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Neoadjuvant

Cis-elligible -
,,,,,,,,,,,,,,,,, Chemotherapy (NAC) vaolumab’?
Gemcitabine + Cisplatin G 2pT3/N+; post NAC 2ypT2
Muscle-Invasive ddMVAC
Bladder Cancer =
(MIBC) , Cystectomy . Nivolumab (=pT3/N+)?
Cis-inelligible Chemotherapy if eligible?

Ineligible for
cystectomy

-+ Chemo/XRT
Or?...Preference
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Neoadjuvant Platinum Chemotherapy

— MVAC and cystectomy (90 deaths; median survival, 77 mao)
Cystectorny alane (100 deaths; median survival, 46 me)

Survival (36)

ﬂ T T T T T T T T T T T ! ]
0 4 43 72 96 120 144 1638
Months after Randomization
Mo. at Risk
W-YAC and cystectormny L53 11z o2 i3 46 13 6
Cystectemy alone 154 B2 67 50 i7 18 7

Risk of death reduced by 33% with addition of MVAC to cystectomy
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NIAGRA: Gem/Cis/Durvalumab vs Gem/Cis

Perioperative
lllllllllllllllllllllllllllllllllllll ;F"'"”'F'”"”'F””””F”””"ll_
Neoadjuvant Adjuvant _ .
Study population Durvalumab 4 cycles 8 cycles Dual primary endpoints
« Adults « EFS* —
+ Cisplatin-eligible MIBC arm Durvalumab ts0omgivasw > 'Y Durvalumab * pCR"
(cT2-T4aN0/1M0) N=533 Gemcitabine + cisplatin £ 4l 1500mg IV Q4w
» UC or UC with 2 Key secondary endpoint
divergent differentiation oy . 0S
or histologic subtypes b
- Evaluated and confirmed N=530 o o : . b=
for RC g Gemcitabine + cisplatin A No treatment Safety
[~cicior=40 mimn___|] Comparator
arm
EFS was defined as:
Stratification factors Gemcitabine/cisplatin dosing > Progressive disease that precluded RC
Clinical tumour stage (T2N0 vs >T2N0) CrCl 260 mL/min: Cisplatin 70 mg/m2 + gemcitabine 1000 mg/m?2 Day 1, % Recurrence after RC |
Renal function (CrCl 260 mL/min vs 240-<60 mLimin) then gemeitabine m[‘m mg{mz Day E- m,w for4 cyclos . > Date of expected surgery in patients who did not undergo RC
PD-L1 status (high vs lowlnegative expression) CrCl 24[}-26[: mL/min: Split-dose cisplatin 35 mg/mZ+ gemcitabine > Death from anv cause
1000 mg/m# Days 1 and 8, Q3W for 4 cycles » y
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NIAGRA: Gem/Cis/Durvalumab vs Gem/Cis

Re-analysis (Apr 2024)

Odds ratio 1.60 (95% CI, 1.23-2.08)
| nominal P=0.0005

40 ~

g 37.3%

2 199/533 0

o 95% CI, 33.2-41.6 e,

(n 4 146/530

< 95% Cl, 23.8-31.6

Durvalumab arm Comparator arm

N=533 N=530
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NIAGRA: Gem/Cis/Durvalumab vs Gem/Cis

Durvalumab arm Comparator arm

N=533 N=530
No. of events, n (% 152 (28.5) 201 (37.9)
1.0 — Median MFS NR NR
= (85%Cl), months (NR-NR) (48.0-NR)
75.1% HR 0.67
0.8 — (95% CI) (0.54-0.83); nominal P<0.001

0.6 —

0.4 — :
0.2 — :
i

Durvalumab arm

Comparator arm
OT—7TT7T7T7T T T T 7 T T T T T +t— T T T T T T T T T T T T T T T T T T T

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 S50 52 54 56 958 60 62 64

No. ol palioiils afriek Time from randomization (months)

Durvalumab arm 633 522 492 470 442 422 397 382 372 365 355 349 340 331 327 322 291 278 265 225 M2 189 147 146 11 90 8 3\ 12 2 3 1 0
Comparatorarm 530 498 473 443 409 384 3656 350 332 35 309 293 286 279 274 271 240 231 224 184 178 163 136 134 99 72 B4 27 2 19 3 0 0

