl) ggycy P 90+ Event (85% C1)
90+ 80- Pembro +Chemo 69.8% 17.0mo (14.519.5) (g6
80+ Pembro + Chemo  74.1% 8.3 mo (7.5-8.5) 0.78 (0 7941 02) 0.0407=
(0.65.0.93) 0.0033 704 Chemo 747% 14.3mo (12.3-16.7) V1<
704 Cheme 66.2%  7.1mo (6.4-7.9) (0690
60}
60-
12-mo rate 504
50+ 33.7%
20.9% 404
40+ | 30 12-mo rate
30 61.8%
204 56.0%
20+ ™ ™ " "
Ll 1 1w w1 10+
104 . 0
0 r T T 1 T T r T r T r T T 1 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
0 3 6 9 12 15 18 21 24 27 30 33 38 39 42
Obj 12: SLP -> SG (A VS C) KEYNOTE-361 Obj 12: SLP ->SG (A VS C) KEYNOTE-361

Galsky MD, et al. Lancet 2020;395(10236):1547
Alva A, et al. Ann Oncol 2020;31(suppl_4):51142



Immune/chemotherapy combinations in front line UC.

RRinITT PFSinITT OSinITT OS in PD-L1 +ve | Subsequent 10 mOS for chemo
10 vs chemo (HR with 95%Cl) | (HR with 95%CI) | (HR with 95%Cl) therapy in in ITT (months)

control
Atezolizumab 47 vs 44% 0.82 0.83 0.74 20% 13.4
& (0.70, 0.96) 0.69-1.00 0.49-1.12 12.0-15.2
chemotherapy
Pembrolizumab 55 vs 45% 0.78 0.86 0.90 48% 14.3
& (0.65-0.93) 0.72-1.02 0.69-1.18 12.3-15.1
Chemotherapy

1] Adding atezolizumab or pembrolizumab to chemo has similar, modest effects on efficacy. The positive atezo trial
(IM130) and negative pembro trial (KN361) is likely due to differences in design rather than differences in drug.
The same could be said about the 2nd line space where pembro was +ve (KN45) and atezo was —ve (IM211).

2] The benefit is not enough to change practice. Final OS atezo data is awaited.

3] More patients in the pembrolizumab trial received subsequent immune therapy (but OS HR 0.90)

4] The PD-L1 biomarker did not enrich for responders in either study.

6] Progression of disease as best response was the same in the chemotherapy and chemotherapy + 10 arm.
Therefore immune therapy is not rescuing any patients from progression.

5] The studies had a maintenance period of IO after the combination, which is likely to be responsible for part or all

of the benefits seen. Sequencing therapy is preferable to combining.
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., Como mejorar estos
resultados?
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Mantenimiento en cancer de vejiga
avanzado tras respuesta a platino

Sunitinib: fase |IR
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Lapatinib: fase lIR

e N=232

Placaba
== = Lypaiinib

126 ws. 12.0m

", HR 1.0

". Hazard racio, BN #6% CL 0LP010 1.3, P = 80

n a7 LH

Vinflunina: fase IR

e N=Bb6
. Wirflurin
I"-I Beatdugpertng
L\ 6.5vs. 4.2 m
HR 0.59
" _
p=0.031

Grivas PD, et al. Cancer 2014;120:692.

Powles T, et al. ] Clin Oncol 2017:35(1):48.
Garcia Donas J, et al. Lancet Oncol 2017;18(5):672.




Mantenimiento en cancer de vejiga
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HCRN GU14-182

n= 108

RR 22%
PFS 2.7 months
0OS 15.8 months

* Resp. Completa
* Resp. Parcial
* Enf. Estable

QT-platino | —

<8 ciclos.

Obj 12: SLP (irRECIST) Estratificacion

* Tipo de respuesta a Qt
* Afectacion ganglionar

CRITERIOS DE INCLUSION:

*  Carcinoma urotelial localmente avanzado/
metastdsico.

