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Recent Advances in Perioperative [reatment:
EV+ICI Combinations Will Likely be Used Earlier

KEYNOTE-8661 Pembrolizumab + GC
CISPLATIN

ELIGIBLE
KEYNOTE-B15/EV-3042 Pembrolizumab + EV

ENERGIZE* Nivolumab + GC

1. NCT03924856. 2. NCT04700124. 3. NCT03732677. 4. NCT03661320. EV: Enfortumab vedotin

5. NCT03924895. 6. NCT04960709. 7. NCT04871529. GC: Gemcitabine/cisplatin
RC: Radical cystectomy
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What is the Next Treatment After EV+P for Pateints with
mUC Who Need It?

No prospective data currently
Retrospective data emerging
Treatment context matters

Distinction between prior exposure
to EV+P and progression on EV+P?

Y @koshking5s * @vadimkoshkin.bsky.social



Patients with Prior EV/P Exposure and/or Progression

Perioperative
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Options Oncologists Prefer After EV/P: Survey Outcomes

Question: If a patient has progression
on first-line Enfortumab vedotin +
Pembrolizumab, how likely are you to

2L Treatment after EVP

Somewhat or Somewhat or
very likely to very unlikely

use, % (n)

to use, % (n)

give each of the following options as Gemcitabine + Cisplatin + 11 (8) 80 (57)
second-line treatment? Nivolumab
PBC with switch maintenance ICI 31 (22) 62 (44)
- Survey responses received from 71 of PBC without switch maintenance 77 (55) 13 (9)
227 (31%) bladder-focused oncologists ICI
. Erdafitinib for_ FGFR3-altered 87 (62) 7(5)
« After progression on EV/Pembro, most patients
oncologists favored platinum-based N .
chemotherapy (PBC) without ICI ICl-combination trial 54 (38) 35 (25)
switch maintenance, or erdafitinib (in Non-ICl trial 80 (57) 8 (6)
FGFR3:-aItered tumors) as 2L Continue EVP for progression in 1-
therapies 2 sites after using local therapy 83 (59) 8 (6)
+ For 2L clinical trials, more oncologists (e.g. radiation)
favored non-ICI containing regimens Sacituzumab* 56 (40) 30 (21)

Chablani et al. ASCO GU 2025 WP @koshkings Y€ @vadimkoshkin.bsky.social



More Expert Opinlonm

Frist line therapy Subsequent therapy

HER-2/FGFR negative or prior targeted therapy

Enfortumab vedotin and

pembrolizumab ‘ Platinum chemotherapy Uromigos score 2.8 ‘

Uromigos score 3.0 . " I
tPD (in biomarker positives)
(" HER-2/FGFR biomarker positive ) I
Immune checkpoint inhibitor TDXD in HER-2+ve Uromigos score 2.9 PD
in ADC/chemo ineligible Platinum chemotherapy Uromigos 2.4 I
eSS L2 Erdafitinib in FGFR3+ve Uromigos score 2.1
. .

: Treatments with scores <1.75 and not included Other chemotherapy
= e [pUifeEe | SEMERTe 15t line platinum chemotherapy with sequenced avelumab
2 Potentially inferior and/or Uromigos score 1.5
reasonable option 15t line platinum chemo with concurrent nivolumab Uromigos
1 limited role score 1.4
0 avoid Sacituzumab Govitecan 3" line Uromigos score 0.7

Slide Courtesy of Tom Powles



Platinum-Based Chemotherapy Fo

Among 236 patients treated at MSKCC with 1L EV+P from
10/2018-12/2024, 62 received any subsequent treatment

46 patients (74%) received platinum-based chemo

1 Progressed (3)

u
Maintenance Avelumab (9)
Cisplatin (12)

D

No Maintenance (25)
Carboplatin (34)
EVIP (62)
I Progressed (9)
-
SG(6)
-
TDxd (3) I Progressed (3)
Erdafitinib (2)
Ciinical trial (5)

Any platinum

Carboplatin

1 Progressed (3)

fsco

Ongoing (12)

I coinical trial (4)
B T0xd (3)
Il other(3)

I Excstitinit (4)

w= Other (1)
== Clinical trial (1)

Ongoing (3)
M Carboplatin (2)

