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THE SECONDNE SETTING:
AN UNMET NEED

Firstline platinidmased chemotherapy has remained the standard of care fbf >30 years
All patients virtually progress #infershemotherapy despite an initial response

Until recently, secding options have remained s¢arce

1. Sternberg Cé&t,al.J Urol1985;133:403; 2. von ddfaaseH, et al.J Clin Oncol 2005;23:4802Bellmuni, et alJ Clin Oncol 2009;2:4434 4. McCaffrey, &\alJ Clin Oncol 1997;15:1853 m



THE SECONDNE SETTING:
A GENERAL OVERVIEW

Randomised era and ea

The /gl do Immun@ncology (10)

The near futdre

targetedherapy approach@s irruptioh
e Mostly singlgent cytotoxic < No randomised data until 20( .« PD1 and PDL inhibitors e Molecular understanding leads
chemotherapy . Vinflunine: First agent to leading to encouraging result  to novel targeted therapies in
. Taxanestroduction demonstrate in a randomisec  (longterm durable responses;  biomarker selected patients
. Nonrandomised data controlled trial (RCT) OS in a subset of patients . Fibroblast Growth Factor
. Small size trials advantage (against best e« Devel opment a Receptor3 (FGFR3) inhibitoirfs
. Heterogenic population supportive care) Phase 3 RATirom hypeto . Antibody drug conjugates

. Failure of targeted therapies ~ cautiousness . |Otargeted treatment combos

biomarker unselected « Hypothetical scenario: second

population line setting after frimé 10
. Maintenance concept after fii

line response (early sedmad
treatment)

e Limited efficacy

1. McCaffrey J&,alJ Clin Oncol 1997;15:1853PapamichaBl,et alBr J Cancer 1997;75i608. Fechner &,alint J Clin Pract 2006;6@24 Bellmuni, et al.J Clin Oncol 2009:27;4854 m
5. Ghosh Mf alCurr Opin Oncol 2014;2630%. Garclaonag, et alLancet Oncol 2017;18:8127. Powles &t,al ClinGenitouri@ancer 2018;16(2)12% 8Loriol,et al N Engl J Med 2019 (In press);
9.PetrylalbP et alOral presentation at ASCO 2019.



SECONMINE:
NONRANDOMISEDHEMOTHERARRIALS

PFS/TTP*OS/CSS*
Author [Year] Chemotherapy Phase n ORR (%) (months) (months)
McCaffrey [1997] Docetaxel (3 weekly) 2 30 13.3 4 9 - . . . .
Kim [2016] Docetaxel (weekly) 2 31 6 1.4 8.3 Difficult setting (ill defined, mixed
Papamichael [1997] Paclitaxel 3 weekly) 2 14 7 NR NR populations, prognostic factors)
Vaughn [2002] Paclitaxel (weekly) 2 31 10 2.2 7.2
Joly [2009] Paclitaxel (weekly) 2 55 9 3 7 Multiple undersized siaglent
Ko [2013] NabPaclitaxel 2 48 28 6 9.8 . .
HoffmaiCensits [2014Cabazitaxel 2 14 0 NR NR studies with scarce success (N less
Arran#2015] Cabazitaxel 2 71 5 2.1 4.3 than 50 in most of them)
Singleagent  Culine [2006] Vinflunine 2 51 18 3 6.6
chemotherapy Vaughn [2009] Vinflunine > 175 15 28 8.2 ORR ranging froin28%
Lorusso [1998] Gemcitabine 2 35 23 3.8* 5
Gebbia [1999] Gemcitabine 2 24 29 NR 13 OS around 8 months
Albers [2002] Gemcitabine 2 30 11 4.9* 8.7**
Akazd2007] Gemcitabine 2 46 25 3.1 12.6 Few small combination studies with
Sweeney [2006] Pemetrexed 2 47 28 2.9* 9.6 .
Galsky [2007] Pemetrexed 2 13 8 NR NR pOOr outcomes In general
Winquist [2005] Oxaliplatin 2 20 5 1.4* 6.9
Dreicer [2007] Ixabepilone 2 45 12 2.7 8
Krege [2001] Docetaxdfosfamide 2 22 25 NR 4 o ,
- - CSS, cancapecific survival; NR, not reported; ORR, overall response rate;
Chemotherapy Sweeney [1999] Paclitaxdfosfamide 2 13 15 NR 8 0S, overall survival; PFS, progréssiasurvival; TTP, time to progression.
combinations Sternberg [2001] Paclitaxebemc 2 41 60 6.4 14.4 | *TTP reported when PFS data is not available.
Bellmunt [2018]  Docetaxel+~B1 1b 19 16 3.2 6.9 | CSSreportedwhenOS notavaiable.
Gomez DEeiafidA, Duran TherAdvUrol2018;10(12):4%®. Reproduceadder the terms of the Creative Commons ANob@ammerciab Licenséttp://www.creativecommons.org/licemsz4/0k m

