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EPIDEMIOLOGY OF BLADDER CANCER

Percent of Cases by Stage
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STATE OF THE FIELD IN 2025

* La/mUC:
* 1L setting: 2.5-year follow up data from EV-302 reinforce EV + pembrolizumab as 1L SOC

* Maintenance setting: JAVELIN Bladder Medley investigating intensified maintenance with
avelumab + SG post platinum chemo = how to position in a rapidly evolving landscape?

* Perioperative MIUC setting: Current SOC in cisplatin-eligible patients is chemo + 10 = early data
emerging for ADC + 10 regimens in the perioperative setting

* Emerging role of ctDNA: ctDNA is redefining perioperative management, enabling risk-stratified
precision therapy = upcoming trial readouts including IMvigor011 set to guide clinical integration

* Key questions & future directions:
e Optimal sequencing after EV+P and perioperative 10?
* |sthere arole for consolidative surgery or radiation in La/mUC disease states?

* Risk-adaptive perioperative trials using clinical and molecular biomarkers to refine patient selection

T 3 Cleveland Clinic
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THE ERA OF NOVEL THERAPEUTICS IN La/mUC

Antibody-drug conjugate

Platinum-based

chemotherapy (PBC) era

(ADC) era

? Cisplatin , Gemcitabine
1978 1997

? Cisplatin + gemcitabine
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Atezolizumab @ 9 pembrolizumab
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® Nivolumab
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@® Durvalumab
2017*

Avelumab
q 2017

? Carboplatin + ° Erdafitinib
gemcitabine 2019

T 2019

2020

Enfortumab vedotin-ejfv

Switch maintenance avelumab
deruxtecan

Sacituzumab govitecan-hziy
2021*%

Enfortumab vedotin-ejfv
+

pembrolizumab

Trastuzumab

*FDA approval voluntarily withdrawn due to confirmatory Phase Ill trials not meeting primary endpoints
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La/mUC TREATMENT ALGORITHM IN 2025

: Platinum-based chemo
PREFERRED Enfortumab. vedotin + FD Erdafitinib (rerr3 ant)
pembrolizumab Trastuzumab deruxtecan
(HER2 IHC 3+)
Taxanes
— . . Vinflunine
: : Gemcitabine + cisplatin + (Europe)
Cisplatin- PD

Enfortumab vedotin
Erdafitinib (rerr3ant)

Trastuzumab deruxtecan
EV+P not ML Maintenance (HER2 IHC 3+)
app;%id Cisplatin- Gemcitabine + avelumab

::ntra_ ineligible carboplatin

nivolumab

eligible (4-6 cycles)

indicated (4-6 cycles) PD Pembrolizumab
Nivolumab
= I.Dlatl.n.um- Pembrolizumab
ineligible
| J t ) L y
' | | |
1L therapy 2L+ therapy 3L+ therapy

T 3 Cleveland Clinic Consideration of clinical trials across the treatment spectrum of La/mUC



ENFORTUMAB VEDOTIN + PEMBROLIZUMAB

EV-302/KEYNOTE-A39: a phase 3 international, randomized trial
(NCT04223856)

i : EV+Pc¢ _ _
ITT Patient Population No maximum treatment cycles for EV Dual primary endpoints:
(N=886) Maximum 35 cycles for P . E’;S by BICR

Treatment until disease progression by BICR,
clinical progression, unacceptable toxicity, Select secondary endpoints:

or completion of maximum cycles * ORR per RECIST 1.1 by BICR

Previously untreated la/mUC
Eligible for platinum, EV, and P

« PD-(L)1 inhibitor-naive and INV assessment
. GFF(a 330 B Chemotherapyd « DOR
- (Cisplatin or carboplatin + gemcitabine) - Safety

ECOG PS =2

Maximum 6 cycles

Stratification factors:

« Cisplatin eligibility (eligible/ineligible)

+ PD-L1 expression (high, CPS =10; low, CPS <10)
+ Liver metastases (present/absent)

E: Cleveland Clinic Gupta S. ASCO 2025. Abstract 4502.



EV-302: UPDATED EFFICACY AT 2.5 YEARS

Number of events (%): i
PFS VTP 303 (63 oS it
Chamothempy I RAL Y Chemotherapy: 297 (66.9)

Stratified HR (95% CI):

| i o e
100 EV+P versus chemotherapy: 0.48 (0.41-0.57) 100 — nggf\',ee?sﬁséggnfoﬂémpy- 0.51 (0.43-0.61)
90 — Nominal two-sided P < 0.000012 90 — Nominal two-sided P < 0.000018 '
80 — "
Median, months (95% Cl): 80 — Median, months (95% CI):
70 EV+P: 12.5 (10.4-16.6) 70 —| EV+P: 33.8 (26.1-39.3)
£ 60 51.4% Chemotherapy: 6.3 (6.2-6.5) = 60 —| Chemotherapy: 15.9 (13.6-18.3)
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0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 33 40 42 44 46 48 50
Time (months) Time (months)
No. at risk No. at risk
EV+P 442 409 361 304 254 223 200 182 172 159 143 128 109 82 62 57 42 22 14 10 4 EV+P 442 426 409 394 375 356 336 319 302 293 280 252 206 161 133 102 79 52 32 19 11 6 1 1 1
Chemotherapy 444 379 206 213 125 86 68 57 50 42 39 37 31 23 16 14 9 5 4 3 1 Chemotherapy 444 423 393 356 317 290 263 233 214 197 176 148 121 102 81 59 43 24 18 13 9 5 2 2

EV+P Chemo 95% Cl )
° * Median follow up: 29 months

(n=442) (n=444)

ORR 67.5% 44.2% - <0.00001
 Complete response (cCR): 30.4% vs 14.5%

Median 233 70 EV+P: 17.8-NE N/A
DoR, mos Chemo: 6.2-9.0 )

