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O e a S u a B Ota 14.1 months of follow-up?’
Events, n HR (95% CI)2 P
100 Pembro 155 0.73 0.0022
o — 179 (0.59-0.91)
- (1)
80 égé/ﬁ %73% 27.7 months of follow-up
o .
o~ 60 - : 4 o Events, n HR (95% CI)2 PP
n E § Pembro 199 0.70 0.00017
o . i E i s (0.57-0.85)
; : Median (95% Cl):
20 A ; ; 10.3 months (8.0-12.3)
: ! 7.3 months (6.1-8.1)
0 . X 3 p =" . p p 60.6% at 24 months in the chemoth
.07 a months In the chemotherapy arm
0 4 8 12 16 ) 20 24 28 32 36 40 received an immunotherapeutic agent,
No. at risk T|me, months including those who received pembrolizumab
Pembro 270 194 147 116 98 80 67 32 6 0 o  aspartof the cross over.
Chemo 272 173 109 73 58 41 33 18 4 0 0
aBased on Cox regression model with treatment as a covariate stratified by ECOG performance status (0/1 vs 2), liver metastases (yes vs no), hemoglobin (<10vs =210 g/dL), and time
from completion of chemotherapy (<3 vs 23 months). "One-sided P value based on stratified log-rank test.
Data cutoff date: October 26, 2017.
1. Bellmunt J et al. N Engl J Med. 2017;376:1015-1026.

Bellmunt et al. NEJM 2017
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Prior neoadjuvant cisplatin a0. no. of patignts months a0. no. of patignts months
based chemotherapy :O 75.0% NIVO 175/353 | 22.0 (17.7-36.9) :O NIVO 56/140 NR (22.1-NE)
Nodal status g 0 PBO 213/356 | 10.9 (8.3-14.0) g 0 PBO 85/142 8.4 (5.6-20.0)
NIVO IV s 0 HR (95% Cl), 0.70 (0.57-0.85) > 0 HR (95% Cl), 0.53 (0.38-0.75)
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Primary endpoints: Dfsr:n T p(;pulanon .vand DFS in all 0. T ! T Tl T T T e T T—T—T1 a0. —_—
randomized patients with tumor PD-L1 2 1% 0 3 6 912151821242730333639424548515457 0 3 6 9 12151821242730333639424548515457
Secondary endpoints: NUTRFS, DSS, and OS® ) Months . Months
Exploratory endpoints included: DMFS, safety, HRQol ). at risk No. at risk
volumal353296 251226 198 174145124103 83 72 66 54 37 31 16 7 3 1 0 Nivolumal14011399 96 85 75 67 58 50 38 33 30 29 22 19 8 3 1 0 O
Placebo 356248206171146131121108 93 81 67 63 53 37 32 17 9 5 1 0 Placebo 14290 74 62 57 53 49 44 36 29 23 21 18 14 9 5 3 2 1 O

Powles et al. NEJM 2021
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&tudy design
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N =709
Key inclusion criteria

« Patients with ypT2-ypT4a or ypN+ MIUC
who had neoadjuvant cisplatin chemotherapy

 Patients with pT3-pT4a or pN+ MIUC
without prior neoadjuvant cisplatin
chemotherapy and not eligible/refuse
adjuvant cisplatin chemotherapy

 Radical surgery within the past 120 days

 Disease-free status within 4 weeks of dosing

Stratification factors

e Tumor PD-L1 status (< 1% vs > 1%)?2

 Prior neoadjuvant cisplatin-based chemotherapy
« Nodal status

NIVO IV
240 mg Q2W

Primary endpoints: DFS (defined as the time between the date of randomization and the date of first
recurrence [local urothelial tract, local non-urothelial tract, or distant] or death) in the ITT population
and DFS in all randomized patients with tumor PD-L1 > 1%