Accessed Sept 2019)


http://www.creativecommons.org/licenses/by-nc/4.0/

VINFLUNINE PHASE 3 TRIAL

N=370 n=253

VINFLUNINE + BSC
(PS0: 320 mg/gBw; PS 0 with previc
pelvic irradiation and PS1: 280°mg

Secondine
T4bNOMO or TxR2r M1
Progression after firs¢ platinum

treatment n=117

Stratify:
- Centre
- Refractorys nonrefractory

BSC with treatment upon progress

permitted

Primary endpoin©S
Secondary endpoint®@RR, PFS, DCR, QoL, CB

Bellmuni, et al.J Clin Oncol 2009;27(27)i#154




VINFLUNINE PHASE 3 TRIAL:
PATIENT CHARACTERISTICS

Patient demographics and clinical characteristics

All treated patients* 248 98.0 117 100
Eligible population 249 98.4 108 92.3

Age, years

<65 135 53.4 60 51.3

065 118 46.6 57 48.7
ECOG PS

0 72 28.5 45 38.5

1 181 71.5 72 61.5
Creatinine clearance in the treated population, mL

<60 134 54.0 69 59.0

4060 104 41.9 41 35.0

<40 10 4.0 4 3.4

Missing 0 0 3 2.6
No. organs involved

1 62 24.5 31 26.5

2 87 34.4 39 33.3

A3 104 41.4 47 40.2
Visceral involvement 187 73.9 87 74.4
Patients experiencing relapse or progression withi 82 4 86.1
6 months after the prior chemotherapy ' '
Prior pelvic/abdominal irradiation 22.5 22.2
Prior therapy with platibased regimen

Cisplatin and no other platinum 164 64.8 85 72.6

Carboplatin and no other platinum 75 29.6 23 19.7

Other platinum combination 14 5.6 9 7.7

Bellmuni, et al.J Clin Oncol 2009;27(27)i#454

HB <10: 86%
Liver metastases: 29%

VFL, vinflunine; BSC, best supportive care; ECOG PS,
Eastern Cooperative Oncology Group performance statt
*Used for safety analysis.

“Excludes patients present
significant protocol deviations (>1 previous chemotheraj
regimen, no locally advanced or metastatic histologically
proven transitional cell carcinoma of urothelial tract at st
entry, no progression aftefifiesplatinigontaining
chemotherapy for advanced disease, and patients havin
received a neoadjuvant or adjuvant chemotherapy).
YPercentages based on 250 patients in BSC + VFL arm

108 patients in BSC arm. m



VINFLUNINE: OVERALL SURVIVAL RESULTS

Time (months)

10, VFL + BSC BSC
= \ n =253 n=117
— \ No. of events 204 103
-g 0.8 No. censored 49 (19.4%) 14 (12.0%)
Re) Median OS (mo) 6.9 4.6
o (95% CI) (5.7t0 8.0) (4.1t07.0)
2 06- Hazard ratio (95% Cl) 0.88 (0.69 to 1.12)
— Stratified log-rank P .2868
> '
c 0.4-
]
w
© 0.2
@ — VFL + BSC T h——
5 BSC —_1_,11_._
I I I I I I I
0 5 10 15 20 25 30 35

