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Clinical Trial N Treatment Arms Control Arm

NIAGARA3 1063 Durvalumab + GC GC

KEYNOTE-8661 907 Pembrolizumab + GC GC

KEYNOTE-B15/EV-3042 784 Pembrolizumab + EV GC

ENERGIZE4 861 Nivolumab + GC GC

KEYNOTE-905/EV-3035 857
A: Pembro + EV 

B: Pembro monotherapy
RC

VOLGA6 830
A: Durva/Tremi + EV 

B: Durva + EV
RC

CISPLATIN
ELIGIBLE

CISPLATIN 
INELIGIBLE

1. NCT03924856. 2. NCT04700124. 3. NCT03732677. 4. NCT03661320. 
5. NCT03924895. 6. NCT04960709. 7. NCT04871529.

EV: Enfortumab vedotin
GC: Gemcitabine/cisplatin
RC: Radical cystectomy

Recent Advances in Perioperative Treatment:
Two Positive Registrational Studies and Others to Come
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Registrational Perioperative Trials with ADC: 
Enfortumab Vedotin / ICI Combinations
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Potential Impact on Future Treatment in Perioperative Setting
• Possible new SOC
• High CR rates may support bladder sparing approaches (clinical trials)
• No all patients may need extensive adjuvant treatment

@koshkin85 @vadimkoshkin.bsky.social



EV-Based Regimens As Bladder-Sparing Approaches with Radiotherapy in MIBC

EV-PRIME: Phase Ib/II Trial of EV/Pembrolizumab with Concurrent RT 
for Patients with MIBC Interested in Bladder Preservation (PI V. Koshkin)

CONSOLIDATE: Phase I/II Trial of EV with Hypofractionated RT  
(PI C. Hassanzadeh)
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EV Neoadjuvant and Perioperative Data
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Investigator Assessed EFS by pCR

Petrylak et al. ASCO GU 2022, Mar et al ASCO 2025, Sridhar et al ESMO 2023

 One patient with EV-related death prior to surgery
 31.4% pf pts had a RC-related TEAE ≥ grade 3
 No surgeries delayed due to EV-related TEAEs

EV AEs in Neoadjuvant Setting

Safety Data
 19/22 Patients completed all 3 cycles of neoadjuvant EV
 All 22 patients underwent surgery without delay



Disitamab vedotin (HER2-targeting ADC) + Toripalimab in MIBC

Eligibility: HER2 ≥ 1+:  (10.6% pts with HER2 IHC 1+, 57.4% IHC 2+, and 31.9% IHC 3+)

@koshkin85 @vadimkoshkin.bsky.social

Treatment-Related Adverse Events

Sheng et al. ASCO GU 2025



Sacituzumab Govitecan Neoadjuvant Trial: SURE-01

Cigliola et al. ASCO 2024, Maiorano et al. ASCO 2025 @koshkin85 @vadimkoshkin.bsky.social

Protocol amended due to TRAEs after initial 8 patients

Treatment-Related Adverse Events

Efficacy Outcomes



NIAGARA: Cis/Gem + Durvalumab the Current Standard for 
Perioperative Treatment

Powles et al. NEJM 2024, Powles et al. ASCO GU 2025 @koshkin85 @vadimkoshkin.bsky.social



NIAGARA: Most Frequently Reported AEs (Overall)
Proportion of patients with AE (%)
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1.554 491.0

0.839 390.8
13.839 4115.0

1.536 321.9
14.230 2913.3
0.627 250.6

0.221 170
14.326 3116.9

1.521 140.4
0.919 180.2

2.319 150.8

015 70

0.818 181.1
7.015 146.7

All-causality AEs reported for ≥15% of patients in the safety population from either arm in the overall study period are shown. The overall period includes AEs that occurred between the first dose of study treatment, and whichever occurred first: 1) 90 days after the last dose of treatment, 
surgery, or last adjuvant visit; 2) date of first dose of subsequent anti-cancer therapy; or 3) data cutoff date. Data cutoff 29 Apr 2024. AE, adverse event.

Lessons from NIAGARA: Safety and Adverse Events

Powles et al. ESMO 2024 @koshkin85 @vadimkoshkin.bsky.social



Registrational Perioperative Trials with ADC: 
Enfortumab Vedotin / ICI Combinations

12

Slide c/o M Milowsky, R. Cathomas @koshkin85 @vadimkoshkin.bsky.social

Future Questions from These Trials
• What percentage of patients will be completing adjuvant EV / other adj. treatment?
• How do we select patients for adjuvant treatment? Do all patients need this?
• Are we overtreating patients with pCR and ctDNA- following surgery?

Will removing adjuvant EV (VOLGA study) result in 
equivalent efficacy while mitigating additional toxicity? 
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EV+P adverse Events and Their Timing
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NIAGARA: ctDNA Prognostic of Outcomes at All Timepoints
NIAGARA: Baseline ctDNA Prognostic of EFS

@koshkin85 @vadimkoshkin.bsky.socialPowles et al. ASCO GU 2024



Using ctDNA to Select Patients for Adjuvant Treatment? 
IMvigor011 Trial

DFS in ctDNA- Patients (median f/u of 16.3 months)

IMvigor 010: OS by ctDNA Status After Cystectomy

Powles et al. Nature 2021, Powles et al ASCO 2025, Powles et al EAU 2024 @koshkin85 @vadimkoshkin.bsky.social



 ADC and EV-based regimens becoming 
established in the perioperative setting.

 Have to consider cumulative toxicities 
differently in this curative-intent population.

 Are there patients who are overtreated with 
additional adjuvant therapy?

 Novel prognostic and predictive biomarkers 
to potentially address these questions.

Key Considerations for ADC Combinations in the 
Perioperative Setting
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