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Systemic Therapy for Advanced Urothelial Cancer Prior to Spring 2016

Chemotherapy Ineligible Chemotherapy Eligible

i Cisplatin Ineligible Cisplatin Eligible
Carboplatin and Gemcitabine Cisplatin and Gemcitabine
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"7 Immunotherapy for Urothelial Cancer by Disease State

Agent Neo- Adjuvant 1L Cisplatin 1L
adjuvant MIBC ineligible Maintenance
\Y1]:1e (PD-L1 high- After

Atezo) CR/PR/SD on
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ineligible
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PD-1
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Pembrolizumab in high-risk non-muscle-invasive bladder cancer unresponsive to BCG:
KEYNOTE-057

If no recurrence or

First dl’t progression or ) )
:::ozs'smel:" HR NMIBC at any Continue pembrollbzum ab
weeks Baconddis \  assessment for up to 2 years® and

efficacy assessments

assessment through year 5 or until

Patient Population®

* Cohort A: BCG-unresponsive at 24 weeks recurrent/progressive disease
CIS + papillary disease r ;

* Ineligible for or declined to 28-day : Discontinue
undergo cystectomy screening + IfnoCR treatment,

enter survival
Josiiii . atany assessment

Pembrolizumab

200 mg Q3W
Primary End Point Secondary End Points
+ CR rate * Duration of response
* Progression-free survival
* Overall survival
 Safety

#LearnACI
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Cohort A (n=101)

Age
Median age, years (IQR)
=65 years
Sex
Male
Female
ECOG performance status
0
1
Previous BCG instillations, median (IQR)
Tumour stage
Carcinoma in situ with T1
Carcinoma in situ with high-grade Ta
Carcinoma in situ alone
PD-L1 status®
Combined positive score 210
Combined positive score <10
Not evaluable
Reason for not undergoing cystectomy
Declined
Ineligible
Other
BCG failure category
Persistent diseaset
Recurrent diseaset

Not classified§

#learnACI

73 (63-79)
71(70%)

85 (84%)
16 (16%)

74 (73%)
27 (27%)
120 (9:0-165)

12 (12%)
25 (25%)
64 (63%)

38 (38%)
58 (57%)
5 (5%)

96 (95%)
3(3%)
2 (2%)

26 (26%)
70 (69%)
5 (5%)

© 2021-2022 Society for Immunotherapy of Cancer

Cohort A efficacy
population (n=96)"

Complete response
Non-complete response
Persistent diseaseti
Recurrent disease

Non-muscle-invasive bladder cancer stage
progression$§

Non-bladder malignancyq
Progression to muscle-invasive disease (T2)

Non-evaluable||

39 (41%, 30-7-51-1)
56 (58%, 47-8-68-3)
40 (42%, 31-7-52-2)
6 (6%, 2-3-13-1)
9 (9%, 4-4-17-1)

1 (1%! 00—57}
0 (NA-NA)
1 (1%! 00—57}

Balar A et al Lancet July 2021
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Patients

— Ongoing response

A Complete response
@ Recurrent non-muscle-invasive bladder cancer®

B Deatht

36 39 42

E
T T T T T T T T T
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Time since first dose of pembrolizumab (months)
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Phase I1/1ll Active Chemoradiotherapy CPI Studies in Bladder Cancer

NCT03775265 Radiotherapy +/- Atezolizumab and (Cisplatin / 5FU+MMC / + Gemcitabine) Recruiting
N=475 in MIBC
NCT04241185 Radiotherapy +/- Pembrolizumab and (Cisplatin / 5FU+MMC / + Gemcitabine) Recruiting
N=636 in MIBC
NCT04216290  Durvalumab + Radiotherapy and (Cisplatin / 5FU+MMC / + Gemcitabine) Recruiting
N=114 in LN+ MIBC
NCT04658862 TAR200 + Cetrelimab (anti- PD-1) vs Radiotherapy + (Cisplatin or Gemcitabine) Recruiting
N=550
NCT04186013  Atezolizumab + Radiotherapy in MIBC Recruiting
N=39
NCT04543110 Durvalumab + Radiotherapy as neoadjuvant therapy for MIBC Recruiting
N=25
NCT03993249  Radiotherapy +/- Nivolumab and (Cisplatin / 5FU+MMC / + Gemcitabine) Recruiting
N=78 in MIBC