*  Beneficio clinico con Qt de primera linea

Objetivo primario: SLP

20—-—-nN0>PN-—-2002p»=

PEMBROLIZUMAB
200 mg/dia

Max 24 mefes

n=52

PLACEBO

Maximo 24 meses

13% died

avanzado tras respuesta a platino

MEDIAN PFS

1.00 Pembro: 5.4 months
Placebo: 3.0 months
0.75 -
0.50 - \
-4y, Pembrolizumab
0.25 - VETOE
-*I~
st ————
0 é 1'2 1'8 2'4 310
MEDIAN OS
1.00 - Pembro: 22 months
Placebo: 18.7months
0.75 -
050' Mla«-a-h-n—ud-h—-
0.25 -
0 é 1'2 1'8 2'4 3'0

Galsky et al. J Clin Oncol. 2020; 38(16): 1.797.
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Avelumab Maintenance Therapy for Advanced
or Metastatic Urothelial Carcinoma

T. Powles, S.H. Park, E. Voog, C. Caserta, B.P. Valderrama, H. Gurney,
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D.P. Petrylak, R. Laliberte, ). Wang, B. Huang, C. Davis, C. Fowst, N. Costa,
J.A. Blake-Haskins, A. di Pietro, and P. Grivas




The JAVELIN Bladder 100 international phase 3 trial evaluated
avelumab 1L maintenance therapy’

JAVELIN Bladder regimen

1L INDUCTION I 1L MAINTENANCE
All endpoints were measured post randomization (after chemotherapy)
N
Avelumab
Unresectablo locally 10 mghg IV Q2W
advanced or metastatic Patients with + BSC* — All randomized patients
:‘im measurable stage IV Tml_lfrm CR, PR, or SD n=350 - PD-L1+ FIJFH.IIEI]FII':'I
4-10 weaks ’ Until PD, unacceptable
All patients: 1:1 toxicity, or withdrawal snmndwr endpoints
Received standard 1L (i ,ﬁm - PFS and objective response
chemotherapy (4-6 cycles): of responss and P14 . per RECIST 1.1 by BICR
+ Cisplatin + gemcitabine or AE reschtion) =358 {51"":]"' and investigator
+ Carboplatin + gemcitabine Safety and tolerability

Stratification

« Best response to 1L induction chemotherapy (CR or PR va SD)
« Metastatic site (visceral vs nonviscaral [including bone metastasis])

PROs




Baseline characteristics were balanced between treatment arms

Selected baseline characteristics!

Avelumab + BSC| BSC alone
(N=350) (N=350)

Avelumab + BSC | BSC alone

Median age (range), years 68.0 (37.0-80.0) 60.0(32.0-89.0) | Ssite of primary tumor, %

Sex, % Upper tract 30.3 231
Male 76.0 78.8 Lewer tract 9.7 76.9
Famale 24.0 214

Race or ethnic group, % Site of baseline metastasis, %"

White 66.3 88.0 viscoral 54.8 54.6
Black/African American 06 L PD-L1 status, %
‘ 6.0 43 ;
Unkniown 5.7 : Positive’ 54.0 483
' : Negative 9.7 37 4

F'“:::..m““ region, % is o3 Unknown 5.3 14.3
Eurape 61.1 580 1L chemotherapy regimen, %

ol 209 24 4 Gamcitabine + cisplatin 52.3 58.9
Australia 0.7 106 Gemuitahing + carboplatin 420 4.9
Rest of tha world 49 40 Gamcitabine + cisplatin/carboplatin® 5.7 5.7

ECOG PS at randomization, % ot reportad 0 0.6
0 60.9 60.3 Best response to 1L chemotherapy, %

i 38.9 38.9 CR/PR 72.3 720

=2 0.3 0.9 sD 217 280




First line

» Immunotherapy
JAVELIN Bladder 100

N=700

Avelumab
10 mg/kg IV Q2W

+ BSC*

Treatment-free interval n=350

* CR, PR, or SD with standard
1st-line chemotherapy
(4-6 cycles)