_ 10 VFL + BSC BSC
> \ n =249 n=108
= ! No. of events 202 98
-g 0.8 ‘ No. censored 47 (18.9%) 10 (9.3%)
O Median OS (mo) 6.9 4.3
o (95% ClI) (5.7t0 8.0)  (3.8t05.4)
2 06- Hazard ratio (95% Cl) 0.78 (0.61 to 0.99)
_ Stratified log-rank P .0403
(4v]
= 4
S 0.4
=
w
© 0.2-
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o BSC
I I I I I | I
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Fig 2. Overall survival (OS) in the intent-to-treat population (n = 370). VFL,

vinflunine; BSC, best supportive care.

Fig 3. Overall survival (OS) in the eligible population (n = 357; 96.5% of
intent-to-treat population). VFL, vinflunine; BSC, best supportive care.

Bellmuni, et al.J Clin Oncol 27(27), 2009:i445&Keprinted with permission. © (2009) American Society of Clinical Oncologyedll rights reserv
Bellmuni, et alAnnOncoR013;24(6):146&.



VINFLUNINE: SECONDARY ENDPOINTS

ORR (%) DCR (%) PFS (months, p) DoR(months)
Vinflunine 8.6 41.1 3.0 7.4
p=0.0063 p=0.0024 p=0.0012
BSC 0 24.8 1.5 NA

SAFETY PROFILE: Most common Grade 3/4 events (%)

VFL BSC VFL BSC
Fatigue/asthenia 19.3 17.9 Anaemia 19.1 8.1
Nausea 2.4 0.9 Neutropenia 50 0.9
Vomiting 2.8 0 Febrileeutropenia 6 0
Mucositis 1.6 0 Thrombocytopenia 5.7 0.9
Constipation 16.1 0.9
Myalgia 3.2 0
Sens. neuropathy 1.2 0

Bellmuni, et al.J Clin Oncol 2009;27(27)i#454



RANGE (NCT02426125) TRERIGN

Key inclusion criteria: Ramucirumab 10 mg/kg +
docetaxel 75 mgfRAM+DOC) VvV Disease
Day 1 of a 2ay cycle, N=263 progression
or other

- S Placebo 10 mg/kg + withdrawal
Prior immune checkpoint inhibitor allo docetaxel 75 m@fR+DOC) I+ et e

ECOGPSOorl Day 1 of a Zay cycle, N=267

Locally advanced, unresectable or
metastatic UC

Pr ogr e snwdfter platifih degimg

Primary endpoint:

. Geography (North AmericBast Asigs Europe/other) PFS (investigator .assessment)
Secondary endpoints:

. ECOGPS (&.1) 0S, ORR, DCR, DOR, safety, PRO, PK gnd
¢ Visceral metastasis (f&dlo), defined as liver, lung or bone immunogenicity

Stratification factors:

*Docetaxel 60 mgimEast AsiéDocetaxel was limited to 6 cycles; up to 4 additional cycles could be given after sponsor approval. m
De Wit Ret al Presented @019 Genitourinary Cancers Symposium. Reproduced with perbnigsidpefidfin



RANGE PRIMARY AND SECONDARY EFFICACY
OUTCOMES

Progressiodree survival Overall survival

Median PES (months)
Ramucirumab + docetaxel (n=216)4.07
PBO + docetaxel (n=221) 2.76