#learnACI
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Neoadjuvant Immunotherapy

PD1/PDL1 single agent

PURE-01 ABACUS
N= 143 N=95
Mostly CDDP-eligible CDDP-inelegible/refusal
Pembro x3 Atezo x2

CDDP-inelegible/refusal

Ipi-Nivo x3"

® cT2NO = cT3INO

wcTANO = cT2NO = cT3NO = cTANO

® ¢T3-T4aNO = cT1-4N1-3 = cT4bN1

DUTRENEO

N=23

CODP-eligible

"Hot" tumors cohort

Durva-Treme x3

* Ipi 3enghg > 1pi 3@ kgl 1/ > Nivo 3mg/sg

= T2
*»NO = Nx sN]

NCT02812420

N=28
CDDP-ineligible/refusal

“High risk” features

Durva-Treme x2

CTINO = cT2NO = cT3NO » cT4ANO

PURE-01 ABACUS | NABUCCO DUTRENEO NCT02812420 BLASST-1 SAKK06/17 GU14-188 GU14-188 NEODURVARIB
c 2
ypTO 38% 31% 46% 35% 37% 34% 33% 44% I 45% 50%
| (pTO+pTis) _ _ (pTO+pTis) _

<ypT2ZMNO § 56% 39% 58% MNR 58% B6% 60% 61% 52% MR

voT2-4 | 20% NR NR NR 21% NR NR 39% 48% NR

MO

ypi+ 13% 24% MR NR 21% MR MR 14% 15% MR

RC rate 94% 92% 100% B7% B6% 98% 88% B4% | 92% 90%

#LearnACI
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BLASST-1
N=41
CODP-eligible

Gem-Cis +Mivo x4

Gem-Cis +Durva x4

Chemotherapy-10 combinations

SAKKOG/17
M= 34
coDP-eligible

GU14-188 Cohort 1

MN=43
CoDP-eligible

G-Cis x4 + Pembro x5

GU14-188 Cohort 2
M= 37
CDODP-ineligible

Gem x3 + Pembro x5

10-targeted agents

NEODURVARIB

N=29

Durvalumab x2 +
Olaparib xéw

mcT2N0 wcT3ND = cTZ-4M1 mcT2 mcl3 =cT4 B cT2ND = cTIND = cT4NO m cT2ND = cT3/T4ND ucT2 mcl3 mcT4
®ND =ML s 0 =M1
PURE-D1 - ABACUS - NABUCCO - DUTRENEO - NCTO2812420 BLASST-1  SAKK 06/17 GU14-188 : GU14-188 | NEODURVARIB
c1 c2
ypTO 38% 31% 46% 35% 37% 34% 33% A4% 45% 50%
_ (pTO+pTis) | _ (pTO+pTis) _

<ypT2NO 56% 39% S58% NR 58% b6 60% 61% 52% MR
ypT2-4 20% NR NR NR 21% MR MR 39% A8% MR

i [1]

yphN+ 13% 24% MR NR 21% MR MR 14% 15% MNR
RC rate | 94% _ 92% 100% | 87% | 86% 98% _ 88% 7 84% 92% 90%

#LearnACI
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Phase Ill Neodjuvant CPI Studies in Bladder Cancer

NCT03732677 Gemcitabine/Cisplatin +/- Durvalumab Maturing
N=988 NIAGARA
NCT04700124  Perioperative Enfortumab Vedotin +Pembrolizumab Vs Chemotherapy for Cisplatin- Recruiting
N=784 eligible MIBC

KEYNOTE-B15
NCT03924895 Perioperative Pembrolizumab +/- Enfortumab + Surgery Vs Surgery for Cisplatin- Recruiting
N=836 Ineligible MIBC

KEYNOTE-905
NCT03924856  Perioperative Pembrolizumab + NAC Vs NAC for Cisplatin-eligible MIBC Recruiting
N=870 KEYNOTE-866

NCT04209114  Nivolumab Plus Bempegaldesleukin (Bempeg/NKTR-214) vs Nivolumab + Surgery in Recruiting
N=540 Cisplatin Ineligible pts

NCT03661320 Gemcitabine/Cisplatin Vs Gemcitabine/Cisplatin + Nivo + / - BMS-986205 Recruiting
N=1200

#LearnACI
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Adjuvant Nivolumab versus Placebo in Muscle-Invasive Urothelial Carcinoma