Secondary endpoints: NUTRFS (defined as the time between the date of randomization and the date
of first local non-urothelial tract or distant recurrence or death), DSS (defined as the time between the
date of randomization and the date of death due to urothelial carcinoma), and OS (defined as the time
between the date of randomization and the date of death due to any cause)P

Exploratory endpoints: include DMFS (defined as the time between the date of randomization and the
date of first distant recurrence [non-local] or date of death) and TTR (defined as the time between the
date of randomization and the date of first recurrence or death due to disease, whichever occurred first)

aDefined by the percent of positive tumor cell membrane staining in a minimum of 100 evaluable tumor cells using the Dako PD-L1 IHC 28-8 pharmDx assay.
bOS data were not mature at the time of this analysis. OS and DSS data are not presented.
DSS, disease-specific survival; IHC, immunohistochemistry; OS, overall survival; R, randomized. 6



Disease-free survival (probability)

Main Objective: Disease-free survival
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Tumor PD-L1 > 1% population

No. of events/ | Median (95% Cl),
no. of patients months
NIVO 56/140 NR (22.1-NE)
67.6% PBO 85/142 8.4 (5.6-20.0)

HR (95% Cl), 0.53 (0.38-0.75)

o_
W —

No. at risk
Nivolumab 140 113

Placebo

142 90

0\_-_—_—_—_—_—_—_ -———

99
74

\o_

96
62

12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Months

8 75 67 58 50 38 33 30 29 22 19 8 3 1 0 0
57 53 49 44 36 29 23 21 18 14 9 5 3 2 1 0

DFS was defined as the time between the date of randomization and the date of first recurrence (local urothelial tract, local non-urothelial tract or distant) or death.
NE, not estimable; NR, not reached.
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DES in select subgroups
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NIVO PBO
Events/patients Events/patients HR (95% CI)
Overall 175/353 213/356 —o— 0.70 (0.57-0.85)
Age, years < 65 75/155 76/136 — 0.73 (0.53-1.01)
> 65 and < 75 67/131 103/164 —o—l 0.68 (0.49-0.93)
>75 33/67 34/56 — e+ 0.66 (0.40-1.10)
Sex Male 130/265 164/275 — | 0.68 (0.54-0.86)
Female 45/88 49/81 —o—‘— 0.77 (0.50-1.17)
Race White 131/264 168/272 —— ' 0.65 (0.52-0.82)
Asian 37/80 38/75 — 0.82 (0.51-1.32)
Region United States 24/49 37/53 — E 0.46 (0.26-0.81)
Europe 91/170 100/171 — 0.86 (0.64-1.14)
Asia 37/80 37/74 —o—.— 0.84 (0.52-1.36)
Rest of world 23/54 39/58 — ! 0.41 (0.23-0.74)
ECOG PS 0 108/224 133/221 — ' 0.68 (0.52-0.88)
1 66/122 73/125 —-—:— 0.79 (0.56-1.12)
Baseline hemoglobin <10 g/dL 9/19 18/27 < E 0.27 (0.08-0.96)
>10 g/dL 166/332 193/321 — ! 0.71 (0.58-0.87)
Baseline creatinine clearance < 60 mL/min 84/151 94/158 —o—i— 0.87 (0.64-1.17)
> 60 mL/min 90/199 116/189 — - 0.60 (0.45-0.79)
Initial tumor origin Urinary bladder 133/279 173/281 — E 0.61 (0.49-0.77)
Renal pelvis 25/44 26/52 —_— 1.25 (0.70-2.25)
Ureter 17/30 14/23 1.54 (0.69-3.44)
Minor histological variants Present 74/145 80/141 —0—5 0.73 (0.53-1.01)
Absent 101/208 133/215 —o— 0.68 (0.52-0.88)
Pathological lymph node status N+ 97/167 121/168 L Fa Jo 0.63 (0.48-0.83)
NO/x with < 10 nodes removed 48/94 53/99 —o—é— 0.85 (0.57-1.27)
NO/x with > 10 nodes removed 30/91 38/88 5 F Wi AN 0.65 (0.40-1.07)
Pathological status pTO-2 37/80 43/86 —_————— 0.85 (0.53-1.36)
pT3 98/206 122/204 — ! 0.62 (0.48-0.82)
pT4a 38/57 44/62 ——— 0.74 (0.46-1.19)
J P No 102/200 111/201 —ot— 0.90 (0.68-1.18)
Time from MIUC surgery to randomization, days > 30-60 43/79 42/70 —.—f 0.64 (0.40-1.03)
> 60-90 81/165 96/178 —o—.— 0.77 (0.56-1.04)
> 90-120 49/103 66/94 — 0.63 (0.42-0.94)
Smoking status Current/former 120/237 147/247 —— E 0.71 (0.56-0.91)
Never smoked 53/111 64/104 —.—1 0.66 (0.45-0.96)
PD-L1 status > 1% 56/139 83/141 —_— : 0.55 (0.39-0.77)
<1% 117/210 125/209 —e—L 0.82 (0.63-1.05)
0.1 1 10
b NIVO better PBO better g