Cisplatin

N=46 N=34 N=12

Best response CR 2 (4.4%) 2(5.9%) 0 (0%)

PR 20 (44%) 14 (41%) 6 (55%)

sD 9 (20%) 8 (24%) 1(9.1%)

PD 14 (31%) 10 (29%) 4(36%)

Unknown 1 0 1
ORR (95% Cl) 49% (34%, 64%) 47% (30%, 65%) 55% (23%, 83%)
Median DOR months (95% C1) 456 (3.6,7.7) 38(29,-) 5.7 (4.6,-)
Median PFS months (95% Cl) 46 (3.6,5.7) 4.6 (3.6, 6.6) 5.7(24,-)
Median 0S months (95% Cl) 11(9.7,17) 10(9.7,-) 11(456,-)
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MSKCC
(New York, USA)

Samsung
Medical Center
(Seoul, S Korea)

ective Data

Dana Farber
Cancer
Institute
(Boston, USA)

Patients (N) with EV/P in 1L 236 37 101
Patients (N) with platinum-
based chemotherapy (PBC) in 46 10 13
2L

. 48% 10%
ORR with PBC (2 CR, 20 PR) (1 PR) N/A
Clinical benefit rate with PBC 66% 40% 55%
(CR,PR,SD) (2 CR, 20 PR, 9 SD) (1 PR, 3SD) °
Median PFS 4.6 months 3.4 months N/A
Median OS 11.0 months 8.0 months N/A

Sternschuss et al. ASCO 2025, Galera et al. ASCO 2025 ePoster,
Kim et al. ASCO GU 2025
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Trastuzumab Deruxtecan in Treatment-Refractory Patients (HER2-Positive)

DESTINY-PanTumor02: Phase 2 Study of Trastuzumab deruxtecan Monotherapy in HER2-Expressing (IHC
2+/3+) Patients With 1+ Prior Lines of Treatment

100 - Bladder All IHC 3+ IHC 2+
Cohort (n=41) (n=16) (n=20)
90 o
— Investigator-

. 80 750 assessed 39% 56% 35%
£ 70 ORR
« - Median PFS
601 53 23 eaantts, 7o 7.4 7.8
o — mos
= 504 .
)
£ e Median OS, 128 13.4 13.1
= 40 368 3.0 mos
‘-E ke 6.0
0 304
© 20 + + o+ ‘

2 0 5 0 {

. I 3 I I
104 2{ . o 53 !
Bz |z 0 i 0 . 4
s = APPROVED V/
n= 40 13 17 0 § 20 0 1 19 a1 16 20 41 16 4 B 2 19
Endometrial Cervical Ovarian Bladder BTC Pancreatic For HER2-positive (IHC 3+) tumors

Meric-Bernstam et al. JCO 2024 W @koshkings € @vadimkoshkin.bsky.social



HER2 Expression in Advanced Urothelial Cancer

Standardized testing with immunohistochemistry 1001 2 HCO = HC 1+ = IHC 2+ = IHC 3+
(IHC) assay in a large, commercially sourced,
global cohort of tumor samples with advanced ) 80
primary or mUC (N=2024) v
D 60 -
Q.
S
: : o 40
= 13% with IHC 3+ HER2 expression O
)
- Current FDA approval for trastuzumab deruxtecan 20 -
0 E
= >50% with HER2 expression (1+, 2+, 3+) Primary Metastatic
- Potential benefit with HER2-targeted therapy (n =1,968) (n = 56)

Koshkin et al. JCO PO 2025 Y @koshking5s “ @vadimkoshkin.bsky.social



FGFR3-Altered Patients: THOR Trial of Erdafitini

vs Chemotherapy in

Pretreated Patients With mUC and FGFR3 Alterations

= Unresectable or

mUC
= Confirmed

progression on/after
1-2 prior therapies

= Select FGFR

aberrations

- OS (Primary Endpoint) — Cohort 1

No. of Deaths/  Median Overall
No. of Patients  Survival (95% Cl)