H
o

Bl Ramucirumab + docetaxel (N=263);
median, 9.40 months

w
o

1004 —— Ramucirumab plus docetaxel 1 ‘ + (N|= - .30
e  lsbnbs ol e e Plac_ebo docetaxel (N=267); =
e median, 7.85 months 225
- 80— : e
g = . g ~ HR, 0.887 (95% ClI, 0.724 to 1.086) x 20
S y HR 0757 (95% C 0-607-0-943) e 604 = o
g A Log-rank p=0-0118 3 1 Log—rank P=.2461 4 &
5 60 N o
: — i ’: 10
£ 504 S 404
< )
S 40+ 3
3 1
g 7 20-
= ) { -- Ramucirumab + Docetaxel
104 H——g—t . — : 0 1 -- Placebo + Docetaxel
: e e
0 r . . . . T : — 0 3 6 18 21 24
Number at risk Patients At Risk Time (months)
(number censored) RAM+DOC 263 207 160 120 88 59 41 28 14
RamUCiIUC;‘I‘Iabplusl 216(0) 132(21) 96(6) 40(16) 28(2) 19(3) 12(2) 4(6) 1(2) 0(0) P+DOC 267 210 154 105 74 50 34 22 10
jocetaxe!
Placebo plus 221 (0) 124(16) 77(1) 34(6) 19(3) 7(8) 3(1) 2(1) 2(0) 0(2)
docetaxel

De Wit Ret alPresented at 2019 Genitourinary Cancers Symposium. Reproduced with permission from Dr Ronald De Wit

1. Reprinted from The Lancet, 390(1R&09laoP, et al. Ramucirumab plus docetaxel versus placebo plus docetaxel in patients with locally advanced laamnitastatiafteofietisnased therapy

(RANGE): rmandomisedioubldlind, phase 3 trial, 2266 Copyright 2017, with permission from Elsevier;
2. Petrylak D&%, alAnn Oncol 2018;29(suppl_8):wiil&L. Presentede&MO 2018. By permission of Dr DP Petrylak.

Best overall responke

RAM+DOC CREN
24.5%

P+DOC
2% 14.0%
20.4%

RAM+DOC
(N=216)



A RANDOMISED PHASE 2/3 STUDABAKRZITAXEL
VS.VINFLUNINE

In metastatic or locally advanced transitional cell
carcinoma of the urothelium (SECAVIN) Cabazitaxel  Vinflunine

Prognostic factors (n=35) (n=35)

: 0 n (%) 13 (37) 13 (37)

Eligible Cabazitax@b mg/Aevery 21 days . — 22 (63) 22 (63)
patients . . _ Age (median) 64 66

et Vinflunine 26820 mg/fevery 21 da Gendemale n (%) 28 (80) 28 (80)

B Race, caucasian n (%) 34 (97) 35 (100)

Randomised Phase 2/3 Previousurgery n (%) 26 (74) 33 (94)

Populationlocally advanced/metastatic UC who have failed |Prior chemotherapy

a firstine platinimased chemotherapy Carbegemcitabine  n (%) 6(17) 14 (40)
e L : Cisplathgemcitabine 28 (80) 20 (57)
Stratification factord®S 61, Hb <10 g/dL, liver metastases Other n (%) 9 (26) 6 (17)

HypothesisCabazi t axel has suff] 2

to test in a Phase 3 trial against vinflunine abazitaxe e g R
ORR (%) 13 30 0.26

Primary endpoints: 0S(mo) 55 7.6 0342  1.4004
. Phase 2 ORR PFS(mo 1.9 2.9 0.0391  2.0360

¢ Phase 3, OS
BEMD

Bellmuni, et alAnn Oncol 2017;28(7):1827



SECONRINE CHEMOTHERAPY:
THE RANDOMISED DATA

OS/CSS
Author [Year] Experimental arm Control arm Phase n ORR (%) PFS/TTRmonths) (months)
c_gu Fechner [2006] GemPaclitaxel g2w contGemPaclitaxel q3w x6 2 30 39vs 50 6vs 11 (NS) 9vs.13 (NS)
'5 Albers [2010] GemPaclitaxe3wcont GemPaclitaxel g3w x6 3 102 41'%5;))’7'5 3.1vs.4 (NS) 8vs.7.8 (NS)
> -
&  Bellmunt [2009, 2013]  Vinflunine BSC 3 370 86vs0 3vs.1.5 BB
) (HR 0.78)
L
g Bellmunt [2017] Cabazitaxel Vinflunine 2 70  13vs.30 (NS) 1.9vs 2.9 5.5vs.7.6 (NS)
o
<
O Sridhaf2018] NabPaclitaxel Paclitaxel 2 160 22vs.25 3.35vs.3.02 (NS) 7'4%35'33'77
©
% - Choueiri [2012] Docetaxéfandetanib Docetaxel 2 142 7vs.11 2.56vs.1.58 (NS) 5'8%38';'03
O a
@ :
f o Petrylak2017] DocetaxdRamucirumab Docetaxel 3 530 245vs.14 4.07vs.2.76 9.4vs.7.85 (NS
e
l_ +—
O ChoueifR017] Docetaxé\patorsen Docetaxel 2 99 16vs.11 (NS) 1.8vs.1.6 (NS) 6.4vs.5.9 (NS)

