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Objectives

• Review of Urothel ia l Treatment Landscape & 1 st Line Treatment Data

• Impact from Locally Advanced and Perioperat ive Systemic Approaches

• Subsequent & Novel Systemic Therapy Options Post EV
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EV-302/KEYNOTE-A39 Design and Updates: ASCO 2026

T hi s  a na l ys i s  ev al u a ted  ef f i ca cy  an d  sa fety  ou tc om es  i n  th e IT T po pu l a t i on  ( m ed i an  fo l l o w - u p  of  4 2. 8 mo n th s)

‒Additionally, exploratory subgroup analyses evaluated outcomes in patients who achieved CR (directly or after PR) 
as well as in patients treated with EV+P for a DOT >1 or 2 years

P o w l e s ,  T.  A S C O  20 26

ClinicalTrials.gov ID, NCT04223856. 
BICR, blinded independent central review; CPS, combined positive score; DOR, duration of response; DOT, duration of treatment; ECOG PS, Eastern Cooperative Oncology Group performance status; EV, enfortumab vedotin; GFR, glomerular 

filtration rate; INV, investigator; IV, intravenously; ITT, intention to treat; NYHA, New York Heart Association; ORR, objective response rate; OS, overall survival; P, pembrolizumab; PD-(L)1, programmed death (ligand) 1; PFS, progression-free 

survival; RECIST, Response Evaluation Criteria in Solid Tumors. 
aMeasured by Cockcroft-Gault formula, Modification of Diet in Renal Disease, or 24-hour urine; bPatients with an ECOG PS of 2 were required to also meet additional criteria: hemoglobin ≥10 g/dL and GFR ≥50 mL/min but may not have NYHA 

class III heart failure. cPatients received 3-week cycles of EV (1.25 mg/kg IV) on Days 1 and 8 and P (200 mg IV) on Day 1. No maximum number of treatment cycles for EV; maximum of 35 cycles for P. dTreatment until progression by BICR, clinical 
progression, unacceptable toxicity, or if applicable, maximum cycles. eCisplatin eligibility and assignment/dosing of cisplatin vs carboplatin were protocol defined. 

1. Powles T, et al. N Engl J Med. 2024;390(10):875-88. 

ITT Patient Population 

(N=886)

• Untreated la/mUC

• Eligible for EV, P, and platinum

• PD-(L)1 inhibitor-naive

• GFR ≥30 mL/mina

• ECOG PS ≤2b

EV+Pc

Treatment until progressiond

Chemotherapye

(gemcitabine + cisplatin/carboplatin)
Maximum 6 cycles

R

1:1

Dual primary endpoints:
• PFS by BICR
• OS

Select secondary endpoints:
• ORR per RECIST 1.1 by BICR 

and INV assessment
• DOR
• Safety

Stratification factors:
• Cisplatin eligibility (eligible/ineligible) 
• PD-L1 expression (high, CPS ≥10; low, CPS <10)
• Liver metastases (present/absent) 

BICR was discontinued 
at previous data cutoff; 
therefore, BICR-based 
endpoints were not 

updated for this 
analysis. However, 
OS follow-up is ongoing



Data cutoff: October 6, 2025. Median follow-up, 42.8 mo.
EV, enfortumab vedotin; ITT, intention to treat; OS, overall survival; P, pembrolizumab.
aBased on Kaplan-Meier estimates.

EV-302/KEYNOTE-A39 - Updated OS (ITT Population)
At 3.5 years, an estimated 44.0% of patients in the EV+P arm were alive vs 24.6% in the 
chemotherapy arma
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Median OS

(95% CI), mo
Stratified HR

(95% CI)

EV+P 240/442 33.6 (26.6, 39.8) 0.53
(0.45, 0.63)Chemotherapy 329/444 15.9 (13.6, 18.3)
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Objective Response and CR Rates in EV-302
The CR rate was approximately doubled in the EV+P vs chemotherapy arm

Response-evaluable patients

EV+P 
(n=437)

Chemotherapy
(n=441)

Patients achieving CR, n (%) 133 (30.4) 64 (14.5)

Patients achieving CR directly 45 (10.3) 26 (5.9)

Patients achieving CR after PR 88 (20.1) 38 (8.6)

PR
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Data cutoff: August 8, 2024. BICR was discontinued after this data cutoff; while OS follow-up remains ongoing, BICR-based endpoints were not updated for later data cutoffs.
BICR, blinded independent central review; response rate; CR, complete response; EV, enfortumab vedotin; ORR, objective response rate; P, pembrolizumab; PR, partial response.