* Durable separation of PFS and OS curves
Median HR 0.48

PFS, mos 12.5 e (0.41.057)  <0.00001 maintained over time

g;d::s 33.8 15.9 (OIT|4R3?C').5611) <0.00001 * Data reinforce EV+P as SOC for 1L La/mUC

. Powles T. Ann Oncol. 2025.
E: Cleveland Clinic ow



EV-302: EXPLORATORY ANALYSIS OF RESPONDERS

80 - * Baseline features similar between responders (CR+PR)
% 701 and ITT population
e ORR
@ 60 - 44.2%
% 50 | (n=195) * DoR favors EV+P regardless of cisplatin eligibility (~60%
§ 40 1 &5 ::z.gz/; cisplatin eligible in CR+PR groups)
3 30
& 20 3T1% bR o * No validated biomarker predicts EV+P benefit
i | (n=162) PR l(n=131)
0 * Collectively, data reinforce EV+P as SOC for 1L La/mUC
EV+P Chemotherapy
(n=437) (n=441)
Responders (CR+PR) Patients with CR
Chemo 0 Chemo 0
(n=195) 95% CI (n=64) 95% Cl
. EV+P: 17.8-NE EV+P: NE-NE
Median DoR, mos 23.3 7.0 Chemo: 6.2-9.0 NE 15.2 Chermo: 10.3-NE
Probability of maintained 49.4% 24.0% 3 24.3% 43.2% 3
response at 24 mos
Median OS, mos 39.3 32.1 HR 0.59 (0.44-0.79) NE NE HR 0.37 (0.17-0.80)
2-year OS probability 76.3% 59.8% -- 95.4% 85.8% --

[] Cleveland Clinic Gupta S. ASCO 2025. Abstract 4502.



EV-302: TREATMENT-RELATED AEs & MANAGEMENT

Treatment-related AEs of special interest for EV (EV+P arm)
EV's safety profile for responders (CR+PR) was generally consistent with the overall population

80 1
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Peripheral Peripheral motqgr Rash Severe cutaneous| Hyperglycemia Dry eye Blurred Corneal Infusion-related
sensory neuropath! neuropathy reactions vision disorders reactions

Overall population:
* Median EV+P duration: 12 cycles (range, 1-54)
* Median EV duration: 7.1 months (9 cycles)
* Median pembrolizumab duration: 8.5 months (11 cycles)

Responders (CR+PR):
* Median EV+P duration: 19 cycles (range, 1-54)
* Median EV duration: 9.7 months (12 cycles)
* Median pembrolizumab duration: 13.2 months (17 cycles)

Treatment-emergent AEs of special interest for pembro (EV+P arm)

Pembro’s safety profile for responders (CR+PR) was generally consistent with the overall population
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Dose modifications were common among responders
with longer treatment duration
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T 3 Cleveland Clinic
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EV TOXICITY

Median time to onset,
months (range)’

Incidence’

Grading per
CTCAE v5.0%"

Management?

EV Dose Reduction Schedule

Starting Dose
1.25 mg/kg
(up to 125 mg)

1%t Dose Reduction
1.00 mg/kg
(up to 100 mg)

!

2" Dose Reduction
0.75 mg/kg
(up to 75 mg)

!

3 Dose Reduction

0.50 mg/kg
(up to 50 mg)

=
=
=

» y

*AEs in EV-302 were graded using CTCAE v4.03.

SKIN REACTIONS
(including SJS/TEN)

1.7
(0.1-17.2)

o
@oo

All-grade: 70%
>G3:17%

G1: <10% BSA w/ or w/o symptoms
G2: 10-30% BSA w/ or w/o symptoms
G3: >30% BSA with moderate or
severe symptoms limiting ADLs

G4: life-threatening with any % BSA

> SJS: Skin sloughing w/ epidermal or
mucous membrane detachment (G3: <10%
BSA; G4: 10-30% BSA; TEN (G4): >30% BSA)

G1-G2:
* Topical steroids and/or antihistamines
* Hold EVif needed = resume same dose

G2 with fever or G3:

* Hold EV until < G1

* Referto Derm

* ResumeEV at same dose or reduce by
one level

» Suspected SJS/TEN or bullous lesions:

* Hold EV and immediately refer to Derm

» Recurrent G3, G4, or confirmed
SJS/TEN:
* Discontinue EV permanently

1. Powles T. N EnglJ Med. 2024. 2. U.S. Department of HHS. CTCAE Version 5.0.2017. 3. U.S. FDA. PADCEV® (enfortumab vedotin-ejfv) for injection, for intravenous use. 2025.

* NEUROPATHY
¥ ¥ (sensory and motor)

6.0
(0.3-25.0)

All-grade: 63%
>G3: 7%

G1: mild symptoms

G2: moderate symptoms limiting
instrumental ADLs

G3: severe symptoms limiting self-
care ADLs; assistance required
G4: life-threatening requiring
urgent intervention

G2:

* Hold EV until < G1

* 1stoccurrence: resume EV at
same dose level

* Recurrence: resumeEV, but
reduce by one level

>G3:

* Discontinue EV permanently

\(5 HYPERGLYCEMIA

0.5
(0.3-3.5)

All-grade: 13%
>G3: 9%

G1: elevated glucose; no medical
intervention

G2: change in baseline mgmt for
DM; oral antiglycemic initiated

G3: insulin initiated; hospitalization
indicated

G4: life-threatening requiring urgent
intervention

Check baseline HgbA1c

Blood glucose > 250 mg/dL:

* Hold EV

* Treat with insulin/oral agents as
indicated

* Resume EV at same dose level
once BG = 250 mg/dL

Poor glucose control:

» Referto Endocrinology for
optimization of antiglycemic
regimen

> G4 (e.g., DKA):
* Discontinue EV permanently

4.0
(0.3-26.2)

All-grade: 10%
>G3: 4%

G1: Asymptomatic; clinical
or diagnostic observations
G2: symptomatic requiring
medical intervention