Eligible patients must:
* have had radical RO surgery within
120 days before randomization

e with or without neoadjuvant
cisplatin-based chemotherapy

e pT3, pT4a, or pN+ and patient not
eligible for or declined adjuvant
cisplatin-based combination
chemotherapy

 ypT2to ypT4a or ypN+ for patients
who received neoadjuvant cisplatin

1075 patients enrolled

h 4

709 patients randomized

.

|

353 allocated to receive nivolumab
(intention-to-treat population)

351 received nivolumab
(as-treated population)

21 remained on treatment

h 4

I

356 allocated to receive placebo
(intention-to-treat population )

348 received placebo
(as-treated population)

20 remained on treatment

A 4

#LearnACI

© 2021-2022 Society for Immunotherapy of Cancer

187 discontinued nivolumab
90 disease recurrence
49 study drug toxicity
16 adverse events unrelated to study drug
5 withdrew consent
19 requested to discontinue study treatment
1 lost to follow-up
1 administrative reason by sponsor
6 other

196 discontinued placebo
147 disease recurrence
8 study drug toxicity
15 adverse events unrelated to study drug
1 death
7 withdrew consent
1 maximum clinical benefit
4 requested to discontinue study treatment
3 no longer met study criteria
10 other

Barjorin D et al NEJM June 2021
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Table 1. Demographic and Clinical Characteristics of the Patients at Baseline.*

Characteristic
Age
Mean (range) —yr
<65 yr— no. (%)
=65 yr— no. (%)
Sex— no. (%)
Male
Female
Race or ethnic group — no. (%) 1
White
Asian
Black
American Indian or Alaska Native
Other
Not reported
ECOG performance-status score — no. (%)
0
1
2
Not reported
Tumor origin at initial diagnosis — no. (%)
Urinary bladder
Renal pelvis

Ureter

Nivolumab
(N=353)

65.3 (30-92)
155 (43.9)
198 (56.1)

265 (75.1)
88 (24.9)

264 (74.8)
80 (22.7)
2 (0.6)
1(0.3)

6 (1.7)

0

224 (63.5)
122 (34.6)
7 (2.0)

0

279 (79.0)
44 (12.5)
30 (8.5)

Placebo
(N=356)

65.9 (42-88)
136 (38.2)
220 (61.8)

275 (77.2)
81 (22.8)

272 (76.4)
75 (21.1)
3 (0.8)
0
5 (1.4)
1(0.3)

221 (62.1)
125 (35.1)
9 (2.5)
1(0.3)

281 (78.9)
52 (14.6)
23 (6.5)
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A Intention-to-Treat Population

Disease-free Disease-free
No. of Events/ Survival Survival
100- ‘L\"'s No. of Patients at 6 Mo (95% Cl) at 12 Mo (95% Cl)
90+ . %
80+
70 Nivolumab 170/353 74.9 (69.9-79.2) 62.8 (57.3-67.8)
60- Placebo 204/356 60.3 (54.9-65.3) 46.6 (41.1-51.9)

Nivolumab . .
Hazard ratio for disease recurrence or death,

0.70 (98.22% Cl, 0.55-0.90)
P<0.001

Placebo

Patients Alive and Disease-free
(%)
S
|

U [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Months
MNo. at Risk
Mivolumab 353 296 244 212 178 154 126 106 &5 68 57 51 36 23 20 3 1 0
Placebo 356 248 198 157 134 121 105 94 80 &5 54 50 37 22 19 10 2 0

#learnACI
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A Intention-to-Treat Population

Disease-free Disease-free
No. of Events| Survival Survival
100- ‘-\’s No. of Patients at 6 Mo (95% Cl) at 12 Mo (95% Cl)
90+ . %
80
70- Nivolumab 170353 74.9 (69.9-79.2)  62.8 (57.3-67.8)
Placebo  204/356 60.3 (54.9-65.3)  46.6 (41.1-51.9)

Nivolumab

0.70 (98.22% Cl, 0.55-0.90)
-~ P<0.001

g

Placebo

Patients Alive and Disease-free
(%)
a
1

0 T T T | T T | | T T T T | T | T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Hazard ratio for disease recurrence or death,