— Cisplatin + gemcitabine or 4-10 weeks /R \ Until PD, unacceptable
— Carboplatin + gemcitabine N=700 \1:3,/ toxicity, or withdrawal
* Unresectable locally L. BSC alone*
n=350

advanced or metastatic UC

Stratification
* Best response to 1st-line chemo (CR or PR vs SD)
* Metastatic site (visceral vs non-visceral)

Primary endpoint: OS in ITT and PD-L1+

e Median follow-up > 19.5 months

All endpoints measured post randomization (after chemotherapy)

Median OS (95% Cl), months
Avelumab + BSC 21.4 (18.9, 26.1)
BSC alone 14.3 (12,9, 17.9)

Stratified HR 0.69 (95% Cl, 0.56, 0.86)
P<0.001

T T T T T T T T T T T T T

T ol
10 12 14 16 18 20 22 24 26 28 30 32 34 36 38

OS PD-L1+

Median OS (95% Cl), months
Avelumab + BSC NE (20.3, NE)
BSC alone 17.1 (135, 23.7)

Stratified HR 0.56 (95% Cl, 0.40, 0.79)
P<0.001

‘ll‘lll.lll]llllll
B 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38

Powles T, et al. J Clin Oncol 38; 2020 (suppl; abstr LBA1).
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> Inmunoterapia

JAVELIN Bladder 100

CR, PR, or SD with standard
1st-line chemotherapy
(4-6 cycles)

Treatment-free interval |
— Cisplatin + gemcitabine or 4-10 weeks R\

— Carboplatin + gemcitabine N=700

\

Unresectable locally —

advanced or metastatic UC

Stratification

( Primary endpoint

Avelumab
10 mg/kg IV Q2W

+ BSC*
n=350

Until PD, unacceptable
toxicity, or withdrawal

BSC alone*

n=350

* Best response to 1st-line chemo (CR or PR vs SD)

. 0S * Metastatic site (visceral vs non-visceral)

Primary analysis populations
* All randomized patients
¢ PD-L1+ population

Secondary endpoints
* PFSand objective response
per RECIST 1.1
* Safety and tolerability
| * PROs

All endpoints measured post randomization (after chemotherapy)

e Mediana seguimiento -> 19.5 meses

SLP ITT

Median PFS (95% Cl), months

Avelumab + BSC 3.7 (3.5, 5.5)
BSC alone 2.0 (1.9, 2.7)

Stratified HR 0.62 (95% Cl, 0.52, 0.75)
P<0.001

T T T T T T T T T T 1
14 16 18 20 22 24 26 28 30 32 34 36 38

SLP PD-L1+

Median PFS (95% Cl), months

Avelumab + BSC 5.7 (3.7, 7.4)
BSC alone 2.1(1.9, 3.5)

Stratified HR 0.56 (95% Cl, 0.43, 0.73)
P<0.001

15%

T | T T T T T T T T T T T T 1
10 12 14 16 18 20 22 24 26 28 30 32 34 36 38

Powles T, et al. J Clin Oncol 38; 2020 (suppl; abstr LBA1).



Table 2. Responses in the Overall Population and the PD-L1-Pesitive Population.*
Variable Owverall Population PD-L1-Positive Population
Avelumab Control Stratified Avelumab Control Stratified
Group Group Odds Ratio Group Group Odds Ratio
(N=350) (N=350) (959 Cl) (N=189) (M= 163) (95% CI)
Confirmed objective response 9.7 1.4 7.46 13.8 1.2 12.70
(95% ClI) — % (6.8-13.3) (0.5-3.3) (2.82-24.45) (9.2-19.5) (0.1-4.2) (3.16-114.12)
Lonfirmed best overall response
— no. (%)
Complete response 21 (6.0) 3 (0.9) 18 (9.5) 1 (0.6)
Partial response 13 (3.7) 2 (0.6) g (4.2) 1 (0.6)
Stable disease 44 (12.6) 46 (13.1) 19 (10.1) 23 (13.6)
MNon—complete response or 66 (18.9) 45 (12.9) 38 (20.1) 22 (13.0)
non—progressive diseasef
Progressive disease 130 (37.1) 169 (48.3) 509 (31.2) 82 (48.5)
Could not be evaluated 76 (21.7)% 83 (24.3)§ 47 (24.9)9 40 (23.7)|
Disease control — no. (%6)** 144 (41.1) 06 (27.4) 83 (43.9) 47 (27.8)
Median time to objective response 2.0 2.0 2.0 2.3
(range) — mo (1.7-16.4) (1.8-7.0) (1.7-16.4) (1.8-3.8)