G3: severe symptoms
requiring oxygen

» G4: life-threatening with
respiratory compromise
requiring airway intervention

G2:

* Hold EV until< G1

* ResumeEV at same dose
or reduce by one level

* Referto Pulm

> G3 or recurrent G2:

* Discontinue EV
permanently
¢ Referto Pulm



MAINTENANCE INTENSIFICATION IN La/mUC

JAVELIN Bladder Medley: a phase 2 international, randomized trial (NCT05327530)

Interim ana'ysis triggered by PFS events JAVELIN Bladder Medley JAVELIN Bladder 100

Efficacy boundary for PFS: HR <0.60 RandomJZatwn

Downweighted

exlemal LElE]
Avelumab Avelumab
+ 8G monotherapy

Propensity score—weighted

i : Primary endpoints
Key eligibility criteria . PFs*
+ Unresectable locally = + Safety
advanced or metastatic UC [tenval Secondary endpoints
+ No PD* after 4-6 cycles of s i . 0S

1L PBC (cisplatin and/or . Objective response*

carboplatin + gemcitabine) Bursfi : N
Stratification factor: ‘ uralion or.respanse

Visceral metastases « PK

- ECOG PS 0-1 als(‘::;’\fs%o’:)’ﬁc - Antidrug antibodies
« PROs

« Age =18 years

data from all patients in the
avelumab + BSC am of
JAVELIN Bladder 100 who
met JAVELIN Bladder
Medley eligibility criteria

Extended control am for
PFS and OS analyses
(per protocol)

NCT05327530

1L maintenance treatment
Until clinical PD, unacceptable toxicity, withdrawal
of consent, new anticancer treatment, or any other
prespecified reason for discontinuation

Design:
* 1L platinum-based chemo x4-6 cycles without PD > maintenance avelumab + SG until PD or unacceptable toxicity

* Per protocol, PFS and OS data in the control arm were extended using external data from the JAVELIN Bladder 100
phase 3 trial; external patients were propensity-score weighted based on predefined prognostic factors

l‘] Claveland Clinte Hoffman-Censits J. ASCO 2025. Abstract 4501.



MAINTENANCE INTENSIFICATION IN La/mUC

Investigator-assessed PFS

Protocol-specified analysis with extended control arm data and sensitivity analysis of randomized patients only

No. at risk
Avelumab + SG 59 31
Avelumab 41.8 26.3
o Avelumab 19 1
Sens| ysis

Avelumab + SG

(n=74)
ORR 24.3%
Median PFS, mos 11.2

Events, n (%)

Median (95% CIl), months

Stratified HR (95% CI)

Avelumab

(n=37 for ORR; n=74 for PFS/0S)

2.7%

3.8

Avelumab

Sensitivity analysis

Avelumab | Avelumab
(n=74) ! (n=37)

31 (41.9) 542(732) | 24 (64.9)

AT 3.75 ' 3.56
(7.43-NE) (3.32-6.77) | (1.91-9.23)

0.49
(0.31-0.76)
0.43
(0.25-0.75)

95% ClI

Avelumab + SG: 15.1-35.7
Avelumab: 0.1-14.2

HR 0.49 (0.3-0.8)

Median OS, mos

Immature at time of data cutoff

Interim analysis: higher ORR and
PFS trend with combination

cCR: 6.8% vs 2.7%
OS immature at data cutoff

Safety population: Avelumab + SG
(n=73) vs avelumab (n=36)

G3 TRAEs: 70% vs 0%
* Neutropenia (40%)
* Decreased ANC (23%)
e Diarrhea (12%)
* Febrile neutropenia (11%)

1 SG-related death: acute SAH in
setting of sepsis and pancytopenia

T 3 Cleveland Clinic

Hoffman-Censits J. ASCO 2025. Abstract 4501.
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MIUC TREATMENT ALGORITHM IN 2025

RADICAL CYSTECTOMY

Cisplatin- Neoadjuvant gemcitabine +
eligible cisplatin (or ddMVAC) +

patients durvalumab x4 cycles x8 cycles
Radical eamma OUrveillance
cystectomy Adjuvant nivolumab

Cisplatin- x1 year if

mel!glble pT3-T4a or pN+ and

patients remains cisplatin-
ineligible

Adjuvant durvalumab

BLADDER-SPARING ChemoRT (select patients)

Cisplatin-
eligible

patients Maximal *  Weekly cisplatin (if eligible)
. - —— TURBT «  Weekly 5FU + MMC Surveillance
Cisplatin- +  Weekly gemcitabine

Concurrent chemoRT with:

ineligible
patients

E: Cleveland Clinic Always consider clinical trials, particularly in cisplatin-ineligible patients



NIAGARA: PERIOPERATIVE SOC IN CIS-ELIGIBLE MIUC

NIAGARA: a phase 3 international, randomized trial (NCT03732677)2 oCR Re-analysis (Apr 2024)

Perioperative
‘ Odds ratio 1.60 (95% Cl, 1.23-2.08)
Neoadjuvant Adjuvant nominal P=0.0005
Study population Durvalumab 4 cycles 8 cycles Dual primary endpoints I
= Adults « EFS* [ 40 -
- Cisplatin-eligible MIBC arm Durvalumab 1500 mg v Q3w z Y Durvalumab - pCR*
(cT2-T4aN0/MO) N=533 Gemcitabine + cisplatin S A 1500 mg IV Q4w = 0,
* UC or UC with - 3 Key secondary endpoint E— 30 37.3%
divergent differentiation % gS v P Ty
or histologic subtypes I -l‘-" 20 5 1?9’5323_41 27.5%
= Evaluated and confirmed = —— A 1 s . .
rn‘;aRué and confirme N=530 Gemcitabine + cisplatin & No treatment Safety = 95% C 2 33 6
- CrCl of 240 mLimin Comparator 5 10 o ::Tsé 330 1
arm o 95% Cl, 23.8-31.6
EFS was defined as: 0
Stratification factors Gemcitabine/cisplatin dosing > Pro ive di that precluded RC
Clinical tumour stage (T2NO vs >T2N0) CrCl 260 mUmin: Cisplatin 70 mg/m? + gemcitabine 1000 mg/m? Day 1, > Rec:rmn:e after RC [ D urva I u mab arm Com pa rator arm
Renal function (CrCl 260 mLimin vs 240-<60 mL/min) then gamalzbine 1000 myf Dy B, GSW for 4 cycles > Date of expected surgery in patients who did not undergo RC -
e - 2+ cemitab = =
PD-L1 status (high vs low/negalive expression) ?—&.ﬁg"ﬁa&m},‘: e dsg!'}:g‘\’:,"ﬁ;‘z"!:;“:'l':‘: mg/m + gemciabing > Death from any cause N=533 N=530