Months
No. at Risk B Patients with a PD-L1 Expression Level of 1%
Nivolumab 353 296 244 212 178 154 126 106 85 68 57 51 36 23
Placebo 356 248 198 157 134 121 105 94 80 65 54 50 37 22

g

Patients Alive and Disease-free
(%)
S

Nivolumab

Nivolumab

Placebo

No. of Events/
No. of Patients

Placebo

55/140
81/142

Disease-free Disease-free
Survival Survival
at 6 Mo (95% CI) at 12 Mo (95% CI)
%

745 (66.2-81.1)  67.2 (58.4-74.5)
55.7 (46.8-63.6)  45.9 (37.1-54.2)

Hazard ratio for disease recurrence or death,
0.55 (98.72% Cl, 0.35-0.85)

P<0.001

0 3 6 9 12 15 18 121

No. at Risk
#LearnACI 140 113 98 91 76 68 58 50

Nivolumab
© 2021-2022 Society for Immunotherapy of Cancer Placebo 142 90 73 59 53 49 42 37

| T
24 27
Months

38 31
28 22

T T T T T T T 1
30 33 36 39 42 45 48 51

27
17

24 21

16

12

12
7

10
5

1
3

0
1

0
0




070 (0.57-0.56)

077 (0.55-1.07)
0.68 (0.43-0.94)
0.63 (038-1.06)

068 (D.54-0.87)
076 (050-1.16]

0.65 (0.52-0.83)
o

0.83 (0.51-1.35)
M

M
M
MA

0.45 (0.26-0.50)
0.84 [0.63-1.13]
0.85 [0.52-1.39]
0.39 (0.21-0.72)

0.69 (0.53-0.90)
077 (0.54-1.09)
M
oy

030 (0uDB—1.06)
072 (058088}
MA

0.E7 [Du64—1.18]
058 (0.44-0.78)
A

0.62 (0.49-0.78)
173 (0.67-2.23]
156 (0.70-3 48]

073 (053-1.02
069 (053—0.90)

0.64 [0.48-0.85)

0.85 [0.57-1.28]

0.67 [0.41-1.10)
MA

0.58 [0.54-1.43)
053 (D.48-0.82)
0.77 (0.47-1.35)
A
MA

0.54 (01618
075 (0.54-1.05
074 (0.47-1.15]
057 (0.80-0.83)
A
A

0.52 (038-0.71)
0.92 (0.69-121]

0.53 (033-0.77)
0.91 [0.63-121)

A
066 (0801 .06
076 (055-1.03
067 (D.44—1.00]
A

070 [055—-090)
067 (D.45-0.98]
HA

0.56 (0.40-0.50)
057 [0.63-1.06)
WA

MA

Subgroup Mo. of Patients NimLuFmah qFl:lmeb':- Hazard Ratio for Disease Recurrence or Death [95% CI)
no. of eventsino. of patisnts
L] . all patients 709 170353 204356 —— i
Gp Advances in Cancer Immunotherapy™ en m o o
=3y | T —_—
Society for Immunotherapy of Cancer Sﬂh::le :ji 1;?;; ]:::;:‘ ;
Fernale 169 45/B8 I e
Race or =thnic group 0
White 5316 126264 162372 —a— |
Bl_tcl 5 1y if3 . i
Geographic region l :
United States 102 24/49 36/53 = ! 0.45 (0.26-0.80)
Europe 341 87/170 96/171 — 0.84 (0.63-1.13) |
Asia 154 37/80 3474 _ 0.85 (0.52-1.39) —er
Rest of the world 112 22/54 38/58 —_— 0.39 (0.21-0.72) T
: R ———
Initial tumor origin ' ' : !
Urinary bladder 560 129/279 166/281 —— 0.62 (0.49-0.78) ||
Renal pelvis a6 2444 25/52 — 1.23 (0.67-2.23) —
Ureter 53 17/30 13/23 L - 1.56 (0.70-3.48) [ :
Ini&i:!;:qrnalrimgjrn 5&0 129279 166/ZB1 - i
il kit 3 Fae e T
MNodal status ! -
N+ 335 95/167 116/168 —e— 0.64 (0.43-0.85) -
MNO or NX with <10 nodes removed 193 46/94 50/99 _— 0.85 (0.57-1.28) =
MNO with =10 nodes removed 179 29/91 37/88 —— 0.67 (0.41-1.10) =
Not reported 2 0/1 1/1 ! NA .
R s A
Other 12 19 3
Mot renorﬁﬂ Fi 1/]1 171
Previous neoadjuvant cisplatin therapy |
Yes 308 70/153 100/155 —_—a— | 0.52 (0.38-0.71) .
MNo 401 100/200 104/201 —— 0.92 (0.69-1.21) |
| T reported £ T ™ !
| | | | S i
0.25 0.50 1.00 2.00 4.00 rse sinso e
= = / / .
Nivolumab Better Placebo Better .s;:?sn 4t P
7E/165 97T —a—}
— ” G o *
sml:cukrirziﬂ::llg:rmer smoksr 454 116/237 1417247 -
Mever smok 215 53/111 61,104 ]
Unknown ) 10 s s
F[;;%ﬂ pression level at baseline ﬁg ];3,:53 ]gggg .
Indeterminate or not able to be svaluated B 13 -l.:'i
#learnACI s A .
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Adjuvant Atezolizumab versus observation in muscle-invasive urothelial carcinoma
(IMvigor010)