HR is not computed for subgroups (except age, region, and sex) with < 10 patients per treatment group.
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NIVO PBO
Events/patients Events/patients HR (95% CI)

Overall 175/353 213/356 —o— 0.70 (0.57-0.85)

Age, years < 65 75/155 76/136 — 0.73 (0.53-1.01)
> 65 and < 75 67/131 103/164 —o—l 0.68 (0.49-0.93)
>75 33/67 34/56 — e+ 0.66 (0.40-1.10)

Sex Male 130/265 164/275 — | 0.68 (0.54-0.86)
Female 45/88 49/81 ——— 0.77 (0.50-1.17)

Race White 131/264 168/272 —— ' 0.65 (0.52-0.82)
Asian 37/80 38/75 — 0.82 (0.51-1.32)

Region United States 24/49 37/53 — E 0.46 (0.26-0.81)
Europe 91/170 100/171 — 0.86 (0.64-1.14)
Asia 37/80 37/74 —o—.— 0.84 (0.52-1.36)
Rest of world 23/54 39/58 — ! 0.41 (0.23-0.74)

ECOG PS 0 108/224 133/221 — ' 0.68 (0.52-0.88)
1 66/122 73/125 —-—:— 0.79 (0.56-1.12)

Baseline hemoglobin <10 g/dL 9/19 18/27 < E 0.27 (0.08-0.96)
> 10 g/dL 166/332 193/321 — ! 0.71 (0.58-0.87)

Baseline creatinine clearance < 60 mL/min 84/151 94/158 —o—i— 0.87 (0.64-1.17)
> 60 mL/min 90/199 116/189 — - 0.60 (0.45-0.79)

Initial tumor origin Urinary bladder 133/279 173/281 — E 0.61 (0.49-0.77)
Renal pelvis 25/44 26/52 —_— 1.25 (0.70-2.25)
Ureter 17/30 14/23 1.54 (0.69-3.44)

Minor histological variants Present 74/145 80/141 —0—5 0.73 (0.53-1.01)
Absent 101/208 133/215 — | 0.68 (0.52-0.88)

Pathological lymph node status N+ 97/167 121/168 L Fa Jo 0.63 (0.48-0.83)
NO/x with < 10 nodes removed 48/94 53/99 —o—é— 0.85 (0.57-1.27)
NO/x with > 10 nodes removed 30/91 38/88 A2 ¥ N IN 0.65 (0.40-1.07)

Pathological status pTO-2 37/80 43/86 —_————— 0.85 (0.53-1.36)
pT3 98/206 122/204 — - T
pT4a 38/57 44/62 =l ( - )

; ; ; ; Yes 73/153 102/155 L O°52 0°39 0'71

Prior neoadjuvant cisplatin :