904
804
704
60+
504----———- -
40+
304

Percentage of Patients Alive

104

20+ Chemotherapy

Cohort 1
Prior treatment wit
PD-1/PD-L1 Inhibitor

I Arm A: Erdafitinib

Arm B: Docetaxel or vinflunine

Cohort 2
No prior treatment with
PD-1/PD-L1 Inhibitor

Erdafitinib
Chemotherapy

77/136

Erdafitinib 78/130

P=0.005

No. at Risk
(no. with censored data)
Erdafitinib 136 117 97 74
(0) (10) (20) (25) (

Chemotherapy 130 87 66 43

Loriot et al. NEJM, 2023

T T T T T T T T T T T T T 1
12 15 18 21 24 27 30 33 36 39 42 45 48 51
Months

4 35 2517 15 9 5 3 3 2 2 2 1 0

mo

12.1 (103-16.4)
7.8 (65-11.1)

Hazard ratio for death, 0.64
(95% CI, 0.47-0.88)

35) (39) (44) (47) (48) (52) (55) (56) (56) (57) (57) (57) (58) (59)
30 1813 9 83 2 2 1 0 0 0 0 0

(0) (17) (25) (30) (35) (41) (45) (47) (47) (49) (50) (50) (51) (52} (52) (52) (52) (52)
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I Arm A: Erdafitinib

Arm B: Pembrolizumab

Erdafitinib Chemo

ORR (INV), % 45.6
CR 6.6
PR 39.0

mPFS, months 5.6

(95% Cl) (4.4-5.7)

11.5
0.8
10.8

2.7
(1.8-3.7)

Primary endpoint: OS
Secondary endpoints:

DOR, ORR, PFS, PK,
PROs, safety

Erdafitinib now indicated
for patients with la/mUC
and susceptible FGFR3
alterations whose
disease has progressed
after at least one line of
prior systemic therapy




Metastatic Urothelial Carcinoma Treamm an!scape in 2025
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Registrational

|ZABRIGHT-Bladder01 TROPION-Urothelial03 (TUO03)
(HER3/EGFR ADC) (TROP2 ADC)

Phase 2 Part Phase 3 Part
- Iza-Bren m
- 2.0 mg/kg _ )
= D1D8Q3W = Iza-Bren Dato-DXd (6 mg/kg)+ LS
z Dose 3 at selected dose 3 Cisplatin or Carboplatin? © 0s
2 Iza-Bren election]} | 2 2 Q3W (n=285) * PFSbyBICR
= =
< 2.5 mg/kg N s _ Secondary
= ; s €T - PFS by Investigator
D1D8Q3W b £ )
= o s+ ORR by BICR and Investigator
8 % Carbo/Cis + = DoR by BICR and Investigator
4 Carbo/Cis + é Gemcitabine -3 Cisplatin + Gemcitabine + TTR by BICR and Investigator
é Gemcitabine or - DCR by BICR and Investigator
Carboplatin + Gemcitabine3 LB
Q3W (n=285) + TEAEs and Safety

Study design schema of IZABRIGHT-Bladder01: Dual primary endpoints of OS & PFS Immunogenicity

MK2870-031
(TROP2 ADC)

Arm1 Sacituzumab Tirumotecan
Key Eligibility Criteria: 4mg/kg 2w g
. |a/mUC Continue until PD or other D/C criteria
+ Received prior PD-1/L1 PfOSIcIttreatrT}ent
therapy, prior platinum-  [N=600 o ov;—up or
based chemotherapy, and safety,
EV if available in their efficacy, alnd
region Investigator’s Choice Non- SHIVve
« ECOGPSO0-1 Arm2 | Platinum Chemotherapy q3w
(docetaxel 75 mg/m, paclitaxel 175 [~/
mg/m2, or vinflunine? 320 mg/m2)
Continue until PD or other D/C criteria

Stratification Factors: Primary Endpoint: 0S

« Presence of liver metastases (yes vs no) P
« Prior treatment with EV (yes vs no) Key Secondary Endpoint: PFS (INV), OR (INV)

+ Geographic region (US vs Europe vs ROW) Other Secondary Endpoints: DOR, safety, QoL

Y @koshking5s “@vadimkoshkin.bsky.social



Other Investigational Agents in Post-EV+P ce

. Alternate Nectin-4 Combinations for ICI
e Targeted Therapies Rechallenge

 HER2-Targeted: * Nectin4-Targeted * Pembrolizumab +
(Disitamab Vedotin) ADCs (Topo1 Payload Nectin4d ADC (Topo1
- Next-generation or Others) Payload)
FGFR3-inhibitors * Nectin4-Targeted RLT * Pembrolizumab + SG
 Dual-targeting ADCs * Bispecific Antibody
(Nectind/Trop2) (Nectin4/CD28) +

Pembrolizumab

9 @koshkings € @vadimkoshkin.bsky.social
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Role for Rechallenge with EV +/- P or Similar Agents

« Which patients can be rechallenged successfully?
How relevant is time from prior treatment?