1. Gupta S, et al. ASCO 2025. Abstract 4502 (Oral). 2. Gupta S, et al. ASCO GU 2026. Abstract 746 (Poster).

• Among patients with confirmed CR in the EV+P arm (n=133), 

66.2% achieved PR initially, then converted from PR to CR (n=88)2

P o w l e s ,  T.  A S C O  20 26



Subsequent Therapy (ITT Population)
In the EV+P arm, the most common first subsequent treatment was platinum-based chemotherapy,
which resulted in an ORR of 21% and median OS of 10.9 months

Data cutoff: October 6, 2025. 
CR, complete response; EV, enfortumab vedotin; ITT, intention to treat; ORR, objective response rate; OS, overall survival; P, pembrolizumab; PD-(L)1, programmed death (ligand) 1; PR, partial response. 
aWhen platinum-based therapy and a PD-(L)1 inhibitor were given in the same line of therapy, the therapy was categorized as platinum-containing therapy; 1 patient received a platinum agent other than carboplatin or cisplatin. 
bPatients could receive >1 PD-(L)1 agent in the same line of therapy; only agents used in >1% of patients in ≥1 arm are listed. cSubsequent response data were reported by the study sites and were not collected systematically across patients.

EV+P 

(n=442)

Patients who received subsequent anticancer therapies, n 

(%)
192 (43.4)

Systemic therapy 173 (39.1)

First subsequent systemic therapy, n (%)

Platinum-containing chemotherapya 135 (30.5)

Carboplatin-based therapy 73 (16.5)

Cisplatin-based therapy 61 (13.8)

PD-(L)1 inhibitor therapyb 17 (3.8)

Maintenance 0

EV+P-based therapy 2 (0.5)

Other PD-(L)1 inhibitor therapy 15 (3.4)

Atezolizumab 1 (0.2) 

Pembrolizumab 14 (3.2)

Other 21 (4.8)
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ORR in evaluable patients receiving subsequent 

platinum-based chemotherapya,c

All platinum Cisplatin Carboplatin

• Median OS from start of platinum-based 

chemotherapy was 10.9 months (95% CI 8.3, 12.8)

P o w l e s ,  T.  A S C O  20 26
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NCCN 1L Therapy for Locally Advanced or Metastatic Disease: 
v1.2026

NCCN, Bladder Cancer 2026. 

Regimen CR Rate RR Median OS Hazard Ratio

EV + Pembo (EV-302)
N Engl J Med. 2024 Mar 7;390(10)
ASCO 2026

30.4% 67.5% 33.6 mos

(25.4-NE)

0.53

P <0.001

Gem/Cis/Nivo ->Nivo 

(CheckMate 901)
N Engl J Med. 2023 Nov 9;389(19):1778-1789

21.7% 57.6% 21.7 mos

(18.6-26.4)

0.78

P=0.02

Cis/Carbo + Gem -> Avelumab

(Javelin Bladder 100)
N Engl J Med. 2020 Sep 24;383(13):1218-1230;

J Clin Oncol 2023 Jul 1;41(19):3486-3492

25.7%* 72%* 23.8 mos

(18.9-26.1)

0.76

P<0.0036



What Happens to Drug Targets During Resistance?

Jang A & Brown J, Explor Target Antitumor Ther, 2025

Michal Sternschuss et al, ASCO 2026

Issa W et al, ASCO 2026

Zhang, T, ASCO 2026

Resistance to cell surface ligand or payload?