OS benefits with avelumab 1L maintenance were seen across
subgroups’

Evonta/pationts Eventaipasants
Sulbygroup Asslumab + BSC BSC alona HE [95% CI) . . Avelumah + BESC ESC slons M (95% 1)
AN paliats asL 1TeRm — .00 {0.06-0.08) All pationt 145380 1TROS0 0 —e— 060 (0.56-0.88)
Ago
Best esponss to 1L chomotherapy™
58 yars B2 SAM0T — 0,79 (088115
2% yoars BATTY 1260243 —— 0.63 {Eﬂmn Complets or pariisl responss P b Eﬁﬂ
Sax &
Ml 106256 145276 —— 064 [0.50-0.83) s of bmimnlion mntibinly —
Female S0B4 3ATE S 0,89 (0.56-1.41) Hm"'"""' .
o TIEIA A0 — 064 [0L.48-0.06) Craatinine claarance
60 mlimin FTET R 1T E— 068 (0.80-0.62)
o AT TN ] 084108 <80} miimin R 1L — Q.66 (0.50-0.04)
Raon
PD-L1 status
""'""".I ‘ﬁ ‘i&f‘ — | et M'ﬁ'ﬂ] Prmsitive LR 0,56 (0,40-0.78)
* (0.42-1.98) Piegatree TE1IE  THIN —a 0BG (0621, 18)
Dl a 10a y LM (020N Unknown w280 B .69 (0.31-1.53}
Had:p.u N G4 1140008 064 [0.48.0,08) ' ' ' ' )
—_—
mm 2%1123 ﬁl%zq_ = 0.86 {gﬁ;_zgﬂ_} oi2s 03 rlﬂ;ﬁ“m;hmzn 4
—— [ Ay =121
Australasa 1634 1637 — o4 o9 1.42 * Sealfioatios: lagks Favors avelumab + BEC  Favors BSC alona
Riest of the workd BT T » 038 (013114 = >
iL of o i Foom Prowtes T, el ol B Engl J ed. 20005151 218-30, Cepyright X550 [T IR Mgt wi
Gemetabire + cipatn TIMEY  GA0E —.— 0.68 (0.59-0.04 pmiasien Fom Rty it Soeste
Gemcitabine + caboplatin BAM4T  TAM22 — 056 [0.4T-0.81
Gemcitabine + cisplabinicarboplatin -~ G20 FiFi] # 0.75 (0282 28]
0128 026 08 1 2 4 OS was longer for avelumab + BSC vs BSC alone
HR for O with 05% C1 (HR <1.0) in all protocol-specified subgroups?

Favers avelumab = BBEC  Favors BSC alons
- -




OS benefits with avelumab 1L maintenance were similar in patients who received
cisplatin + gemcitabine or carboplatin + gemcitabine as 1L chemotherapy

1L induction with cisplatin + gemcitabine 1L induction with carboplatin + gemcitabine

b Medlan OS5 (95% CI), months 0 Median O3 [(85% CI), months
80+ Avelumab + BSC 25.3 (18.6-NE) a0 Avelumab + BSC 19.9 (16.0-24.0)
B BSC alone 16.5 (13.4-26.8) B0 BSC alone 12.9 (9.4-16.2)

HR 088 (95% C1 0.51-0.84) HR 0.66 (B5% C1 047-0.91)