ASignificant in eligible population, not in ITT

*Time to progression (TTP) is reported when PFS is not available

**Cancer specific survival (CSS) is reported when OS is not available M
Adapted from GomeZ @A, Duran TherAdvUro2018;10(12):4%8)



EARLY SECONINE CHEMOTHERAPY:
THE MAINTENANCE CONCEPT
MAJA trial

DesignRandomised, oplebel, n=45
Phase 2 trial

Disease
chemotherap control

Primary endpoinBFS n=m

— Vinflunine
—— Best supportive care

Gem/platinu

PopulationmUQpatients who
have not progressed duringjriiest
GemCisplatin (4 cycles)

PFS 6.5 mo (95% CI 2.0, 11.1)

PFS 4.2 mo (95% Cl 2.1, 6.3) G3/4 events of interest %
HR 0.59; 95% CI 0.37, 0.96; p=0.031

Neutropenia 18%

Progression-free survival (%)
un
o
1

40- Febrile neutropenia 2%
30+ Ashtenia 16%
207 Constipation 14%
7 Abdominal pain 5%

Patients Vinflunine
characteristics (n=45)
ECO® 21 (47%) 23 (53%)
Age (median) 63.7 65.0
Gendemale 37 (82%) 40 (93%)
Primargite, bladder 36 (80%) 37 (86%)
Pure TCC histolog 38 (84%) 37 (86%)
Prognosti@ctors
0 20 (44%) 17 (40%)
1 19 (42%) 20 (47%)
2 6 (13%) 5 (12%)
3 0 1 (2%)
Liver metastasis 5 (11%) 13 (30%)
GemCisesponse
CR 7 (16%) 7 (16%)
PR 28 (63%) 23(54%)
SD 10 (22%) 13 (30%)

0 T T T ]
0 12 24 36 48

Reprinted from The Lancet, 18(5),-Baneid, et alMaintenance therapy with vinflunine plus best supportive care versus best supportive care alone in patiehtSahithrath@neediitira response after m
firstine chemotherapy (MAJA; SOGUG 2011/02): a multicentre, randomised, dah&bldthsap2rrial, 682a Copgtt 2017, with permission from Elsevier.




SECONRDINE CHEMOTHERAPY: CONCLUSIONS

Vinflunine is the only cytotoxic agent to prove OS improvement in platinum réfractory patients
Docetaxgtamucirumab increases PFS but not OS against docetaxel

Singleagent chemotherapy tested (mainly taxanes) has shown limited efficacy| ZRRaangeda0from
singlearm trialg, should ot be standard of care

Vinflunine has superior outcomes than cabazitaxel
Nabpaclitaxel is not superior to paclitaxel

Maintenance chemotherapy may have a role in mUC but needs to be proven (and may be hard in the «

1. Not in the intentiotreat population, only in thenocol analysis.



IMMUNE CHECKPOINT INHIBITION AS
SECONDINE TREATMENT




IMMUNQ HERAPYSINGLEARMDATA

Atezolizumab Pembrolizumab Nivolumab Avelumab® Durvalumab
Phase Phase 2 Phasdl Phase 2 Phase 1b Phase 1/2
Patients, N 310 33 265 (1612;3 ol (1821501 i)
Dosing 1200 mg q3w 10 mg/kg/g2w 3 mg/kg/g3w 10 mg/kg g2w 10 mg/kg g2w
ORR, % 15 26 19.6 17 17.8
Duration of 84% after medi.am of Median 10 months 77% aftemedi'amﬂ of 64% a? data cut, 76.5% gt datat
response 11.7 mo. Median NR 7 mo. Median NR median NR medialNR
OS, months 7.9 13 8.7 7.7 18.2
PFS, months 2.1 2.0 2.0 1.5 1.5
G3/4TRAES, % 16 15 (G3) 18 10.8 (G3) 6.8