Time from MIUC surgery to randomization, days > 30-60 43/79 42/70 —.—f ° (l04-( .03)0 o )
> 60-90 81/165 96/178 —o—.— 0.77 (0.56-1.04)
> 90-120 49/103 66/94 — 0.63 (0.42-0.94)

Smoking status Current/former 120/237 147/247 —— E 0.71 (0.56-0.91)
Never smoked 53/111 64/104 —.—1 0.66 (0.45-0.96)

PD-L1 status > 1% 56/139 83/141 —_— : 0.55 (0.39-0.77)
<1% 117/210 125/209 —e—L 0.82 (0.63-1.05)

0.1 1 10
b NIVO better PBO better g

HR is not computed for subgroups (except age, region, and sex) with < 10 patients per treatment group.
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Distant metastasis-free survival
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ITT population Tumor PD-L1 = 1% population

_‘;‘ 1.09s No. of events/ | Median (95% ClI), '—§ 1.09= No. of events/ | Median (95% ClI),
E 0.9- no. of patients months E 0.9- no. of patients months
3 0.8- NIVO 135/353 41.1 (26.0-NE) 3 0.8- NIVO 48/140 NR (26.0-NE)
g —~ 0.7- PBO 160/356 29.2 (15.2-NE) 8 —~ 0.74 PBO 64/142 20.7 (10.8-NE)
=2 0.6 HR (95% ClI), 0.73 (0.58-0.92) =2 0.6 HR (95% CI), 0.60 (0.41-0.88)
27 0 n= 0.6
878 0.5 =) 238 05
s © 0.4 = s © 0.4
98 (3] 92 3.
g~ O )
= W2y “ = ke
£ 0.1- £ 0.14
a8  0.01 8  0.0-

I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
No. at risk Months No. at risk Months
Nivolumab 3530 302 8759982 32882.058 180 Meli5i S §2.985109  "S7RN/6 8- 691 562 K398 33N 6 S/ 3 1 0 Nivolumab 140 113 101 98 8 78 70 60 52 39 35 31 29 22 19 8 3 1 0 0
Placebo 356 264 215 180 153 137 126 114 99 89 74 70 60 42 36 21 12 6 1 0 Placebo 142 93 76 64 57 54 49 44 36 30 24 22 19 15 10 6 4 2 1 0

DMFS was defined as the time between the date of randomization and the date of first distant recurrence (non-local) or death.

10
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nzando hacia estadios tempranos: ADYUVANCIA

Stratified HR* 0-85 (95% C10-66-1-09)

A B
100 —— Atezolizumab: median disease-free survival 19-4 months (95% C115-9-24-8) 1004
—— Observation: median disease-free survival 16-6 months (95% C111-2-24-8)
Stratified HR* 0-89 (95% (1 0-74-1-08); two-sided log-rank p=0-24
80+ 80+
3 604
5
g =
= g
7
§ 40+ a0
a
204 204
0
0 T T T T T T T T T T T T T T T 1 0
0 3 6 9 12 15 18 2 24 27 30 33 36 39 42 45 48
Number at risk Number at risk
(number censored) (number censored)
Atezolizumab 406 332 281 248 233 201 169 142 15 92 67 52 15 10 3 2 Atezolizumab 406
(0) (19) (19 (6) (31 (36) (52) (68) (88) (106) (128) (142) (179) (184) (191) (192) (0)
Observation 403 305 240 1 188 177 156 131 109 87 67 42 17 12 2 Observation 403
0 (4 (1) (33) (40) (43 (58) (78) (95 (112) (130) (154) (179) (184) (193) (0)

383
(16)
377
(23)

369
(21)
345
(35)

350
(23)
318
(40)

328
(30)
289
(46)

306
(33)
270
(49)

T T T T T

18 21 24 27 30

Time since randomisation (months)

267 229 185 144 100
(59) (85 (119) (156) (195)
235 199 163 134 100
(71) (98) (129) (151) (185)