Data cutoff Apr 28, 2024 . Metastasis-free survival is defined as the time from date of randomization until the first recognition of distant metastases or death, whichever occurs fiest. Tick marks indicate patients with censored data. Cl, confidence interval; D, durvalumab; HR, hazard ratiof ITT, intent-to-treat population;
MF3, metastasis-free sunival; NAC, necadjuvant chematherapy, NR, nof reached,

Probability of metastasis-free survival
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NIAGRA: Gem/Cis/Durvalumab vs Gem/Cis

PCR
Durvalumab = Comparator
1.0 — pCR i 92.1% N=189 N=146
_ - No.ewents,n(%)  23(12) 29 (20)
= - * s Median EFS NR NR
2 0.8— - (95% Cl), months  (NR-NR) (NR-NR)
= o 0
3 o non-pCR 85.8% EFS HR 0.58
@ Sy T (95% Cl) (0.332-0.999)
= 0.6 Moy -
[ = -'H~-+__'_.‘—-_"‘-'--fH______ .
s """""!"4-4||~'+._l.~‘|;m HER A - § e - - - - 4 - - - - - A NORHCR
— P =4 il . Durvalumab = Comparator
S 0.4— \ W - 1 - - - _ ) : .
> N - N=334 N=384
= No.events,n(%) 164 (49) 217 (57)
£
S 024 49.5% Median EFS 347 228
3 Durvalumab arm . (95% Cl), months ~ (205-NR)  (155-30.6)
I
Comparator arm ! EFS HR 0.77
0 ; (95% Cl) (0.631-0.948)
T L L L L O L A T L O I O O L O I R O
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62
i : Time from randomization (months) ITT
0. of patients at risk
pCR Darm 199 199 195 188 185 180 176 174 173 172 171 170 170 166 164 162 145 142 134 111 103 90 70 69 57 40 39 14 9 9 EFS HR 0.68

(95%Cl)  (0.56-0.82)

oo o

0
pCR. Carm 146 146 144 140 139 136 134 131 128 126 124 121 119 118 116 115 105 101 100 79 79 73 58 &5 38 30 27 9 6 6 0
nonpCR Darm 334 320 280 266 239 221 210 196 183 176 173 165 160 155 151 150 137 127 121 103 99 89 71 71 58 46 42 18 11 11 1
nonpCR: Carm 384 352 293 275 242 222 209 197 185 174 172 167 162 155 148 144 123 118 114 98 93 8 74 72 5 39 3 15 12 10 2 0

Data cutoff Apr 29, 2024 . Exploratory post-hoc analysis. Event-free survival by blinded independent central review or by central pathology review. Tick marks indicate patients with censored data. C, comparator; D, durvalumab; EFS, event-free survival, HR, hazard ratio; ITT, intent-to treat population; NAC,
necaduvant chemotherapy; pCR, pathological complete response
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NIAGRA: Gem/Cis/Durvalumab vs Gem/Cis

1.0 —'ﬁmﬂ;—ﬁﬁr—
‘TP‘Fqu:

0.8 —

0.6

Probability of survival

Durvalumab arm

Comparator arm

0

No.

of patients at risk

pPCR
Durvalumab @ Comparator
pCR 95.5% N=199 N=146
- B e e e L N M
L ST I Median OS NR NR
“Eas Fosga (95% Cl), months  (NR-NR) (NR-NR)
non'pCR “-,_I_ —ji:":— SIS - HI 4 OS HR 0.72
e | b LT (95% Cl) (0.367-1.426)
! bl T T, HHH HHIH 44y g
- ""'me"“‘“"‘iHIHIHhmwrfwm # HHH - HIH I F - F
74.1% Ft-# HIE A H4 =14 4 - F non-pCR
0 Durvalumab @ Comparator
68.9% N=334 N=384
I
i No.deaths,n (%) 119 (36) 152 (40)
| Median OS NR NR
i (95%Cl), months  (NR-NR)  (539-NR)
E OS HR 0.84
- (95% Cl) (0.660-1.068)
F-F ¢ r 1T F LT FJ3 T F T FET T T T T & FET EF FE 1
2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62 64 66
Time from randomization (months) ITT
CR Darm 199 199 197 194 194 194 193 192 190 189 189 189 189 187 186 185 184 176 164 149 139 129 111 95 83 68 54 44 31 14 11 2 0 0 OS HR 0.75
pCR Carm 146 146 146 144 144 143 142 140 139 137 136 134 133 133 132 130 130 124 117 109 100 93 8 76 65 51 40 31 2 15 7 3 0 0 (95% Cl) (0.59-0.93)
nonpCR Dam 334 329 320 311 298 284 275 265 256 251 245 239 234 231 224 223 216 199 185 172 156 142 127 112 99 84 71 5 37 20 10 5 1 0
73 059 3 B 14 7T 2 0