? T+ E T
% 0 'E B0
: = : =
E o E o
30 30
=
20 204 -
10+ 10
o | | | | | | | | | | | | | | | | | | 1 a T T T T T T T T T T T T T T T T T T 1
g 2 4 B8 & 10 12 14 18 18 A 22 24 26 2B 30 32 34 38 38 o 2 4 &8 &8 1012 14 16 18 20 22 24 26 2B 30 32 34 36 38
Months Maonths
Mo. af risk
Avelimalh +BSC B3I 180160157 141122103 80 77 6868 49 38 32 22 14 8 5 3 2 0O 1472130118102 86 78 GBE 50 48 32 21 168 14 9 68 5 1 1 D
BEC XME199 1821651421168 92 76 B3 48 42 3 23 17 11 &8 68 2 1 0O 12114104 81 72 57 52 42 368 20 2 1513 12 8 3 3 O



OS: Bestresponseto 1L CT

Complete response(N=179) Partial response (N=326) Stable disease (N=195)
Median OS (95% CI), months Median OS (95% CI), months Median OS (95% Cl), months
100 Avelumab +BSC  NE (20.8-NE) 100 Avelumab +BSC 19.2 (15.4-24.7) 100 Avelumab +BSC  19.9 (18.2-NE)
90 BSC alone NE (18.5-NE) 90 BSC alone 121 (10.1-14.3) 90+ BSC alone 14.0 (10.7-19.4)
801 HR 0.81 (95% CI, 0.47-1.38) 80 HR 0.62 (95% CI, 0.46-0.83) 80- HR 0.70 (95% CI, 0.46-1.05)
70 701 70
60+ S 601 S 601
50 @ 50° & 50
401 O 40- 0 40-
301 30 30-
201 20 20 T
104 104 10+
L +-r-r-r-r-r--r—rrrr-rrr-r-rr-r—r- +--r-r-r--r-rrr-r-r--r--rrr-r-r-"T—r" 0 +--r-r-r-r--r-—r—rrr-r-r——r—r-r-r-—r—r-

0 246 8101214161820 2224 26 26 30 32 34 36 38 0 2 46 81012141618202224 2628 303234 36 38 0 246 8101214161820 2224 2628 30 3234 36 38



Overall survival, %
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OS:

100+

Ave +BSC  SC
0=127) (n=124)
09 fvents, n 54 &
80+ 0§ median 199 137
(95% CI), mo (177, NE) (11.4,19.4)
704 HR (5% C1) .67 (0.481, 1.000)
60
50-
401
304
20-
10+
4 cycles
0 ) T 1 ) 1 T 1 T T 1 Ll 1 Ll Ll I Ll L 1 1

0246610121416 1820222426 2830323436 38

Overall survival, 7%

Cycles of 1L Chemotherapy

100
90
B0
70-
60
50
40
30
21
104

0

Ave + BSC  BSC
(=54)  (=59)
Everis, n 24 27
0§, median 199 178
5% CI),mo (151, NE) (118, NE)
HR 95% C1)  0.98 (0.568, 1.707)
s
5 cycles
1 ) L 1 Ll 1 1 I 1 ] 1 1 1 1 ] |l Ll
0 246068101214161820222426268303234 3638

Loriot et al ASCO GU 2021

Overall survival, %

Ave + BSC  BSC
(n=150) (=148)

Events, n 53 80

0§, median 240 140
(5% CI), mo (189, NE) (12.1,19.4)

HR @5% CI) 0.66(0.472,0915)

6 cycles
| I L L) | 1 L | ] I 1 || Ll ] l 1 L) 1 1
0 2

4 6 81012141618202224267268 3032 343638




Subsequent anticancer therapy

Overall population

Subgroup who discontinued
study therapy due to PD

Avelumab + BSC BSC alone Avelumab + BSC BSC alone
(N=350) (N=350) (N=189) (N=263)
Discontinued and received subsequent drug therapy, % 42.3 61.7 70.4 75.3
PD-L1/PD-1 inhibitor 6.3 43.7 9.0
Fibroblast growth factor receptor inhibitor 2.6 2.3 4.8 3.0
Any other drug 40.0 34.0 67.2 41.8
Discontinued with no subsequent drug therapy, % 334 30.9 29.6 24.7
Study treatment ongoing, % 24.3 7.4 - .