* Role for Rechallenge with Nectin4 Targeting Drugs?
« Which patients can be rechallenged with ICI?

* Role for retrospective studies and future clinical trials
to answer these questions?

3P @koshkings ¢ @vadimkoshkin.bsky.social
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Other Options for Patients Who Have Not Progressed on EV-
Based Treatment?

Perioperative
Space

/

\-
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\
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J
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o
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. J
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N
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s N\
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W @koshkings € @vadimkoshkin.bsky.social

( Optimal Population for )

Rechallenge with EV+P
or
Either Agent?

.

Population to
Rechallenge with EV or
Nectin4-Targeting Drugs?




echallenge with Pem umab-

Based Regimens

Post-Hoc Analysis of KEYNOTE Pembrolizumab Trials
(KEYNOTE-045, KEYNOTE-052, KEYNOTE-361)

+ Patients with CR or completing full course of treatment (35
cycles; 2 years) could stop Pembrolizumab

*  Could then be rechallenged if PD occurred off treatment

KEYNOTE-052 _ KEYNOTE-045 a2

49 patients were retreated with Pembro and analyzed ———
* Median treatment-free interval: 10.7 months -
 Retreatment ORR: 41%, DCR: 82% . P
* Median time to response: 2 months g .-
«  From start of retreatment: : I
— Median PFS: 9.5 months e %, o, "
— Median OS: 25.7 months — — e _ B R
— Median DOR (for responders): 14.0 months T " onths since nksion of the irstcourse restment

[ Retreatment BOR2CR ABOR2PR <{BOR2SD OPD in retreatment Treatment-free interval

» Pembrolizumab rechallenge is effective for patients with prior clinical benefit on Pembrolizumab-based regimens
» This is a highly selected patient population; approach for all patients is unclear

Koshkin et al. Eur Urol 2024 ’@koshkinSS " @vadimkoshkin.bsky.social



EV+Pembrolizumab Treatment after Prior ICI

C UNITE Study O
- Retrospective cohort study EV+Pembrolizumab: Treatment and Survival Outcomes (n=43)

y Inv_estigatipg outcomes of . 202 Patients From 14 sites Median Follow Up 14 months
patients with mUQ treated with *  Subset of 43 patients
targeted agents, including EV- who previously Median Overall Survival 15.4 mos (95% Cl: 8.7 — NR)

based combinations - -
+ Over 17 sites and 900 patients in Median Progression-Free
K the United States j Survival

Observed Response Rate 48% (95% Cl: 31 - 66) [16/33]

received ICI
6.9 mos (95% Cl: 3.91-12.2)

Disease Control Rate 79% (95% CI: 65 - 93) [26/33]

(CR/PR/SD)
Observed Response Rate (%)
45
40
35
30
; I
20
18 .
10
5
0
CR PR SD PD

Jindal et al. ASCO GU 2025 y¥ @koshking5 “ @vadimkoshkin.bsky.social



an We Rechalle
Mechanisms of Resistance to EV

Enfortumab vedotin ——
1° or 2° refractory

hMAE

MNectin-4
Downregulatmn

of nectin-4
expression

ﬂ') ’i‘ 2,..;; ?