72 35 2 8 4 2
(217) (253) (266) (280) (284) (286)
65 36 20 6 1

(218) (246) (260) (273) (278)

Bellmunt al. Lancet 2021
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— Atezolizumab: median disease-free survival 19-4 months (95% C115.9-24-8) e Stratified HR* 0-85 (95% C1 0-66-1-09)
—— Observation: median disease-free survival 16-6 months (95% Cl 11.2-24-8)
Stratified HR* 0-89 (95% C1 0-74-1-08); two-sided log-rank p=0-24

ESMO GUIDELINES

These results are promising, especially in the biomarker-positive population. Due to the
inconsistency across trials and uncertainty of the relationship between DFS and OS with
immunotherapy, OS results are awaited before this treatment can be recommended [I, D].

Time since randomisation (months)

Number at risk Number at risk
(number censored) (number censored)
Atezolizumab 406 332 281 248 233 201 169 142 115 92 67 10 3 2 Atezolizumab 406 383 369 350 328 229 185 144 100 72 35 22 8 4 2
(0) (19) (190 (6) (31 (36) (52) (68) (88) (106) (128) (184) (191) (192) (0) (16) (21) (23) (30) (85) (119) (156) (195) (217) (253) (266) (280) (284) (286)
Observation 403 305 240 2m 188 177 156 131 109 87 67 12 2 Observation 403 377 345 318 289 199 163 134 100 65 36 20 6 1
(0) (24) (31) (33) (40) (43) (58) (78) (95) (112) (130) (154) (184) (193) (0) (23) (35) (40) (46) (49) (71) (98) (129) (151) (185) (218) (246) (260) (273) (278)

Bellmunt al. Lancet 2021
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Fases 2: 10 0 IOIO

F LUmnomalions

PD1/PDL1 single agent [

PURE-01 ABACUS NABUCCO DUTRENEO NCT02812420
N= 143 N= 95 N=24 N=23 N=28
Mostly CDDP-eligible CDDP-inelegible/refusal CDDP-inelegible/refusal CDDP-eligible CDDP-ineligible/refusal
*Hot” tumors cohort “High risk” features
Pembro x3 Atezo x2 Ipi-Nivo x3° Durva-Treme x3 Durva-Treme x2

* Ipi 3mg/kg <> Ipi 3mg/kg+Nivo 1mg/kg > Nivo 3mg/Kg

~‘;;_|_,1%l!

mCT2NO = cT3NO =cT4NQO = cT2NO = cT3NO = cT4NO m cT3-T4aNQ = cT1-4N1-3 = cT4bN1 a cT B ' wcT4 CTINO m cT2NO = cT3NO = cT4NO

u NN m Ny =mN1

M. Rey-Cardenas et al.
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Fases 2: Combinaciones 10/ChT

Chemotherapy-10 combinations 10-targeted agents

BLASST-1 SAKK06/17 GU14-188 Cohort 1 GU14-188 Cohort 2 NEODURVARIB
N=41 N=34 N=143 N=37 N=29
CDDP-eligible CDDP-eligible CDDP-eligible CDDP-ineligible

Durvalumab x2 +
Gem-Cis +Nivo x4 Gem-Cis +Durva x4 G-Cis x4 + Pembro x5 Gem x3 + Pembro x5 Olaparib x6w

u cT2NO ®cT3NO = cT4NO m cT2NO = cT3/T4NO mcT2 mcl3 =cT4
= NO =Nl = NO = N1

m cT2NO = cT3NO = cT2-4N1

M. Rey-Cardenas et al.
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Analisis de repuesta en Fases 2. _

- WL =YW IwL

PURE-01 ABACUS NABUCCO DUTRENEO NCT02812420 BLASST-1 SAKK06/17 GU14-188 GU14-188 NEODURVARIB

Cc1 c2
ypTO 38% 31% 46% 35% 37% 34% 33% 44% 45% 50%
(pTO+pTis) (pTO+pTis)