Atezolizumab group (n=406) Observation group (n=403)
A Age, years 67 (60-72) 66 (60-73)
100l — Atezolzumab: median disease-free survival 19-4 months (95% C 15-9-24-8) Rare
1 — Ohbservation: median disease-free survival 16-6 months (95% C111.2-24.8) White 320 (79%) 307 (76%)
Stratified HR* 0-80 (95% C1 0-74-1.08); two-sided log-rank p=0-24 Asian 64 (16%) 68 (17%)
20 Black or African American 3(1%) 3(1%)
American Indian or Alaska Native 1(=1%) 0
Other or unknown 18 (4%) 25 (6%)
50 S
Male 322 (79%) 316 (78%)
Female 84 (21%) 87 (22%)
40 —HA— ":[. B Region
Morth America 115 (28%) 126 (31%)
Europe 277 (56%) 210 (52%)
204 Asia 61 (15%) B4 (16%)
Australia 3(1%) 3(1%)
Primary tumour site
o T | T T | T | | | T | | T | | T Bladder 377 (93%) 378 (94%)
0 3 & g 12 15 18 71 24 7 30 EE] 36 39 42 45 48 Upper tract (ureter, renal pelvis) 20 (7%) 25 (6%)
Pathological tumour stage™
=pT2 104 (26%) 101 (25%)
pT3orpT4 302 (74%) 302 (75%)

#LearnACI
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ctDNA Guiding Adjuvant Immunotherapy in Urothelial Cancer

CDMA™:
HR < 1.14
(85% Cl: 0.81-1.62)

CtDMA:
HRA = 0.58
(85% CI: 0.43-0.79)

1.00 -
ctDNA- patients %
medians not reached @ 0.75-
ctDNA+ patients treated ﬁ .50 -
with atezo (navy) T
observation (red) :S;
Median DFS 5.9 vs 4.4 mos = 0.254
4
=
o
.|:| -
0
Mo. at risk
Atezolizumab } ciDha- o4
Cbservation 183
= Atezolizumab . 116
— Observation } CIDNA ag

#LearnACI
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10 20 30 40 50
Time imonths)

144 85 44
140 20 46

48 26 13
17 10 5

=t P2 @ LN
[ I e R e Y

ctDNA- patients
medians not reached

ctDNA+ patients treated
with atezo (navy)
observation (red)
Median OS 25.8 vs 15.8
mos

FPmobability of overall survival

1.00 1

0.75 1

0.50 -

0.25 1

CDNA™
HR = 1.31
(95% CI: 0.77-2.23)

ctDMNA*:
HR = 0.59
(5% CI: 0.41-0.86)

184
183
116

98

174
170
g8
54

20

30 40 50

Time (months)

120
130
65
24

&7 10 0
65 [ 0
25 0
11 1 0

Powles T et al Nature 2021
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Phase lll Adjuvant CPI Studies in UC

NCT03244384 Pembrolizumab Versus Observation >ypT2 and/or N+ >pT3 or pN+ Maturing
N=739 AMBASSADOR
NCT02450331 Atezolizumab Versus Observation >ypT2-4 or ypN+ >pT3-4 or pN+ Negative
N=809 IMvigor010
NCT02632409 Nivolumab Versus Placebo Positive
N=700 CheckMate 274

#learnACI
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Phase Ill Adjuvant Studies in UC