non-pCR: Carm 384 370 361 346 323 307 296 285 274 265 256 249 245 240 236 233 228 210 194 172 159 146 130 118 109 90

Data cutoff Apr 29, 2024 Exploratory post-hoc analysis. Tick marks indicate patients with censored data. C, comparator; D, durvalumab; HR, hazard ratio; [TT, intent-to treat; NAC, neoadjuvant chematherapy, pCR, pathological complete response; OS, overall survival

SCRI
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NIAGRA: Gem/Cis/Durvalumab vs Gem/Cis

Subgroup Category N | Hazard ratio (95% CI)
All patients 1063 ® E 0.75 (0.59-0.93)
Age at randomisation <65 years 499 & r 0.70 (0.49-0.98)

265 years 564 @ 0.80 (0.59-1.07)
Sex Male 870 T : 0.80 (0.62-1.02)

Female 193 ® E 0.56 (0.32-0.94)
Race White 712 & 0.70 (0.53-0.90)

Non-White 315 .- 0.94 (0.59-1.51)
Tumour stage at baseline T2NO 428 & ;

0.89 (0.61-1.28)
= | (] hi [ b7 {0 5] K4

Renal function at baseline CrCl 260 mL/min
CrCl 240—<60 mL/min
PD-L1 expression at baseline” High Fii L i 0.83 (0.63-1.09)
Low/negative 286 & ' (.58 (0.38-0.88)
Histology at baseline uc : 0.81 (0.63-1.04)
UC with divergent differentiation 0.53 (0.30-0.91)
Lymph node positive at baseline NO _ 1005 & 0.75 (0.59-0.94)
N1 58 NC i NC (NC-NC)
] | | I | I
Hazard ratio 04 06 0.8 1 1.2 1.6

SCRI

Sarah Cannon
Research Institute

" .

Favours durvalumab Favours comparator
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NIAGRA: Gem/Cis/Durvalumab vs Gem/Cis

Overall study period (unless otherwise stated) Durvi::?;]b st Com;:qa;:;t;r arm
AEs of any cause, n (%) 527 (99) 525 (100)
Grade 3 or 4 368 (69) 355 (68)
Serious AEs 326 (62) 287 (55)
Outcome of death 27 (5) 29 (6)
Leading to discontinuation of study treatment 112 (21) 80 (15)
Leading to discontinuation of neoadjuvant durvalumab 50 (9) -
Leading to discontinuation of NAC 72 (14) 80 (15)
Leading to patient not undergoing RC 6 (1) 7(1)
Leading to delay in surgery* 9(2) 6(1)
Leading to discontinuation of adjuvant durvalumab 30/3837 (8) -
AEs possibly related to any treatment, n (%)* 502 (95) 487 (93)
Grade 3 or 4 (treatment related) 215 (41) 215 (41)
Outcome of death (treatment related) 3 (0.6) 3(0.6)
Any-grade immune-mediated AEs 111 (21) 16 (3)

SCRI
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GETUG/AFU V05 VESPER Phase lll Trial

Arm A (standard)
4 cycles of
Gemcitabine 1250 mg/m2 d1 and d8
( Perioperative treatment of\ + Cisplatin 70 mg/m2 d1
MIBC (Adj or Neoad;)
Pure or mixed urothelial
bladder cancer
(neuroendocrine excluded)

+ ECOG patient, PS < 2
« All criteria for cisplatin
eligibility
»  Written informed consent o
« 27T2,NO (LN < 10 mm on N =493 pts
CT scan), MO (Neoadjuvant
CT)or >pT2or pN+ and Arm B (experimental)
KMO (Adjuvant CT) J 6 cycles of dd-MVAC