All percentages were calculated using the denominator of all patients in the treatment arm within each population; some patients received >1 category of subsequent therapy



Treatment-emergent AEs (any causality)

Avelumab + BSC (N=344) BSC alone (N=345)
Any grade Grade 23 Any grade Grade 23 . . .
Any TEAE, % 98.0 47.4 77.7 252 TEAEs led to discontinuation of avelumab

Fatigue 17.7 1.7 7.0 0.6 in11.9%
Pruritus 17.2 0.3 1.7 0
UTI 17.2 4.4 10.4 2.6
Diarrhea 16.6 0.6 4.9 03 - Death was attributed by the investigator
Arthralgia 16.3 0.6 5.5 0 to study treatment toxicity in 2 patients
Asthenia 16.3 0 5.5 1.2 G7A 3
ChmeBRR e 6.5 - a (0.6%) in the avelumab + BSC arm
Back pain 16.0 1.2 9.9 2.3 L ) .
Nausea 15.7 03 64 06 — Due to sepsis (in Cycle 10) and ischemic
Pyrexia 14.8 03 3.5 0 stroke (100 days after a single dose of
Decreased appetite 13.7 0.3 6.7 0.6 avelumab)
Cough 12.8 0.3 4.6 0
Vomiting 12.5 1.2 35 0.6
Hypothyroidism 11.6 0.3 0.6 0
Rash 11.6 0.3 1.3 0
Anemia 11.3 3.8 6.7 2.9
Hematuria 10.5 1.7 10.7 14 Table shows TEAEs of any grade occurring in 210% or
IRR 10.2 0.9 0 0 grade 23 TEAEs occurring in 25% in either arm

AE, adverse event; IRR, infusion-related reaction; TEAE, treatment-emergent adverse event; UTI, urinary tract infection
Safatv was assessed in all natients whao received >1 dose of avelumab in the avelumab arm, or who completed the cycle 1 day 1 visit in the BSC arm (N=689)

Thomas Powles, MD



Immune-related AEs

Avelumab + BSC (N=344)

Any grige o No grade 4/5 irAEs occurred

Any irAE, % 29.4 7.0

Hypothyroidi 10.2 0.3 : . .

Ry":t e i o High-dose corticosteroids (=40

as 5 E

T 4o o mg total daily prednlso.n§ or

Pruritis 2.0 0 following irAE in 9.0% of

Poesimenics L5 i avelumab-treated patients

Colitis 0.9 0.6

Increased ALT 0.9 0.9

Increased AST 0.6 0.6

Hyphrgiyoamia e 0= Table shows iIrAEs of any grade occurring in 21% or grade 23

Myositis 0.6 0.6 iIrAEs occurring in 20.5% in either arm

irAts were identified according to a prespecified case definition
ALT, alanine aminotransferase; AST, aspartate aminotransferase; irAE, immune-related adverse event



Powles et al ESMO abstract2653 .

Maintenance avelumab in first line treatment for UC show
similar quality of life data vs. best supportive care

A B
Method: EQ-5D-5L index score in 1
06 _ . =
os |4 overall population: Changes from %0
5 baseline (A) and mixed-model 08 | 077 07
© ’ - Improvement S -
§ 02 4 analysis prior to end of treatment =
= 01 =2
§ o L i Tg_;-‘ . n b % 0.6
% 01 | Mu . 2. g
o 02 3 0.4 —
§ 03 4 | peterioration g
g 04 d
05 | 0:2: -]
06 v
0.7 0 _|
1 I 1 1 1 1 1 1 | 1 | 1 1 I 1 1 1 | 1 1 I 1 1 EQ-SD-SL S
T T T T
s s W RN S %, %, ’@}é 5,08, %, %, %, %, %, 6, N, {v‘_z) %o, 5 (utiy) .
No. of patients® B Best supportive care