E Fs Durvalumab Comparator OS Durvalumab Comparator

arm arm
N=533 N=530 N‘:"sga Nﬂ:n
Number of events, n (%) 187 (35.1) 246 (46.4) 12 months = _
) NR 461 . Number of deaths, n (%) 136 (25.5) 169 (31.9)
1.0+ 12 months Median EFS (95% Cl), months (NR-NR) (32.2-NR) 1.0 89.5% 24 months
HR (95% CI) 075
76.0% 24 months HR (95% CI) 0.68 82.2% (0.59-0.93)
0.8 : 67.8% 0.56-0.82 08 S Stratified log-rank P value® 0.0108
' Stratified log-rank P value* <0.0001 - i
w ! s 86.5% PR - B —
] : £ P — - — g+ g '
5 06 : 5 06- : |_752% | - »
i . ' ledian follow-up in censored patients:
Z 69.9% 1 s : | 46.3 months (range, 0.03-64.7)
= ' 59.8% £ ! :
_g 04— ' h Median follow-up in censored patients: 3 0.4 ' '
o 1 H 42.3 months (range, 0.03-61.3) [ 1 i At the time of this analysis, at least 1
o ! ! e ' i subsequent anti-cancer therapy was
! ! a | i reported after treatment
0.2 | : 0.2 ! ' discontinuation for:
' i
—+— Durvalumab arm 3 i Durvalumab arm | ! + 53 patients in the durvalumab arm
—+— Comparater arm ! ! —}— Comparator arm & | * 93 patients in the comparator arm
0 rTrrrTrr T T T T T T T T T T T T T T T T T T T 0 rr 1. rr + 11111+t 1 1111 1.1 111 1.1 1. 1 1.1 1 1 1T 1.1
0 2 4 6 8 1012 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 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 64 66
No. of patients at risk Time from randomisation (months) No. of patients at isk Time from randomisation (months)
Durvalumab arm 533 519 475 454 424 401 386 370 356 348 344 335 330 321 315 312 282 269 255 214 202 180 141 140 115 86 81 32 20 20 1 0 Durvalumab arm 533 528 517 505 492 478 468 457 446 440 434 428 423 418 410 408 400 375 340 321 205 271 238 207 182 152 125 96 68 34 21 7 1 o
Comparalor arm 530 498 437 416 381 368 343 328 313 300 286 288 281 273 264 259 228 218 214 177 172 159 132 129 94 69 62 24 18 16 2 O Comparator arm 530 516 507 490 467 450 438 425 413 402 362 383 378 373 368 363 358 334 311 281 259 238 216 194 174 141 113 90 60 38 21 10 2 O

E: Claveland Cliriie 1. Powles T. ESMO 2024. Abstract LBAS. 2. Powles T. N Engl J Med 2024.



SURE-02: SG + PEMBRO IN CIS-INELIGIBLE/DECLINED MIUC

NCT05535218

Population:

+ Aged =18 years

+ Histologically confirmed
cT2-T3b NOMO MIBC
(absence of nodal or
metastatic disease at
screening)

* Predominant UC histology

= ECOG PS of 0-1

» Ineligible or refusing NAC

» Ineligible or refusing
chemoRT

» Scheduled for RC

t/a CT scan + pelvic MRI

Primary endpoint:
= Clinical CR rate (imaging
CR + ypTONx)

SURE-02: a phase 2, single-arm trial (NCT05535218)

e oo

-

Radical
cystectomy or
reTURBT

Sacituzumab Govitecan
7.5 mg/Kg, IV, on D1, D8
+ Pembrolizumab 200mg, IV

24-month Follow-up

Adjuvant/maintenance
« Every 12 weeks post-

surgery

Pembrolizumab 200mg IV

t/a CT scan + pelvic MRI

Exploratory endpoints
Biomarkers of response
Changes in biomarker

Secondary endpoints:
= Efficacy: any downstaging "
rate, EFS?, MF S, BI-EFSP, =

08, after neoadjuvant expression
treatment = Microbiome data in urine and
= Safety (CTCAE v.5.0) feces

KEY PROTOCOL CHANGES®

Amendment 1:

+ Dose reduction of sacituzumab govitecan from 10 mg/Kg to 7.5 mg/Kg from
C1D1.

= Introduction of G-CSF use (Peg-GCSF) as primary prophylaxis since C1D9.

= Exclusion of patients who had =3 risk factors for febrile neutropenia as
indicated by the ASCO guidelines.d

Amendment 2:

« Change in primary endpoint from ypTONO rate to cCR rate (no change in
sample size and statistical plan)
= Addition of a further inclusion criterion:
« ChemoRT refusing/unsuited patients
« Restriction to cT2-T3bNOMO patients.

T 3 Cleveland Clinic

Necchi A. ASCO 2025. Abstract 4518.