Methotrexate 30 mg/m2 d1, Vinblastine

3 mg/m2 d2, Doxorubicin 30 mg/m2 d2,
« Primary endpoint: PFS at 3 years Cisplatin 30 mg/m2 d2 + G-CSF support

« median follow-up 40 months

Sarah Cannon CONFIDENTIAL — Contains proprietary information. .
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GETUG-AFU VESPER: Perioperative Chemo

Overall survival

1.0 All patients
B dd-MVAC (n=248)
B GC (n=245)

0.8
o~ 64%
> 06 -
= 56%
Ko}
[
Kol
o
S 04

0.2 -

HR=0.77 (95% Cl, 0.58-1.03)
P=0.078
00 - Padj=0.098
I | 1 1 i I
0 1 2 3 4 5
Time (years)

No. at risk
dd-MVAC 248 217 193 171 157 126
GC 245 207 184 157 134 112

Overall survival

1.0 Neoadjuvant CT
B dd-MVAC (n=218)
B GC (n=219)
0.8
66%

£ %7 57%
o
1]
el
(o]
S 04

0.2 -

HR=0.71 (95% ClI, 0.52-0.97)
0o 4 P=0.032
1 1 1 I I
1 2 3 4 5
Time (years)

No. at risk
dd-MVAC 218 193 174 156 144 116
GC 184 163 140 119 100

SCRI

Sarah Cannon
Research Institute
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Neoadjuvant Chemotherapy

(88%)

« 84% received GC x 4

60% received ddMVAC x6

« Radical cystectomy
performed in >90% of cases

Adjuvant Chemo (12%)

e 81% received GC x 4
e 40% received ddMVAC x6

Pfister C et al, ASCO 2023 12



GETUG-AFU VESPER: Cisplatin Dose

1.0~ -
0:8.:—
a —
e o
g £ 04 -
0.2 | ddMVAC GC
~— 410 mg/m? or more (6¢c) 270 mg/m? or more (4c)
340 to 410 mg/m? (5c) Less than 270 mg/m? (<4c)
270 to 340 mg/m? (4c)
0.0 — Less than 270 mg/m? (<4c)
1 1 I I 1 1
0 1 4 3 4 5

Time (years)
Sarah Cannon CONFIDENTIAL — Contai ietary information. .
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AURA: Phase |l Neoadjuvant Avelumab + Chemo

Cohort 1 : Cisplatin-eligible
Gemcitabine - cisplatin + avelumab
» @ Cisplatin 70 mg/m? D1, gemcitabine 1g/m? D1 & D8 Q3W (x4) + avelumab 10mg/kg Q2W (x6)
Dose-dense MVAC + avelumab
o cur e Methotrexate 30mg'm= D1, vinbiastine 3mg/m? D2, doxorubicin 30mg/me D2. cispiatn 70mgim2 D2 Q2W
Key eligibility (xd) + avelumab 10mg/kg Q2W (xd)
+ Pathological confirmation of muscle- Radical
invasive urothelial bladder carcinoma = cystectomy
* Planned radical cystectomy and
lymphadenectomy Cohort 2 : Cisplatin-ineligible
—» Paclitaxel - gemcitabine + avelumab
Tumor t'ssue and Diood samples are taken at baseline, Paclitaxel 80mg/m? D1 & D15, gemcitabine 1g/m= D1 & D15 Q4W (x2) + avelumab 10mg/kg Q2W (x4)
auring treatment and at surgery for exploratory analysis
L—» Avelumab
Avelumab 10mg/kg Q2W (x4)

Primary endpoint was pCR

Sarah Cannon CONFIDENTIAL — Contains proprietary information.
SC. ! l Research Institute Not intended for extemal distribution. Blanc et al, ASCO 2024



AURA: Phase |l Neoadjuvant Avelumab + Chemo

Survival in the cisplatin-eligible cohort

Overall survival

Event-free survival

GC-A

)
<
B
e
e
>
w
8
4
2
o

1 2
Time from randomization (months)

Number at risk (number censored)

12-month EFS 84% GC-A 12-month OS 92% GC-A

Preliminary 36-month EFS | ., -~ Preliminary 36-month OS | ~ o ~~ \

Blanc et al, ASCO 2024



AURA: Phase |l Neoadjuvant Avelumab + Chemo
Overall survival in the cisplatin-eligible cohort according to pCR