Other pathways involved in resistance? 

Better ways to detect and target early treatment resistance?

Post EV-P expression of Nectin4, TROP2, and HER2

HER2 expression on CTC from patient with EVP-refractory mUC



NEXUS-01, a phase 1 study of LY4052031, an antibody-drug conjugate targeting Nectin-4, 
in participants with advanced or metastatic urothelial carcinoma

• 95 patients with metastatic urothelial cancer

• 69% had EV with or without pembrolizumab

• 57% visceral metastatic diseaseIyer G et al, ASCO 2026



NEXUS-01: LY4052031 responses in EV Naïve  & refractory disease

• Min. Responses in 

Topo1 Pretreated
• 33 patients with EV-P 

refractory mUC

• 33% objective 
responses post EV

• 79% disease control 
rate overall

• Option vs. 2nd line 

Chemo?
• Nectin -4 utility in EV-P 

refractory mUC
• Low CYP2D6 with 

toxicity, neutropenia

Efficacy 
Evaluable 
Participantsa

Total

(N=48)

Post EV 

(n=36)

EV naïve

(n=12)

ORRb, % (n) 42 (20) 33 (12) 67 (8)

CR, n (%) 2c (4) 1 (3) 1c (8)

PR, n (%) 18d (38) 11d (31) 7 (58)

SD, n (%) 18 (38) 15 (42) 3 (25)

DCR, % (n) 79 (38) 75 (27) 92 (11)

Dose Level (Q3W)

3.6 mg/kg

4.2 mg/kg

2.4 mg/kg

4.8 mg/kg Prior EV therapy

Treatment Ongoing

Topo-I naïve, CYP2D6 AS ≥0.5

BOR

PR

PD

SD

uPR

uCR
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Iyer, G, et al. ASCO 2026



Perioperative SHR-A2102, a novel nectin-4-targeted antibody-drug conjugate, in 
combination with adebrelimab for patients with muscle-invasive bladder cancer

• SHR-A2102: Nectin-4 ADC, with topoisomerase inhibitor, combined with anti PD-1

• Phase 2 muscle invasive or node positive urothelial cancer

• Pathologic CR rate 48% (13/27) Shen, et al. ASCO 2026
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Nectin-4 Targeted Agents in Use & Development

Enfortumab Vedotin LY4052031 SHR-A2102

Nectin 4 Targeted agents under development Payload Linker

Zelenectide pevedotin (BT8009) MMAE

Bicycle Drug Conjugate

peptidase-cleavable 

sarcosine spacer chain / valine-citrulline

Bulumtatug fuvedotin (9MW2821) MMAE protease-cleavable

CRB-701 (SYS6002) MMAE Cleavable

ETx-22 (LY4101174) 
Topo-1

Exatecan

Cleavable Maleimide-beta-glucuronide poly-

sarcosine

BAT8007
Topo-1

Enzymatically cleavable

IPH4502
Topo-1

Exatecan
Cleavable, hydrophilic 

ADRX-0706 AP052 (tubulin inhibitor) Protease-cleavable 

Apolo, A. ASCO 2026
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Phase 1b/2 Study of Bulumtatug fuvedotin (9MW2821) + Torapilimab in Patients with 

Locally Advanced and Metastatic Urothelial Cancer

Sheng, X., Gao, J. et al.  ASCO 2026
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Circulating tumor DNA (ctDNA) dynamics as early biomarkers of response to enfortumab 
vedotin plus pembrolizumab (EVP) in advanced urothelial carcinoma (aUC)

• Retrospective institutional cohort

• 302 patients (pts) with aUC 

treated with EVP at MDACC. 

• 79 pts with baseline and serial 

ctDNA testing using a tumor-

informed assay (Signatera) 

(08/23–01/26) 

• Early cTDNA dynamics provide a 

clinically meaningful measure of 

response to EVP in aUC and 

correlate with imaging outcomes.