SURE-02: SG + PEMBRO IN CIS-INELIGIBLE/DECLINED MIUC

Event-free survival

Median Follow-up: 10 months (IQR: 7.3 — 13)

G- L [
2+ + >
5+ ®—»
64 »—
74 »—>
94 w [}
10+ »—»
114 >
124 + $—
144 -
17 G $—>
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.g 244 EE $—
S 254 + »—
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27+ 9 —
154
29+ + $—
13 » —
16 A A
30 $ — -
. P> ITT Population (N=36):
28 & 3
1 z = + cCR: 16 (44.4%;
33
4 Jing 95%Cl: 27.9-61.9)
5 —
i > * ypT<1NO-x: 20 (55.6%)
8 a 3

Time (months)

+  12m EFS:2 71.3% (95%ClI: 55.7-91.2)
+  12m MFS: 84.2% (95%Cl: 72-98.5)

10

*  12m Bladder-intact-EFSP in cCR patients (N=16): 100%
+ 12m Bladder-intact-EFS in reTURBT patients (N=23): 74% (95%CI 54.8-99)

Completed
adjuvant
pembrolizumab

» Alive with
no event

cCR
H "
Yes

®  Alve
A oM
oM

A Mets

m Llocal
recurrence

+ Radical
cystectomy

ol ———

Event-free survival (%)
2 o
3 at

=]
M
i

0.00

0

Number at risk

[
Tirme from therapy (months)

26 18

&
Time from therapy (months)

=~ CCRMMY == CGRpos

Metastases-free survival

1.00 I
= 0.75
£
g
2
Eos0
5
]
=
g Log-rank
2oz
p=0.087
0.00

100%

72% (53.3-97.3)

0
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ONGOING PERIOPERATIVE TRIALS IN MIUC

EV-304/ KEYNOTE-B15
N=784 5 EV cycles
EV+P 4 cycles 13 Pembro cycles

Enfortumab
vedotin +
pembrolizumab

Enfortumab
vedotin +
pembrolizumab

cis/gem

N = 1063

GC+D 4 cycles

Durvalumab

+ gemlcis e d Durvalumab

i

cis/gem i d Observation

End point: EFS

N =861

ENERGIZE
9 cycles
Nivolumab +
linrodostat (IDO

inhibitor) + placebo
+ gemlcis
' Nivolumab + .
R placebo +
. gem/cis I

cis/gem

Nivolumab +
linrodostat

Nivolumab

e 4 Observation

End point: pCR & EFS
N =870
GC+P 4 cycles

KEYNOTE-866
Pembro 13

Pembrolizumab

+ gemlcis Y Pembrolizumab

cis/gem

_’

Cisplatin-eligible
muscle-invasive
bladder cancer

VOLGA

N =677
EV+DT 3 cycles
Enfortumab
vedotin +

durvalumab
tremelimumab

Durva+treme 1 cycle
Durva 9 cycles

Durvalumab +
Tremelimumab

Durva 9 cycles

Enfortumab
vedotin +
durvalumab

Durvalumab

No therapy Observation

Cisplatin-

ineligible End point: pCR and EFS

muscle-it vasive
bladder :ancer
EV-303/ KEYNOTE 905

N =595
EV+P 3 cycles
Enfortumab
vedotin +
pembrolizumab

EV+P 6 cycles
Pembro 8 cycles
Enfortumab
vedotin +
pembrolizumab

Pembrolizumab

End point: EFS

Pembrolizumab

No therapy

8/12/2025: EFS, OS, & pCR
positive in EV+P vs
observation (press release)

T 3 Cleveland Clinic
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OUTLINE

‘ Epidemiology & state of the field in 2025

‘ Locally advanced/metastatic urothelial carcinoma (La/mUC)

‘ Muscle-invasive urothelial carcinoma (MIUC)

> The emerging role of ctDNA & risk-adaptive strategies

‘ Future directions & summary
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THE EMERGING ROLE OF ctDNA IN MIUC

 Tumor-informed ctDNA detects molecular residual disease (MRD) and refines
relapse risk after perioperative therapy and cystectomy

* CctDNA positivity is strongly prognostic for inferior outcomes; early clearance
correlates with benefit

* Trials are investigating ctDNA both as a prognostic and predictive biomarker to
guide adjuvant immunotherapy and surveillance

[] Claveland Clinile Gao X. Cancer Cell Int. 2025.
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IMvigor010 s
- Atezolizumab
— Observation
‘—; 1.004
IMvigor010: A phase 3, international, randomized trial (NCT02450331) S ;tg'\ﬁ; (:965%/%0- 081 162
P A s b (¢] U P
. 5 075 P=0.45
Atezolizumab (7))
Key eligibility® 1200 mg q3w
+ High-risk MIUC (bladder, renal pelvis, ureter) (16 cycles or 1 year) 4]
+ Radical cystectomy/nephroureterectomy with LN Disease recurrence/ b 0.50+ ctDNA(+): 37%
dissection within s 14 weeks survival follow-up Lt _(_}'_o
~ ypT2-T4aor ypN# for patients treated with NAC® R o - HR, 0.58 (95% CI: 0.43, 0.79)
— pT3-T4aor pN+ for patients not treated with NAC® 141 No crossover allowed l——s  Tumor assessments: @ P=0.0005
« No postsurgical radiation or AC : qizwforiysars -3 " 0.254 :
« If no prior NAC given, patient had to be ineligible for, or (q24w for years 4-5 o ) =118
declined, cisplatin-based AC and at year 6) Q n=98
+« ECOGPS 0-2 iont [/7] e
+ Tissue sample for PD-L1 testing Shservetion few E 0.00 n= :gg
. - n=
0 10 20 30 40 50
[stratification factors | + Primary endpoint: DFS (ITT population)
) :‘iu%bf; gf 1";:5 feseoted s I:g]l?z' ‘i:’g%,p,r " . Key secondary endpoint: OS (ITT population) Months
- Prior NAC (Yes vs No) - PD-L1 status? - Exploratory analyses: Biomarkers including PD-L1 status
+ LN status (+ vs —) (IC0/1 vs IC2/3) . Safety
1.004
TU ctDNA(-): 63%
. > 0.75- HR, 1.31 (95% CI: 0.77, 2.23)
Did not meet PP . g -
: DFS ...benefit with atezolizumab 2 p=032
primary c =
dooint. b observed in ctDNA+ pts & 0.50- CDNALEE: 37%
endpoint, but... = HR, 0.59 (95% Cl: 0.41, 0.86)
3 P=0.0059
0.25+
> — n=116
O —— n=98
n=184
0.001 n=183
0 10 20 30 40 50
IMvigor011 (NCT04660344) Months

E] Cleveland Clinic 1. Powles T. Nature. 2021. 2. Powles T. Eur Urol. 2024.