NCT03244384 Pembrolizumab Versus Observation >ypT2-4 and/or N+ >pT3 or pN+ Maturing
N=739 AMBASSADOR

NCT02450331 Atezolizumab Versus Observation >ypT2-4 or ypN+ >pT3-4 or pN+ Negative
N=809 IMvigor010

NCT02632409 Nivolumab Versus Placebo Positive
N=700 CheckMate 274

#LearnACI
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1L Treatment of Chemotherapy Ineligible Pts

GroupA (n=451) GroupB(n=362) GroupC(n=400)

IMvigor130 study design (Continued from previous page)

Cisplatin ineligibility per Galsky criteriafl 263 (58%) 192 (53%) 222 (56%)

(

( ~\ Arm A Renal impairment]| 222(49%) 172 (48%) 202 (51%)
: h"ca'!y ad"atnce_‘“' ‘;’: muc the metastati d  Atezo + pltigem Hearing loss of 225 dB 16 (4%) 11(3%) 8 (2%)
* No prior systemic therapy in the metastatic .

setting Arm B Peripheral neuropathy grade =2 6 (1%) 2(1%) 3(1%)
+ECOGPS =2 ECOG performance status 2 60 (13%) 31

+ 1L platinum-eligible Investigator choice of chemotherapy**

«N=1200
\_- Randomised 1:1:1 ) Carboplatin 314 (70%) 227 (63%) 264 (66%)
Placebo + plt/gem Cisplatin 137 (30%) 135 (37%) 136 (34%)

Data are median (IQR) or n (%). ECOG=Eastern Cooperative Oncology Group. *One patient in group A reported both

Atezo monotherapy 9%) 40 (10%)

Stratification factors: o PP
* PD-L1 IC status (ICO vs IC1 vs IC2/3) ?TNF\)/t;n;:gSZrzjdg:é:t:nd 0S (Arm A vs C) locally advanced and metastatic d|sease tDefined as lung, liver, anf:l bone metastases. $n=444 for group A; n=359 for
« Bajorin risk factor score including KPS < 80% vs . OS (Arm B vs C, hierarchical approach) group B; n=3*_§4 for group C. §Bajorin risk factor O=5_core 0and no liver metas_tas_es, 1=9colre 1and ncj‘r Iwe_r metastases,
> 80% and presence of visceral metastases 2=score 2 or liver metastases. f[Per protocol, excluding New York Heart Association functional classification.
(0 vs 1 vs 2 and/or patients with liver metastases) : ||Creatinine clearance could not be evaluated for one patient without a bodyweight measurement in group B.
- Investigator choice of plt/gem Key secondary endpoints: **Investigator's choice of platinum therapy refers to the choice before randomisation; patients randomly assigned to
(cisplatin + gem or carboplatin + gem) + INV-ORR® and DOR group B did not receive platinum as part of the initial study design.
*+ PFS2and OS (Arm B vs C; PD-L1 1C2/3
subgroup) Table 1: Baseline characteristics
+ Safety

#learnAC]
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Number of events/ Median overall survival
numberof patients  (95% Cl), months

— Ateolizumab monotherapy  33/88 ME (17-7-NE)
(group B)
—  Placebo + platinum-based  42/85 17-8 (10-0-ME)
chemotherapy (growp C)
100

90 -
80~
70~
60~
50 —f--=-mm-mmmmmmmm oo
40-
30~

20 siratified HR for death,
101 0.68 (95% C10-43-1.08)

Chverall sureivl (%)

0 T T T T T
o 3 & 9 12 15

Mumber at risk

(number censored)
Atezolzumab monotherapy gs 75 70 64 48 35
(groupB} (o) (3 @ (@ (14 (26)
Macebo + platinom-based 8; 76 62 51 42 30

chemotherapy (groupC) (o) (3) (3) (4 (B) (17)

T T T T T 1
18 21 4 I 30 3

Time (months)

4 14 5 ME MNE NE
(33} (41) (50)

1 14 5 1 MNE NE
(24) (30) (38) (42)

PD-L11C2/3 tumors

#learnACI
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— Atezolzumab monotherapy
(group B}

——  Placebo + platinum- based
chemotherapy (group C)

Overall survival (%)

Number of events/ Median overall survival
number of patients ~ (95% (1), months

158/372 13:5 (11-1-16-4)

156/274 12.9(11.3-15.0)