GC-A arm

Overall Survival (%)

Non pCR

2
T
2
c
>
w
B
o
>
o

18 24 30 36 42 48 1 1 24 30 36 42 48
Time from randomization (months) Time from randomization (months)
Number at risk (number censored) Number at risk (number censored)

Achieving a pCR is associated with longer overall survival

Blanc et al, ASCO 2024



Pathologic Complete Response Rates

ddMVAC Meta-analysis (3-6) 352 NCT02989584 Gem/Cis Atezo
Cisplatin/Gemcitabine Meta-analysis (3-4) 251 BLASST-1 Gem/Cis/Nivo 34%
PURE-01 Pembrolizumab (x3) 42 SAKKO6/17 Gem/Cis/Durva 33%
HBF’&CUS htezﬂli?_umab {xZ} 29 GU14-188 Cr::hr;]rl 1 GemeisfPerner 44%
NABUCCO (Cohort 2A) Nivo 1 ma/kg + Ipi 3 ma/kg (x2) 3 NCT03032451 Gem/Pembro %
— 1 0
NABUCCO (Cohort 2B) Nivo 3 mg/kg + Ipi 1 mg/kg (x2) 7 GETUG-AFU VI LA e 1] H%
GETUG-AFU V09 ddMVVAC/Durva 49%

NCT02812420 Durva/Tremi (x2) 375
BLASST-2 Durvalumab (x3) 125 Grivas et al, ESMO 2024: Powles et al. ESMO 2024: Lee et al, Cancers

: 2022; Chung et al, Cancers 2021; Wei et al, ASCO GU 2020; Gao et al, Nat
NIAGRA Gem/Cis/Durva (x4) 373 Med 2020: Powles et al, ASCO 2018: Necchi et al, JCO 2018: Van Dorp et
NIAGRA Gem/Cis (xd) 975 al. Nat Med, 2023: Thibault et al. ESMO 2023.

ASCO GU 2025: Disitamab vedotin 63.6% (Sheng, ASCO GU 2025)

Sarah Cannon CONFIDENTIAL — Contains proprietary information.
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What about Adjuvant Nivolumab: CM-274

Stratification factors

N = 709 * PD-L1 status (<1% vs 21%)?
I ' = Prior necadjuvant cisplatin-based
Key inclusion criteria chemotherapy

* Nodal status

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

chemotherapy NIVO IV
240 mg Q2W
= Patients with pT3-pT4a or pN+ MIUC without prior neoadjuvant Treat for up to
cisplatin chemotherapy and not eligible/refuse adjuvant cisplatin 1 yeor of adjuvant
chemotherapy therapy

* Radical surgery within the past 120 days

* Disease-free status within 4 weeks of dosing

Sarah Cannon CONFIDENTIAL — Contains proprietary information.
SC R l Research Institute Not intended for extemal distribution. G a|Sky et al, JCO 2024 18



What about Adjuvant Nivolumab: CM-274

100ty Median S (95% CI h
Lol Median DFS (95% CI), months s0d N in 05 (9% C), Months
F 904 NIVO  25.6 (19.2-41.8) = g P NIVD NR (45.0-HE)
£ 1\ 580 8.5 (7.3-13.7) € ol : Mg 753 PBO 39.9 (29.8-52.1)
£ 80- A HR (95% Cl), 0.63 (0.51-0.78) £ o S . HR{95%C1),, 0.70/{0.83=0-30)
E - _ W 5 704 K o, 4.
1 ™ —4 ' a1y
g \ —y jé 60 PN Ly
a 60 wyy 50.5 5 P r B ST ITTIT -y G,
3 e 46.8 - e = e T s P EEETT I TT N W TET
£ sod \ i S R ! B STV
; -4 ‘ : Lol gimgy |,y g, E 40 ' j 2 f 1 L amii
E 40+ \ ! [ ) s T 1 2 N ! -
e L 1 iy | = 304 i !
g 30 3 P32.0 b Lo - ; :
1 i H i
204 : : 3 . :
é 104 : ' 104 : :
i : L] 1
0 T T T .i T f T T T T T 0 I I | ] I I I I | | 1 I I
0 & 12 18 24 30 1 42 48 54 60 66 0 & 12 18 24 30 36 42 48 54 60 66 72 78
Months
Ho. at risk Months Ho. at risk
NIVO 279 208 175 147 126 110 97 &4 41 28 4 0 NIVO 279 258 239 213 193 172 145 107 81 56 34 20 3 0
PBO 281 159 g 03 i 8 64 5 1 3 PBO 241 218 195 172 119 89 43 31 17 6 0
Sarah Cannon CONFIDENTIAL — Contains proprietary information. .
SC.! l Research Institute Not intended for extemal distribution. MlIOWSky, GU ASCO 2025 19