IMvigor011

IMvigor011: A phase 3, international, randomized trial (NCT04660344)

Screening

~

\

High-risk MIBC
(y)pT2—-T4a NO MO or (y)pTO-T4a N+ MO
at cystectomy
Received or did not receive prior NAC
Eligible or not eligible for AC
Cystectomy within past 6-24 weeks with no
evidence of residual disease
No known PD-L1 status for adjuvant
therapy
Available tumour sample for PD-L1 statusa
and WES and matched blood sample

4

Primary endpoint:
. Investigator-assessed DFS
Key secondary endpoint:
oS

Surveillance Treatment Follow-Up

Atezolizumab
x 1

ctDNA+

WV

i

Serial plasmg
collection and
radiographic

Treatment
Follow-Up

s Placebo
x 1

Primary
analysis
population

8/18/2025: DFS and OS
positive in ctDNA+ pts treated
with atezolizumab vs placebo

(press release)

imaging q12
for up to 12 mp

post-cystectonly Radiographic Survival follow-up
ctDNA— imaging gém for 2 y gém for 2 y

Surveillance
group

ctDNA- definition:

.| Disease-free status at baseline

«| 21 ctDNA- result and no ctDNA+ result

«| 21 post-baseline diseases assessment

.| Completed 212 mo of surveillance post-cystectomy

or discontinued surveillance <12 mo with no ctDNA+ result

ClinicalTrials.gov ID, NCT04660344. Stratification factors were nodal status (positive vs negative), tumour stage after cystectomy (s(y)pT2 vs
(y)pT3/(y)pT4), PD-L1 IHC status (IHC score of IC0/1 vs IC2/3 by VENTANA SP142 |[HC assay) and time from cystectomy to first ctDNA+ sample (20
weeks vs >20 weeks). AC, adjuvant chemotherapy; IHC, immunohistochemistry; NAC, neoadjuvant chemotherapy; OS, overall survival; gém, every 6
months; q12w, every 12 weeks; WES, whole-exome sequencing. aPD-L1 status was determined by the VENTANA SP142 IHC assay.

EAU 2024: analysis of
ctDNA- pts on surveillance
* Median f/u: 16.3 mos

 DFSat12 mos:92%
e DFS at 18 mos: 88%

e (OSatl12 mos: 100%
e OSat18 mos: 98%

Cleveland Clinic

Powles T. EAU 2024.




ctDNA IN NIAGARA

Neoadjuvant
Q3W, 4 cycles

Durvalumab arm
N=533

R Durvalumab
Gemcitabine + cisplatin

Plasma

samples
analyzed

creening/

S
c

Adjuvant
Q4W, 8 cycles

Durvalumab

C1D1 I

Baseline

Radical cystectomy

N=530
Comparator arm

g Gemcitabine + cisplatin

No treatment

- :
! 460 pts in the baseline BEP®
I

BEPs in this analysis e
1

! 345 pts in the post-RC BEP
|
: I

ctDNA+
ctDNA-

BEP

Durvalumab

Comparator

* Planned exploratory analysis of longitudinal
Signatera tumor-informed ctDNA

* Baseline ctDNA+ in biomarker evaluable population
(BEP): 57%

* ctDNA+ rates decreased after neoadjuvant
treatment and radical cystectomy

* ctDNA status was strongly prognostic for outcomes

Post-RC

VA o
31/345
' 10%
18/184
' 8%
13/161

Baseline Pre-RC

§— Neoadjuvant §
57% B
260/4602 94/422
58% 19%
137/236 40/215
55% B 25
1231224

Adjuvant

>
=
(=]
-—
(&
[<b]
-—
w
=
(&)
©
=
]
(30
o

541207
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ctDNA IN NIAGARA

Baseline ctDNA was prognostic for EFS

EFS (combined arms)

0.8

0.6

04 4

Probability of EFS

024

U T T T

ctDNA-
ctDNA+

T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Time from randomization (months)
No. of patients at risk

cfDMA- 200 197 185 180 174 162 160 158 153 150 146 131 127 104 95 76 60 48 20 10 A
ciDNA+ 260 253 233 206 188 170 156 145 143 135 134 114 105 83 72 61 47 33 16 13 2

ctDNA-vs ctDNA+  HR, 0.42 (95% Cl, 0.30-0.60)

+ BEP baseline ctDNA+ = 57%

Probability of EFS

ctDNA- D+NAC
cDNA-NAC 101 98 94 89 86 78 77 76
cADNA+ D+NAC
ADNA+ NAG

Perioperative D+NAC provided EFS benefit
regardless of baseline ctDNA status

EFS (per arm)

10 cogmeeg g
08 _L——__;L_‘__ R iditom it iy ~ RN ] T
AR Ry

Ve en+ —ms - CIDNA-
"% ctDNA+
. ctDNA+
02{ D+NAC

NAC

’ 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60

Time from randomization (months)