Unstratified HR for death,
1.07 (95% C1 0-86-1.33)

Mumber at risk

(number censored)
Arzolizumab monotherapy 72
(group B} (o)
Placebo + platinum-based 774
chemotherapy (groupCh (o)

T T T T T | T T | T 1
3 i g 12 15 18 1 24 F I0 I3

Time (months)

210 w5 152 124 B85 48 2B 11 NE NE NE
(7) (w0) (12) (27) (49) (74) (&7) (103)

246 212 173 116 73 41 21 10 2 NE NE
(10) (16) (20) (40) (62) (83) (58) (109) (116)

PD-L1 IC 0/1 tumors
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August 31, 2021 - PD-L1 No Longer SOC
Biomarker for Pembrolizumab in 1L mUC

1L mUC label for Pembrolizumab changed from accelerated to full FDA approval

* Now requires:
* Ineligible for any platinum regardless of PD-L1 status

* No changes YET to Atezolizumab 1L mUC label:

* Are not eligible for cisplatin-containing therapy, and whose tumors express PD-L1 (PD-L1 stained tumor-

infiltrating immune cells [IC] covering 25% of t¥|'e tumor area), as determined by an FDA-approved test, or

* Are not eligible for any platinum-containing therapy regardless of PD-L1 status.

#learnAC]
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Atezolizumab and Pembrolizumab Remain Options for Select pts in 1L Setting

Platinum Ineligible Consensus
>1 of the following?:

* ECOG PS >3

Cr Cl <30 ml/min

Peripheral neuropathy > G3
NYHA HF class >3

ECOG PS 2 + Cr Cl <30 ml/min

#learnAC]
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Atezolizumab Phase |12
* ORR 23%, CR 9%

* Median OS 15.9 mos

5 year FU*

* ORR 24%, CR 10%

* Median OS 16.3 mos

Pembrolizumab Phase II3

* ORR 24%, CR 5%

* 6 month OS 67%mos

2 year FU?

ORR 29%, CR 9%

Med DOR 30.1 mos

Med OS 11.3 mos, CPS>10 18.5 mos
LN OS 27 mos

nhwNR

Gupta S et al GU ASCO 2019
Balar A et al Lancet 2017
Balar A et al Lancet Onc 2017
Rosenberg et al ESMO 2021
Vuky J et al JCO 2020
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Avelumab Maintenance Following Clinical Benefit of 1L Platinum Chemotherapy

JAVELIN Bladder 100 study design (NCT02603432)

All endpoints measured post randomization (after chemotherapy)

Primary endpoint
. Avelumab
* CR, PR, or SD with standard 10 mg/kg IV Q2W * 0S
1st-line chemotherapy + BSC* Primary analysis populations

(4-6 cycles)

* All randomized patients

Treatment-free interval n=350
— Cisplatin + gemcitabine or 4-10 weeks R \  Until PD, unacceptable * PD-L1+ population

1:1 toxicity, or withdrawal

— Carboplatin + gemcitabine N=700 Secondary endpoints

s * PFS and objective response
BSC alone per RECIST 1.1

n=350 + Safety and tolerability
* PROs

Unresectable locally
advanced or metastatic UC

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

PD-L1+ status was defined as PD-L1 expression in 225% of tumor cells or in 225% or 100% of tumor-associated immune cells if the percentage of immune
cells was >1% or 1%, respectively, using the Ventana SP263 assay; 358 patients {(51%) had a PD-L1-positive tumor

BSC, best supportive care sonse; IV, intravenous; PR, partial tesponse; PRO, patient reported outcome; Q2W, every 2 weeks; R, randomization; RECIST 1.1, Response Evaluntion Criteria in
Tumaors

vdration, o management) was administered per local practice based patient needs and clinical jJudgment; other systemic antitumor therapy was not permitted

#LearnACI
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Table 1. Characteristics of the Patients at Baseline.*

Characteristic

Age—yr

Median
Range

Site of primary tumor — no. (%)1

Upper tract

Lower tract

Site of baseline metastasis before chemotherapy

— no. (%)
Visceral site

Nonvisceral site}

PD-L1 status — no. (%)

Positive
MNegative

Unknown

First-line chemotherapy regimen — no. (34)

Gemcitabine plus cisplatin
Gemcitabine plus carboplatin
Gemcitabine plus cisplatin or carboplatin{