A031501 AMBASSADOR: Disease-Free Survival (ITT)

100 ALLANCE Wi
FOR CUMICAL TRIALS IN CNCOLOGY
20 -
No. of events/total L T peR3e)
a0 | months
PEMBROLIZUMAB | 147/354 | 29.0 (21.8-NR)
& OBSERVATION | 172/348 | 14.0 (9.7-20.2)
&
= 70 HR (95% CI) 0.69 (0.54-0.87)
o
= =
= 60— P=0.001
=
w
@
E 50 Pemb:
'embro
&
8 a0
% Obsery.
30 |
20
19/ Data Lock 3/10/2022
CI confidence interval: NE. not estimable; NR not reached.
o T T T T T T T T
4] 6 12 18 24 30 36 a4z 48
Median follow-up (range) 22.3 months (0.03-48.9) _Month’ FTIIIIP from Randomization) A03
Patients-at-Risk
Pembro 354 238 178 123 80 45 26 6 2
Observ. 348 192 125 97 53 23 13 & 1

SCRI

Sarah Cannon
Research Institute

Overall Survival (%)

1501

AMBASSADOR: (interim) Overall Survival

Pembro

100
90
80
70
60
50 H I: Pembro
40 | " v
No. of events/total Median (95l% CI), Obsery.
30 PEMBROLIZUMAB I 131/354 I 50.9 (43.8-NR)
OBSERVATION | 126/348 | 55.8 (53.3-NR)
20
HR (95% CI) 0.98 (0.76-1.26)
10 P=0.884
Data Lock 7/13/2023
o CI confidence interval: NE, not estimable; NR not reached.
o 6 12 18 24 30 36 a2 a8 54 60
Median follow-up (range) 36.9 months (0-63.9) | Months (Time from Randomization)
Patients-at-Risk
354 313 280 253 218 152 115 69 50 17 10
348 296 249 227 195 139 117 65 as 23 12

Observ

CONFIDENTIAL — Contains proprietary information.
Not intended for extemal distribution.
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How do we treat CIS-Eligible mUC Patients?

Gemcitabine + Cisplatin + Durvaluamb -> Cystectomy ->
Durvalumab (possible to de-escalate? Not yet.)

CIS Eligible with CrCI 2 40 ml/min
OR

ddMVAC -> Analyze pathology +/- ctDNA -> Nivolumab

Sarah Cannon CONFIDENTIAL — Contains proprietary information.
[ ] Research Institute Not intended for external distribution.
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ctDNA to Select Patients for Adjuvant Therapy?

IMvigor010 in

K

* High-risk MIUC (bladder orupper
tract)

+ Radical surgerywith lymph node
dissection within=14 weeks

* Tissue sample for PD-L1testing

MIBC Lok

Atezolizumab

1200 mg q3w 80 -

(16 cycles or 1 year)

No crossover allowed

Observation g3w 60 -

OS (%)

Overall Survival

ctDNA negative

ctDNA positive

‘-\_\ﬁ_\—

~—— Atezo ctDNA-: HR 1.22; p=0.4729
— Obs ctDNA+: HR 0.58; p=0.0063

. .
DFS in ITT Population 40 -
100 4 Atezolizumab Observation
(N = 408) (N = 403)
DFS events, n (%) 212(52) 208 (52)
0] Modian DFS (95% Cl), mo = 19.4(159,248) | 166(11.2,248)
18-mo DFS rate (95% C1), % 51 (46, 56) 49 (44, 54) 20 1
€ 4 DFS HR (95% CIp 0.89{0.74, 1.08), P = 0.2446°
&
% . Atezolizumab
—
Observation 0 2]
204
0 T T T T T T T T T T T T T T
o 3 6 9 2 15 " N » 2 % ¥ €2 & @
No. at risk Months No. at risk
Amzoizurab 406 332 ¥ 48 2 ;n 160 142 "8 w a7 2 10 ) 3
Coservaton 403 305 240 211 188 177 156 ' W0 & o 42 ” 2 2 1P '_l N-’.
VDS CILUNA-
Atezo ctDNA+
Obs ctDNA+