No. of patients at risk

99 99 91 91 88 B84 83 82 80 F9 77 69 66 55 BH1 39 35 29
73 71 69 62 61 49 44 37 25 19
137 133 126 113 103 91 85 79 78 75 75 69 63 49 42 35 26

oJd 0 o
123 120 107 93 85 79 71 66 65 60 59 45 42 34 30 26 21 16

=
LL‘J-\-II‘J');
@0 en el =
R e =

ctDNA-: D+NAC vs NAC  HR, 0.45 (95% Cl, 0.24-0.84)

ctDNA+: D+NACvs NAC  HR, 0.73 (95% ClI, 0.51-1.05)

Durvalumab arm = D+NAC; Comparator atm = NAC

T 3 Cleveland Clinic

Powles T. ASCO 2025. Abstract 4503.



ctDNA IN NIAGARA

ctDNA clearance after neoadjuvant therapy and before cystectomy was higher in the
Durvalumab arm and was associated with improved EFS

ctDNA clearance from baseline
to pre-cystectomy

80 1

70%

57%

60

40

Proportion of patients with
ctDNA clearance (%)

20 A

Durvalumab
(N=126)

Patients that were ctDNA+ at baseline and
had a pre-RC ctDNA sample

Comparator
(N=111)

1.0

0.8

06 -

04 +

Probability of EFS

02 -

EFS in the baseline ctDNA+ population that
did or did not clear ctDNA pre-cystectomy (combined arms)

ctDNA
clearance

Persistent
ctDNA+

3 6 9 12 16 18 2 24 27 30 33 36 39 42 45 48 H1 b4 57 60

Time from randomization (months)

No. of patients at risk

ciOMNA dearance 151 151
Persistent ctDNA+ 86

142 136 132 122 116 108 107 101 100 85 76 59 53 45 34 23 10
84 78 58 46 38 32 28 28 26 26 22 22 19 15 13 10 8 5

ctDNA clearance vs persistent ctDNA+

HR, 0.32 (95% Cl, 0.22-0.47)

- BEP with baseline ctDNA+ and evaluable sample pre-RC = 237 patients

T 3 Cleveland Clinic

Powles T. ASCO 2025. Abstract 4503.



ctDNA IN NIAGARA

Pre-RC ctDNA-
Combined arms, N=315 (78%)

Patients with ctDNA- post-cystectomy derived DFS benefit from
D+NAC irrespective of pathologic response status

Non-pCR
49%
DFS in the ctDNA- population (per arm)
Proportion of patients (%)
Pre-RC ctDNA- BEP and had RC g
ctDNA- status was not associated with pCR z S —-—+ non-pCR
B
E 04
Pre-RC ctDNA+
Combined arms, N=89 (22%) =
PCR “ 1 D+NAC
8% NAC
D T T T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 24 24 277 30 3 3B 39 42 45 48 51 54 8]
Non—pCR Time from radical cystectorny (months)
97% No. of patients at risk

¢ pCRO+NAC 66 66 66 65 65 64 63 63 63 60 53 48 38 26 23 13 12 2 2 0
pCRMNAC 59 59 59 58 55 54 52 50 49 49 4 38 30 22 22 13 1 3 3 0
non-pCR D+NAC 62 62 60 57 55 52 50 a7 45 45 42 39 33 23 22 15 15 4 4 0
nonpCR NACG 66 65 63 59 55 52 49 a7 43 39 33 32 25 18 17 10 9 3 3 1

pCR: D+NAC vs NAC HR, 0.42 (95% ClI, 0.16-1.12)
Non-pCR: D+NAC vs NAC HR, 0.54 (95% Cl, 0.28-1.03)

Proportion of patients (%) Durvalumab arm = D+NAC; Comparator am = NAC
Pre-RC ctDNA+ BEP and had RC

ctDNA+ status was highly correlated with non-pCR

E: Cleveland Clinic Powles T. ASCO 2025. Abstract 4503.



THE EMERGING ROLE OF ctDNA IN MIUC

Domain Emerging themes

Practice implications

Prognostic value  Pre-RC or post-RC ctDNA+ status signals high
relapse risk; clearance correlates with better
outcomes

Predictive value  PENDING IMvigor011 prospective data to
for 10 validate DFS/OS benefit in ctDNA+;
persistently ctDNA- do well with surveillance

Perioperative NIAGARA improves EFS/OS in cis-eligible
integration MIUC; 10 improves ctDNA clearance and
retains benefit across ctDNA strata

Operations & Assay timing/thresholds vary; false negatives
caveats occur; outcomes maturing; logistics evolving

Intensify adjuvant therapy & surveillance for
ctDNA+; use kinetics to monitor response

PENDING IMvigor011 data: Adopt ctDNA-
guided adjuvant IO for ctDNA+; consider de-
escalation (surveillance) in consistently
ctDNA- with shared decision-making

Support perioperative 10 + chemo as a
standard backbone in cis-eligible pts; use
ctDNA to flag persistent risk

Standardize testing timepoints (baseline, pre-
RC, post-RC); combine with clinicopathologic
risk; maintain imaging even if ctDNA-

T 3 Cleveland Clinic




OUTLINE

‘ Epidemiology & state of the field in 2025

‘ Locally advanced/metastatic urothelial carcinoma (La/mUC)

‘ Muscle-invasive urothelial carcinoma (MIUC)

‘ The emerging role of ctDNA & risk-adaptive strategies

> Future directions & summary
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FUTURE DIRECTIONS

 Optimizing treatment sequence after EV+P and perioperative 10

* Risk-adaptive trials using clinical and molecular biomarkers to refine patient
selection and guide personalized de-escalation and escalation strategies

* Defining the role of consolidative surgery or radiation in La/mUC disease states

* Improving therapeutic options and outcomes in histologic subtypes

T 3 Cleveland Clinic



SEQUENCING AFTER EV+P

SCENARIO 1

SCENARIO 2

*Median DoR in Phase Il BLC2001

Gemcitabine +
platinum
(4-6 cycles)

Erdafitinib
(FGFR3 alt)

Trastuzumab

deruxtecan
(HER2 IHC 3+)

Erdafitinib
(FGFR3 alt)
Trastuzumab
deruxtecan

(HER2 IHC 3+)

Gemcitabine +
platinum
(4-6 cycles)

Gemcitabine + Trastuzumab
platinum deruxtecan
(EV-302 Erdafitinib (DESTINY-
control arm)! | (THOR Cohort 1)? PanTumor002)3
56%
0, 0,
ORR 44% 46% (IHC 3+)
DoR 7.0 5.6* 8.7
Median PFS, 6.3 56 74
mos
Median OS, 15.9 12.1 13.4
mos

Erdafitinib
(FGFR3 alt)
Trastuzumab
deruxtecan
(HER2 IHC 3+)

* |Isthere arole for 10 rechallenge if
PD on prior 10?