• ctDNA clearance identifies 

patients with deep and durable 

benefit, while lack of clearance 

flags early resistant

Moussa, M.J., et al.  ASCO 2026



NCCN 2nd Line and Subsequent Therapy in Metastatic Urothelial CA

NCCN, Bladder Cancer 2026.
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Destiny – PanTumor02: A Phase 2 Study of T-Dxd for HER2-
Expressing Solid Tumors

ASCO 2023; Meric-Bernstam F, et al.  J Clin Oncol. 2024 Jan 1;42(1):47-58



Disitamab Vedotin (DV) plus Toripalimab in HER2-
Expressing Advanced Urothelial Cancer

Sheng, X, et al. NEJM 2025; Sheng X et al, ESMO Annual Congress 2025; Zhang, T, ASCO 2026

• Disitimab vedotin: HER2-targeted 

ADC 

• Combined with PD-1 inhibitor vs 

chemotherapy

• HER2 1+/2+/3+ metastatic UC

HER2 target



Progression free survival

Sheng X et al, NEJM, 2025

Overall survival

• Median PFS 13.1 months and median OS 31.5 months

• ORR 76%

• First for HER2 selection in front-line metastatic urothelial cancer

 

Disitamab Vedotin plus Toripalimab in HER2-Expressing 
Advanced Urothelial Cancer

Sheng, et al. NEJM 2025
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Sacituzumab Govitecan (IMMU-132) in Metastatic or Locally Advanced Unresectable 

Urothelial Cancer (TROPiCS-04) Failed to Show OS Benefit

Vulsteke, C. GU ASCO 2022; Powles T, Ann Oncol. 2025 May;36(5):561-571. 

• April 13, 2021, accelerated approval 

• Neither overall survival (OS) nor progression-free survival (PFS) were 

improved with SG. 

• SG demonstrated objective response rate of 23%. 

• SG arm had 16 grade 5 neutropenic complications

• November 22, 2024, the FDA announced the final withdrawal of the 

approval
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ECOG ACRIN EA8231: A Phase III Randomized Trial of Pembrolizumab in Combination 

with Sacituzumab Govitecan vs Standard of Care in Anti-PD-(L)1-Resistant aUC

Winship PI: Dr. Jacqueline Brown
Joshi, M, et al.  ASCO 2026. Trials in Progress
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TROPION-Urothelial03: A phase 2/3 study of  Trop 2 targeted datopotamab deruxtecan 

(Dato-DXd) + platinum chemotherapy (CT) vs gemcitabine + platinum CT

Galsky, M., et al. ASCO 2026. Trials in progress. 
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Cisplatin-eligible

• Cisplatin + gemcitabine

• Dose-dense methotrexate +

    vinblastine + doxorubicin + 

     cisplatin (ddMVAC)

Cisplatin-ineligible

• Carboplatin + gemcitabine

___________

• Erdafitinib (tumor + FGFR 3 genetic alterations)

• Trastuzumab deruxtecan (if tumor Her2 2/3+)

Muscle-Invasive 

• Platinum based chemotherapy

• Erdafitinib (tumor + FGFR 3 genetic alterations)

• Trastuzumab deruxtecan (if tumor Paclitaxel, 

docetaxel, or vinflunine

• Clinical trial

• Her2 2/3+)

• ***Sacituzumab govitecan + GCSF

First-Line Second-Line and Beyond

• EV+

 Pembro

Apolo AB et al., Cancer 2025 Aug 15;131(16):e70020; Apolo, A, ASCO 2026

Evolving Treatment Algorithm for Urothelial Carcinoma



25Winship Cancer Institute | Emory University

• EV + P continues to be s tandard 1st L ine Agent in Metas tat ic  UC 

• EV + P  now approved in per ioperati ve set t ing,  along wi th plat inum therapies

• CT DNA role in pos toperat ive care suggests  increasing role in metas tati c 
disease

• 2nd and subsequent l ine therapies wil l  be pat ient speci fi c and act ionable

• Clinical t ria ls  remain necessary given unmet and ongoing need

Take Home Points: 
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