Sarah Cannon
[ ] Research Institute

CONFIDENTIAL — Contains proprietary information.
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Time (months)

116 111 102 91 82 76 70 62 56 53 52 50 44 41 33 27 25 22 16 12
98 93 73 59 47 43 37 30 28 25 23 22 22 20 18 14 12 1

Powles et al, Nature 2021
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IMvigor0O11: Survelllance Group

Screening

8

Key eligibility
* High-risk MIBC

- ypT2-T4a or ypN+ and MO
at cystectomy for patients
with prior NAC

- pT3-T4a or pN+ and MO
at cystectomy for patients
without prior NAC

* No post-surgical radiation or AC

* If no prior NAC given, patient
had to refuse or be ineligible for
cisplatin-based AC

* No evidence of residual disease

* Tumour sample available for
WES?® and PD-L1° status

Surveillance run-in

CDNA ~. crculating tumor DNA neaative: ciDNA+

SCRI

Sarah Cannon
Research Institute

Treatment'

6-14 weeks Atezolizumab
post cystectomy ctDNA+ within 1680 mg qdw
with lymph node Serial blood 21 months of (12 cycles or 1 year)
dissection collection“and  cystectomy* g
DA imaging” forupto == = = = =
21 months post
cystectomy Placebo
qé4w
! (12 cycles or 1 year)
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IMvigorO11: DFS in the ctDNA- Population
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IMvigor011: OS in the ctDNA- Population
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0 3 6 9 12 15 18 21
Months
No. at risk 171 171 160 152 124 95 56 12

Patients who are ctDNA- after surgery can be spared potential toxicity of adjuvant immunotherapy
SCRI Foiamtiue oo cems st momesn Powles, EAU 2024 2



TOMBOLA: Non-Randomized ctDNA Intervention Study

TURBT NAC RC 1

Inclusion criteria: Upon ctDNA detection

.::;geh:gz-«{a @ @ @ @
B i

190 patients included Atezolizumab 5 years follow-up
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RFS

TOMBOLA: Non-Randomized ctDNA Intervention Study

CIDNA post RC at
one year landmark
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TOMBOLA: Non-Randomized ctDNA Intervention Study

NED (No evidense of disease) (CT and ctDNA-)

following immunotherapy
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Enfortumab vedotin as peri-operative therapy in
MIBC

isplatin Eligible

EV-304/KEYNOTE-B15

Randomized trials are investigating combination
chemo-immunotherapy in MIBC

Trial Immunotherapy Chemotherapy Primary Outcome Adjuvant?

isplatin Ineligible

NIAGARA 1050 Durvalumab Co:pCR+EFS  Yes — durva arm only

Keynote-866 790 Pembrolizumab Co: pCR + EFS Yes — pembro arm only

Nivolumab
or

EV-303/KEYNOTE-905 B

T Y Co: pCR + EFS Yes — nivo arms only
ivolumab +

IDO1-inhibitor
linrodostat
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SunRISe-4:

SCRI

Neoadjuvant TAR 200 + Cetrelimab

Subgroups in the Efficacy-Evaluable Population (cT2-cT4a)

100 -
Number of TAR-200 Doses
TAR-200 + Cetrelimab
80 4
& 3 POR, 50%
R ] POR, 46% (95% CI, 19-81)
S (95% C1, 17-77) .
(] »
—
© —J J
4.
20 CR, 30%
pCR, 27% Pty S 0
(85% CI, 6-61) (RO £, HE)
0
1-2 Doses? 3 Doses?
(N=11) (N=10)
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PCR, 50%
(85% Cl, 32-68)

4 Doses
(N=32)

* PCR defined as ypTONO
* POR defined as sypTINO

_ pOR, 69%
(95% Cl, 50-84)
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Thank youl!

ben.garmezy@scri.com
@BGarmezy
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