* Does time since last 10 matter?
* Does intervening regimen matter?

Maintenance * Toxicities with different sequences?
avelumab?

e Mechanisms of resistance?

T 3 Cleveland Clinic

1. Powles T. Ann Oncol. 2025. 2. Loriot Y. N Engl J Med. 2023. 3. Meric-Bernstam F. J Clin Oncol. 2024.




SEQUENCING AFTER PERIOPERATIVE IO

* Neoadjuvant cisplatin-based chemotherapy within the preceding 12 months? If so, do we move straight to EV? Erdafitinib?
* Does timing of disease progression matter? (While on adjuvant I0? Within < 12 or > 12 months of completion?)
* Isthere arole for 10 rechallenge?

2L+ La/mUC
EV + pembro
1L La/mUC =
/ Erdafitinib
(FGFR3 alt)
<O
- Cisplatin- Gemcitabine + Trastuzumab deruxtecan
¢ C\S . . . . (HER2 IHC 3+)
aN eligible cisplatin (4-6 cycles) »
Perioperative s + nivolumab? o”“"’o Maintenance 10
10 (nivolumab or avelumab)?

EV + pembrolizumab EV + pembro
Erdafitinib
(FGFR3 alt)

Trastuzumab deruxtecan
(HER2 IHC 3+)

Platinum rechallenge?

Erdafitinib
(FGFR3 alt)

[3 Cleveland Clinic



SELECT RISK-ADAPTIVE PERIOPERATIVE TRIALS IN MIUC

A031701
NCT03609216

A0327 103 ( M O D E R N ) cT2-T4aNO Gemcitabine 2500 mg/m2D1| Every 14 TS e
 bladder cancer Cisplatin 35 mg/m2D1,2 | days DDR del [ rzspon” —_— s:ari:;
NCT05987241 diagnosed by TURBT 6 cycles over 12 weeks alteration
Seamless phase 2/3 59 patients »T1 -
Radical
el =
d | ) . response Cystectomy
Post Radical Surgery Arm 1 i 7 z <
Nivolumab Investigator’s choice of || || . B
+  Cystectomy D e chemotherapy Genetic Sequencing of TURBT ChemoRT
. Nephroureterectomy Cohort A L )
: U reterecto mv ctDNA(+) Phase 2 endpoint: Phase 3 endpoint: :
int: int:
—> CtDNA clearzonce —> Overall Survpign\ DDR wt Radical
e itabi 2 Cystectom:
>ypT2 and/or ypN+ Nivolumab ) gfs’:&abj’%e"':g?:];‘l‘ﬁ’m D1,8 EVEW 2 187 patients \ Ld ¥
after neoadjuvant + ays
therapy Relatlimab P I . G | 4 cycles over 12 weeks ChemoRT
8 : c Amz | x 12 cycles ) .G, lyer
or ® 2
L £ Phase 3 non-inferiori
=pT3 and or pN+ E,’ -g, ase 3 norvinferiority
without prior & $ s
neoadjuvant e B Arm 3 i Maijor Inclusion Criteria: Rt ReH e
therapy S T s TSL'I‘«I) . o
 therapy and x12 cycles = cl2 T —
c|sp|at|n—|ne_llg|ble Y - Predominant Urothelial ;:;?:7:;0 SURVEILLANCE
or -refusing - Carcinoma of Bladder
—_— ) ) - ECOG 01 cTa OR cTis OR Intravesical Tx
T Endpoint: Disease-free survival <T1 OR positive OR
Cohort B mmgll cvtology OR cTO 5 Chemo-RT
ctDNA(-) Detectable R ETA I N - 2 Nivolumab X 3 but mut_ation o
Surveillance c—ptDNA Nivolumab #1 ot negative
Ama HilZcycies NCT04506554 1 , Chemo-RT
ysician Choose OR
. NGS (Caris): Mutation Cystectomy
P | . M . G a | S ky positive defined as
alterations in: — —
ATM, RB1, ERCC2

Metastasis-free survival (MFS) is defined as the absence of a Primary endpt:
recurrence of urothelial carcinoma that is >cN1 (more than one 2-yr Metastasis-free survival
. clinically suspicious pelvic lymph node) or surgically unresectable Follow-up: 5 years
PI : P, G hata I 1a local recurrence (e.g., >cT4a) or M1 disease).

T 3 Cleveland Clinic



SUMMARY: UROTHELIAL CANCERS IN 2025

EV + pembrolizumab established as SOC in 1L La/mUC; long-term data reinforce durability

Perioperative chemo + 10 remains the SOC for MIUC, but ADC + IO regimens and ctDNA-guided strategies
are poised to reshape MIUC care soon = downstream implications on La/mUC treatment

Integration of NGS + ctDNA collection into multidisciplinary workflows is essential for personalized care

Treatment regimens & their associated toxicities are increasingly complex & shifting to earlier treatment
settings = proactive management & multidisciplinary collaboration are crucial

Optimal therapy sequence decisions should be patient-centric with consideration of prior therapies,
potential toxicities, and patient- and disease-related factors

Clinical trials in refractory treatment settings and in histologic subtypes remain key unmet needs for
improving outcomes

T 3 Cleveland Clinic
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