&
- 0r } {

MDR upregulation '
to export MMAE

Tubulin with

‘. * TESISWHCE 1o
MMAE
tu tHJIln l irtraceliLiar space

2° refractory

Slide c/o Ali Khaki Jang & Brown. Explor Target Antitumor Ther 2025



NECTINA4 is retained in EV-resistant ce

uggesting that

switching of treatment modalities is a viable approach

c e~ RT112-Parental + Vehicle -+ RT112-EV Res. + Vehicle Jre
a b 2 100 -8~ RT112-Parental + EVdmg/kg % RT112-EV Res. + EV 4mglkg
1 h —

§ = o RT112-Parental &~ 2000
EV . (=) surviving . 2 \ E
= = = el E 0.75- . -+ RT112EVRes. £
K H%g — et — | — % =5 i 8 deDOO““! = 1500+
. = z ) - g 0.50 — E
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\ s =
Cells RT112-2F-2 2 g 5004
0.00 T T g 5
0 1 10 100 g le=t : : —
Enfortumab Vedotin (ua/ml) 1 7 14 21 28 34

Days post IV Injection

NECTIN4 Targeted CAR T's retain activity against EV-resistant cells

a +EV b +N4 CAR2

—+— RT112-EV Res. + Nontransduced T Cells (n=4)
~¥- RT112-EV Res + NECTIN4-CAR T Cells (n=3)

EV + RT112-Parental NECTIN4-CAR-2 T Cells
+ RT112-Parental
: =15 =*] - sET=12 C
anti-NECTIN4 5 E l=ooe
= —=— 10 pg/ml = T =2
VH 3 12 3 5] —-— E:T =2:1 ) B
Parental E 2 B == S e a sy — 2000
= - @
E 2 - Z 14 E
= o e 2 ] E 4500
0. 24 48 T2 26 120 o 12 24 36 48 60 72 (]
Hours Hosiis 5 1000
EV + RT112-EV Resistant NECTIN4A-CAR-2 T Cells 'g
& P + RT112-EV Res. ‘5 500
E = ‘5 7 - ET=12 :E’
Enfortumab = 2 e i F
. K B 5 4 = ET=2:1 0
Vedotin ~ NECTIN4-CAR-2 EVR ok € =l
- A 1 i = Y
E 2 £ 1+ e
21 =2 T ““‘-
o

T T T T T -
O 12 24 36 48 60 72
Hours

Chang, Chou et al, Nat Communications, 2025 9 @koshking5s

T T T T T T T T T T T
13 6101317192427 3134
Days post IV Injection
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NECTIN4 Expression is Retained in Biopsies Following EV

Treatment
a p = 0.0308 b
— Post-EV
300 - -,:.- -_-;_- 300+

o . o AT , o ~
5 T S ,, ey e .
@ 2004 . 9 2004 ANl - S, il &
T . I Lo e Ly N IR )
<t <t : ; "L T e o 2
Z . E ,,-._' "H’. A 3 )™ v o, = :
5 100+ 5 100~ / -:.' > i e e s gl
= g ey T - Sh Y

0- . 0 s NECTING i = S

I T 1 3 g e B 0 -~ 2w 2 =
Pre Post Pre Post

Rationale for Rechallenging with Nectin4-Targeting
Agents after Progression on EV+Pembrolizumab

Clo: Carissa Chu, David Solit Hikmat Al-Ahmadie, Jonathan Rosenberg, Jon Chou ’@koshkinSS “ @vadimkoshkin.bsky.social



Future Trials Targeting Nectin4

RNDO-564: CD28/Nectin-4
Bispecific antibody

[2°Ac]Ac-AKY-1189: RLT
targeting Nectin-4

Next generation Nectin4
Targeting ADCs

Nectin4 Targeting ADCs with
Topo1 Payload

Chimeric Antigen
Receptor (CAR) T

Bispecific T cell
Engager (BiTE)

H H A lV' :
Radioligand %\ .
Therapies Nectin4

Nectin4/TROP2 Dual-Targeting
ADC (Topo1 Payload): AVZO-103

Slide image c/o Jon Chou y@koshkin85

Q?\

Antibody-Drug i%= Necting
Conjugate (ADC) s

Bladder Cancer Cell
" @vadimkoshkin.bsky.social
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Summary

»EV + Pembrolizumab is becoming the key regimen for patients with aUC
»Moving earlier to perioperative setting

» Creates important questions regarding treatment space following EV+P
»Heterogeneous patient populations requiring personalized approaches

»Roles for novel and targeted agents, clinical trials and potential for
treatment rechallenge in selected patients

y¥ @koshking5 “ @vadimkoshkin.bsky.social



Thank you!
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