<ypT2NO 56% 39% 58% NR 58% 66% 60% 61% 52% NR
ypT2-4 20% NR NR NR 21% NR NR 39% 48% NR
NO

ypN+ 13% 24% NR NR 21% NR NR 14% 15% NR
RC rate 94% 92% 100% 87% 86% 98% 88% 84% 92% 90%

M. Rey-Cardenas et al.
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Ensayos Clinicos FASES 3 en neoadyuvancia

NCT04209114 KEYNOTE-905 / EV-303

Nivolumab Nivolumab Pembrolizumab Pembrolizumab+EV x6
+ NKTR214 + NKTR214 + Enfortumab-V x3 Cystectomy - Pembro x8
Pembrolizumab x3 Cystectomy Pembrolizumab x14

CISPLATIN INELEGIBLE

M. Rey-Cardenas et al.
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Ensayos Clinicos FASES 3 en neoadyuvancia

NCT04209114 KEYNOTE-905 / EV-303

Nivolumab Nivolumab Pembrolizumab Pembrolizumab+EV x6
+ NKTR214 + NKTR214 + Enfortumab-V x3 Cystectomy - Pembro x8
Pembrolizumab x3 Cystectomy Pembrolizumab x14

CISPLATIN INELEGIBLE

CISPLATIN ELEGIBLE

ENERGIZE NIAGARA
Nivolumab + GemCis Cvstect Nivolumab + Durvalumab + Gem-Cis x4 Cystectomy Durvalumab x8
stectom :
+Linrodostat x4 Y ¥ Linrodostat x9 :
Gem-Cis Cystectomy
Nivolumab + GemCis Nivolumab KEYNOTE-866

Cystectomy

+Pbo x4 +Pbo x4

Pembrolizumab + Gem-Cis x4 Cystectomy Pembrolizumab x14

T

T e I

M. Rey-Cardenas et al.
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Disease-free survival

o ‘Avanzando hacia estadios tempranos: ctDNA
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IMVIGOR 010 CtDNA(+) ~ CtDNA()

— Atezolizumab
E— Observation
1.00+ 1.004
0.75; B 0.75
2
-0
0.50- CtDNA(+): 37% i) 0.50+ - tDNA(+):3Z%
HR, 0.58 (95% Cl: 0.43, 0.79) = HR, 0.59 (95% CI: 0.41, 0.86)
P=0.0005 d it P=0.0059
o
0.25- S 0.251
. = nféés O — n=116
| I n=184 ::224
0.00- n=183 0.00- n=183
0 10 20 30 40 50 0 10 20 30 40 50
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IMVIGOR 011
Screening Surveillance run-in Treatment
Enrollment starts
CtDNA(+) within Atezolizumab
« High-risk MIBC cystectomy
— pT2-T4a or ypN+ and MO at cystectomy P@
for patients with prior NAC -
— pT3-T4a or ypN+ and MO at cystectomy Minimum 6 weeks . . 2L
for patients without prior NAC post-cystectomy Serlal_plas_ma salizelan —
» Patients with no prior NAC, must be and imaging for up to
cisplatin-ineligible or refuse cisplatin-based 21 months
adjuvant chemotherapy RESL cystectomy
* Post radical surgical resection <10 weeks CtDNA(-)
* No evidence of residual disease U .
« Tumour sample available for WES Surveillance as
\_ J ctDNA(-) through per SOC

21 months
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Conclusiones

* La ir|1m|unoterapia continua transformando el manejo del carcinoma
urotelia

* Nivolumab ha sido el primerfarmaco en demostrar impacto en .
supervivencia libre de enfermedad en pacientes con carcinoma urotelial

I. Qljled?jn algunas cuestiones importantes por definir en la enfermedad
ocalizada

 Muchos ensayos clinicos ayudaran a definir el manejo proximamente
* La biopsia liquida puedeser clave
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