Avelumab + BSc 310 273 244 208 181 164 144 134 124 120 103 97 88 81 70 65 58 49 44 44 40 37 35
Bsc 298 221 154 123 111 84 67 55 49 47 43 34 32 28 26 23 21 18 16 16 15 14 10

avaliimah



T ongress QS benefit in subgroups defined by PD-L1 expression
ERESMD on TC and/or IC

1001 225% PD-L1+ TC subgroup
901 (any IC level; n=113)
Prespecified PD-L1+ population, 225% PD-L1+ on TC andlor IC &
100 -1 i e 70
(n=358)
90 ] £ 80
80 *
70 — - 40 -
< 60— 30
- 20{ HR 0.35 (95% C10.186, 0.653)
8 50 - 101 — Avelumab + BSC
40 0- —— BSC alone
30 0 2 4 6 8 101214 16 18 20 22 24 26 28 30 32 34 36 38 40
20— HR 0.56 (95% CI0.40, 0.79)
0 a0 100 1 225% PD-L1+ IC subgroup
o |~ BSCdone 901 (any TC level; n=326)
T T T T T T T T T T T T T 1 80
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 70
Months o 60
g 50
40
Neither PD-L1+ TC nor IC alone fully predicts OS benefit 30 ——
201 HR0.61 (95% CI 0.429, 0.867)
10 1 —é\éecl;umab+850
R alone
. 0L ——— —————————1—7—
*TC, tumor call; IC, immune cel; NE, not evauable. 0 2 4 6 8 101214 16 18 20 22 24 26 28 30 32 34 36 38 40

*PD-L1 expression in 225% of TC or in 225% or 100% of IC if the percentage of IC was >1% or <1%, respectively, using the Ventana

SP263 assay. Months



08, %

EREMD
2020

10

Arm TMB HR (95% Cl)
Avelumab + BSC ‘
BSC alone >Median 0.48 (0.332,0.707)
BSC alone Median 0.88 (0.643, 1.197)

Subgroup

*OS benefit in subgroups defined by Tumor Mutation
Burden (TMB) and PD-L1 status

HR (95% Cl)
Avelumab + BSC vs
BSC alone

Median: 7.66 nonsynonymous SNVs/Mb

PD-L1+ 0.56 (0.400, 0.790)
PD-L1- 0.85 (0.616, 1.181)
TMB-high 0.46 (0.321, 0.673)
TMB-low 0.93 (0.665, 1.289)

TMB-high, PDL1+ (n=190)

0.49 (0.291, 0.812)

TMB-high PDL1- (n=105)

0.42 (0.247, 0.732)

TMB-low PDL1+ (n=148)

0.62 (0.389, 0.995)

TMB-low, PDL1- (n=140)

1.40 (0.871, 2.252)

1 T T T

4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40
Months

T T T T T T T I T

Neither TMB nor PD-L1 status alone fully predict OS benefit



VD ‘Relationship between immune cell gene expression
signatures and OS with avelumab

Multiple immune cell signatures may predict OS benefit with avelumab

Signatures with interaction term p<0.15 >Median vs <Median

HR (95% CI)

Follicular helper T cell == 0.53 (0.367, 0.757)
0.92 (0.650, 1.297)
T cell ke e p—— 0.90 (0.641, 1.268)
ce P — 0.52 (0.362, 0.759)
1 T ' 0.90 (0.642, 1.263)
: e 0.54 (0.374, 0.774)
NK ce" Resting NK cell " 0.90 (0,638, 1272)
CDA4T cell S 0.55 (0.384, 0.800)
¥ 0.86 (0.614, 1.211)
Macrophage ' 0.88 (0.629, 1.234)
0.55 (0.379, 0.794)

————
(DR Tom L 0.88 (0.628, 1.230)
» 0.56 (0.382, 0.810)

g ——
Dend"t'c ce" Memory activated CD4 T cell > ° 0.84 (0,602, 1.173)
. 0.57 (0.400, 0.803)