f-u, followp;TRAEstreatmentelatecdversevents
1. Rosenberg Mi,allLancet 2016;RlimaclE, et alLance©OncoR017; 3. SharmagPalLance©OncoR017; 4. Patel MR alLance©OncoR018;
5.ApoldAB,et alJ ClirOncoR017; 6. Powleset al.JAMAONncoR017



KEYNOTH45 STUDY DESIGN (NCT02256436)

Key eligibility criteria:
Urothelial carcinoma of the renal pelvis, ureter, bladder,
Transitional cell predominant

Pembrolizumab 200 mg IV g3

Paclitaxel 175 mgaBw

PD afteri® lines of platindnased chemotherapy or recurr
<12 months after perioperative plit@asechtherapy

ECOG performance stat@s O
Provision of tumour sample for biomarker assessment

OR
Docetaxel 75 mgm3w
OR
Vinflunine 320 mgaBw

Stratification factors: e Dual primary endpoint®S and PFS

e ECOG performance status/§02) . Key secondary endpoin@RR, DOR, safety

. Hemogloblavel (<10s010 g/ d L) ¢ ResponseRECIST v1.1 by blinded, independent
. Liver metastases (Ves\o) central review

¢ Time from last chemotherapy doge &3 mont hs) e Both unselected and biomastected patients
3ntotal ITT population and in patitht®mbinedosi t i ve score 010 %. m

Bellmunt &t alN Engl J Med 2017;376(11):2615



BASELINE CHARACTERISTICS

Pembro

Chemo

node only

(n=270) (n=272)
A, IR 67 (2%88) 65 (2634)
(range), y
Men 200 (74.1) 202 (74.3)
Upper tract
doeso 38 (14.1) 37 (13.6)
Lower tract 232 (85.9) 235 (86.4)
disease
ECOPS
0 120 (44.4) 106 (39.0
1 142 (52.6) 158 (58.1)
2 3(1.1) 4 (1.5)
Visceral disease 241 (89.3) 235 (86.4)
DIECEER I WIPF o ) 37 (13.6)

Chemo
(n=272)

Pembro
(n=270)

Pembro
(n=270)

Liver metastases 91 (33.7) 95 (34.9)
Hemoglobin <10 0 54 (20.0) 45 (16.5)
ghiLd ) 43 (15.9) 44 (16.2) 1 96 (35.6) 97 (35.7)

- - : : 2 66 (24.4) 80 (29.4)
Time since completion of most recent prior therapy | | 374 45 (16.7) 45 (16.5)
O3 montt 167 (61.9) 168 (61.8) |5 S latinum therar
<3 months 103 (38.1) 104 (38.2) Cisplatin 199 (73.7) 214 (78.7)
Setting of most recent prior therapy Carboplatin 70 (25.9) 56 (20.6)

_ Othet 1 (0.4) 2 (0.7)
Neoadjuvant 19 (7.0) 22 (8.1)
: Smokingtatu8

Adjuvant 12 (44) 3ULY) 1 Never 104 (385) 83 (30.5)
First line 184 (68.1) 158 (58.1) Former 136 (50.4) 148 (54.4)
Second line 55 (20.4) 59 (21.7) Current 29 (10.7) 38 (14.0)
Third line 0 2 (0.7) PDL1 CPS O1 07%(27.4) 90 (33.1)

aMissindor 5 patients in pembrolizumab arm and 4 patients in chemotvissydari. patientspembrolizumab arm and 4 patients in chemotherapy arm.
‘Riskfactors includdelimuntsk factors of ECOG performsaties score >0, Hb concentration <10 g/dL, and presence of liver metastaseseamplétim nc

discontinuation of previous therapy <3 months.

Data cubff date: October 26, 2017.