Not reported

Best response to first-line chemotherapy — no. (%)

Complete response or partial response

Stable disease

Overall Population

Avelumab Group
(N=350)

68
37-50

106 (30.3)
244 (69.7)

191 (54.6)
159 (45.4)

189 (54.0)
139 (39.7)
22 (6.3)

183 (52.3)
147 (42.0)
20 (5.7)
0

253 (72.3)
97 (27.7)

Control Group
(N=350)

69
32-89

81 (23.1)
269 (76.9)

191 (54.6)
159 (45.4)

169 (48.3)
131 (37.4)
50 (14.3)

206 (58.9)
122 (34.9)
20 (5.7)
2 (0.6)

252 (72.0)
98 (28.0)

PD-L1-Positive Population

Avelumab Group

(N-189)

70
37-90

44 (23.3)
145 (76.7)

88 (46.6)
101 (53.4)

189 (100}
0
0

101 (53.4)
74 (39.2)
14 (7.4)

0

139 (73.5)
50 (26.5)

Control Group

(N=169)

70
32-84

35 (20.7)
134 (79.3)

79 (46.7)
90 (53.3)

169 (100)
0
0

98 (58.0)

54 (32.0)

15 (8.9)
2(12)

128 (75.7)
41 (24.3)

#LearnACI
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OS was Improved by Maintenance Avelumab in IIT and More Pronounced in PD-L1+ CA

A Overall Population

50+

404

Percent of Patients

30+

Median Overall Survival (95% CI)
mo

Avelumab 21.4 (18.9-26.1)
Control 14.3 (12.9-17.9)

Stratified hazard ratio for death,
0.69 {95% Cl, 0.56-0.86)
P=0.001

0 T T T T T
1] 2 4 [ g 10

No. at Risk
Avelumab 350 342 318 294 259 226
Contreol 350 335 304 270 22% 186

#LearnACI
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T T
18 20

Months

167 145 122 &

83 63

28 30 32 34 36 38

26 15 11 5 3 0
158 12 9 2 1 0

B PD.L1-Positive Population

Percent of Patients

No. at Risk
Avelumab
Control

Median Overall Survival (95% CI)

mo
Avelumab NE (20.3-NE)
Control 17.1 (135-23.7)

Stratified hazard ratio for death,
0.56 (95% CI, 0.40-0.79)
P=0.001

Avelumab

Control

177 165 146 129

T T
12 20

Months

70 49
45 37

26 28 30 32 34 36 38

26 18 9 8 4 2 0
21 12 8 6 2 1 0
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Phase lll Frontline CPI Studies in Bladder Cancer

NCT03732677 Gemcitabine/Cis(carbo)platin +/- Durvalumab +/- Tremelimumab
N=1292 NILE

NCT04223856 Enfortumab Vedotin + Pembrolizumab vs Gemcitabine/Cis(carbo)platin
N=760 EV 302

NCT03036098 Gemcitabine/Cis(carbo)platin +/- Nivolumab vs Ipilimumab+ Nivolumab
N=897 Checkmate 901

NCT03967977  Gemcitabine/Cis(carbo)platin +/- Tislelizumab (anti PD-1)
N=420

NCT04568304 Gemcitabine/Cis(carbo)platin +/- Toripalimab (anti PD-1)
N=364

#learnACI

© 2021-2022 Society for Inmunotherapy of Cancer

Recruiting

Recruiting

Recruiting

Recruiting

Pending



Metastatic
Therapy Spring
2021

Chemotherapy Ineligible Chemotherapy Eligible

| / N\

Cisplatin Ineligible Cisplatin Eligible

Clapletin ar Gemnchabine CR/PR/SD on
I | 1L Platinum

PD on *

1L Platinum
FGFR2 mut/fusion + FGFR3 mut/fusion -
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Summary Checkpoint Immunotherapy in Urothelial Cancer

* CPl therapy alone is approved in several UC disease states, with more pending
e Toxicity is consistent across disease states
e Sequencing after, rather than combining with 1L platinum, is proven SOC

* Optimal sequence of CPI given all approved agents, yet to be determined

Future combination strategies may prove more successful than chemo/CPI combinations

Improvement in biomarkers may help with optimization

Approval in dMMR / MSI-H may have implications for pts with Lynch associated UC

#lea rnACI
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Thank youl!
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