—
Naive B cell " i 0.89 (0,619, 1.269)
0.56 (0.388, 0.817)

——
B Ce" Macrophage M1 v 4. 0.84 (0.603, 1.181)
0.59 (0.405, 0.846)

. e R
Activated dendritic cell \ ° 0.82 (0.581, 1.143)
0.64 (0.443, 0.921)
Plasma cell — 0.78 (0.558, 1.099)
1 Ll L 1
Gene signatures are from the Leukocyte gene signature 00 05 10 15 20

matrix (LM22), Newman et al (2015) Nature Methods,

https://doi.org/10.1038/nmeth.3337

Favors avelumab + BSC

Favors BSC alone

2¢
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Cisplatin eligible

Cisplatin based ChT [l, A]

Treatment-naive, advanced
or metastatic urothelial
cancer (stage V)

Cisplatin ineligible and
PD-L1 unknown or
negative?

Gemcitabine—carboplatin [II, B]

v

Disease progression
on chemotherapy "

No disease progression 9
v

ICI I, A]
Erdafitinib [Ill, BJ%¢

ChT I, C] b1

Maintenance with avelumab in
those tumours not progressing
on ChT [I, A]

e progression

Di Enfortumab-vedotin [I,
isease A
progressiorn Erdafitinib [lll, B] %

ChT [IV, C]

Cisplatin ineligible and
PD-L1 positive?

Atezolizumab or
pembrolizumab [lII, B]

Disease progression

v

Enfortumab—vedotin [lll, B]9
Platinum based-ChT [IV, B]

A: Creatinine clearance
<60ml/min or PS2 or
comorbidity
(neuropathy/hearing
loss).

B To be considered when
other therapies are not
available

C Paciltaxel, docetaxel or
vinflunine should be
used.

D Not yet EMA approved
(1 Aug 2021)

E With selected FGFR
DNA alterations

F Platinum doublets
should be recommended
if the treatment free
interval from the last
platinum chemotherapy is
>1 year.

G This should commence
within 10 weeks of
completion of
chemotherapy

H For progressive
disease on chemotherapy
or after the completion of
chemotherapy where
maintenance avelumab
was not given

J select a regimen not
given previously
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 Maintenance avelumab, started within 10 weeks of
completion of first-line platinum based ChT, is
associated with an OS advantage compared with best
supportive care in patients who did not have disease

. progression after four to six cycles of gemcitabine plus

BLADDER CANCER: ESMO CLINICAL PRACTICE GUIDELINE FOR DIAGNCSIS, cisplatin or carboplatin, and is recommended (HR 0.69,

TREATMENT AND FOLLOW-LPT S 95% Cl 0.56-0.86) [I, A; MCBS 4]. An increase in mOS

from 14 to 21 months was observed with avelumab.

Treatment was given until progression.

Journal Pre-proof o

T. Powles, J. Bellmunt, E: Comperat, M. De Santis, R Huddart, Y. Lonot, A. Mecchi, | L
B.P. Valderrama, A Ravaud, 5.F. Shariat, B. Szabades, M.5. van der Heijden, 5.
Gillessen, on behalf of the ESMO Guideines Commities

il SO23- T534(21)04827-4 « Platinum-based ChT followed by maintenance
' avelumab is preferential compared with upfront ICls

e it org/10.1016f annonc 2021.11.012 in PD-L1 biomarker-positive patients.

Reference: ANMNONC 804

34
1. https://doi.org/10.1016/j.annonc.2021.11.012
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* Inmunoterapia tras fallo a platino es una alternativa a la que un
porcentaje importante de pacientes no llegaran

* Inmunoterapia en 1L no consigue unas tasas de control de
enfermedad aceptables en un numero suficiente de pacientes

* Los resultados de |la combinacion inmuno-quimio hasta la fecha
han sido desalentadores

* Avelumab en mantenimiento en pacientes que no experimentan
progresion a una primera linea de platino mejora |la
supervivencia global y es |la mejor opcidén en cancer urotelial
metastasico.