Bellmunt &t alN Engl J Med 2017;376(11):2615




OVERALL SURVIVAL

14.1 months of folloup!

100
Events,n HR (95% CI
80 - 33 gz) 7.0% Pembro 155
i 0.73
" 2 0.0022
2 i i . %48 b Chemo 179 (0.59, 0.91)
@
40 - 27.7 months of folleup
i E Median (35% CI): Events,n HR (95% CI;
20 : 10.3 months (8.0-12.3) m— 195
: ' 7.3 months (6.1-8.1) empro 0.70
: : 0.00017
0 ) L} l‘ L} L} L} L} L} L] ] Chemo 218 (057, 085)
0 4 8 12 16 20 24 28 32 36 40
No. at risk Time, months At 24 months, 60% of chemotherapy arm patients h.
Pembro 270 194 147 116 98 8 67 32 6 0 0 . ) :
Chemo 272 173 109 73 58 41 33 18 4 0 0 received an |0 agent (inclyp@intrat crossover)

Bellmunt &t alN Engl J Med 2017;376(11):2618pdated results presented at ASCO GU 2018. Reproduced with permission from Dr J Bellmunt.

A: Based on Cox regression model with treatment as a covariate stratified by ECOG performance status é¥é \(ge?) veivel)enetabobifx 10 vs >10 gr/dL) and time from completion of chemotherapm
Vs > or = 3months)

B: Onesided P value based on stratifieanbgest



OVERALL SURVIVAL: SUBGROUPS

n
Primary site
i Lower tract 4,657 ——
Upper tract —
Oxerall e . Visceral disease
Prior platinum therapy Lymph node only 65 —
Cisplatin 413 i Visceral disease 476 i
____Carboplatin 126 &1 Risk factors?
[ Liver metastases 0 99 "
Absent 356 —— 2 146 —
: 3/4 20 ——
Hemoglobin
210 g/dL 444 i CPS ™
<10 a/dL 87 —a— 21% 230 ——
e 9 - <1% 298 —a
ime from chemothera >10% 164 —
>3 months PY 335 —— <A10% 362 —n— y
<3 months 207 —— Investigator’s choiceP .
ECOG performance status Paclitaxel 350 ——
0/ 526 i Docetaxel 350 —
2 Z & Vinflunine 353 ——
| |
0 1 3 0 1

Pembro Chemo
Hazard Ratio

ancludeBellmuntsk factors of ECOG performance status >0, haemoglobin level <10 g/dL, and liver metastases (J Cliri &)renodi@2@10¢27 :A860chemotherapy

Pembro Chemo
Hazard Ratio

<3 months (EUrol2013;63:71723)"Nis shown for the chemotherapy arm only. All comparisons were to all patients in the pembrolizumab arm.

Data cubff date: October 26, 2017.

Bellmunt &t alN Engl J Med 2017;376(11):2613pdated results presented at ASCO GU 2018. Reproduced with permission from Dr J Bellmunt.




PROGRESSIGNREE SURVIVAL

Progression-Free Survival: Total

14.1 months of follow-up’

100 Events, n HR (95% ClI) P
Pembro 218 0.98 0.420
80 - . 219 (0.81-1.19)
18, 70 816.8%) 2.5%
b 9.:500 ( .2%) 2..500 27.7 months of follow-up
3 60 - ; Events, n HR (95% Cl) P
I Pembro 232 0.96 031714
Q. 40 4 : ' (0.79-1.16)
' : Chemo 236
20 - = i Median PFS (95% CI):
: ; 1 months (2.0-2.2)
0 ——— 3 (2.4-3.5)
0 4 8 12 16 20 24 28 32 36 40
Time, months
Pembro 270 8 62 46 41 37 24 8 1 0 0
Chemo 272 9% 40 20 13 8 5 2 0 0

Assessed per RECIST v1.1 by blinded, independent central review.
Data cutoff date: October 26, 2017.

Bellmuni, et aIN Engl J Med 2017;376(11):2061B8pdated results presented at ASCO GU 2018. Reproduced with permission from Dr J Bellmunt.




