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Objectives 

• Review of Treatment Landscape 2024

• Examine Novel 1st Line Treatment Data

• Recap Current Recommendations for Metastatic Setting

• Examine Sequencing of Agents in Select Patients



4Winship Cancer Institute | Emory UniversityAdapted from: Bilim, V. et al. J Pers Med. 2022 Oct 20;12(10):1745

The Path From Cisplatin in Bladder Cancer

2023-4 Gem/Cis ->Nivo; EV/ Pembro; Trastuzumab Dexrutecan
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EV-302 Study Design

Gupta, S. ASCO 2024

EV-302 Enfortumab Vedotin and Pembrolizumab in 
Metastatic Urothelial Carcinoma



EV-302 Enfortumab Vedotin and Pembrolizumab in 
Metastatic Urothelial Carcinoma

Powles T, et al. Enfortumab Vedotin and Pembrolizumab in Untreated Advanced Urothelial Cancer. N Engl J Med. 2024 Mar 7;390(10)
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Powles T, et al. Enfortumab Vedotin and Pembrolizumab in Untreated Advanced Urothelial Cancer. N Engl J Med. 2024 Mar 7;390(10):875-888. 

EV-302 Enfortumab Vedotin and Pembrolizumab in 
Metastatic Urothelial Carcinoma
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Powles T, et al. Enfortumab Vedotin and Pembrolizumab in Untreated Advanced Urothelial Cancer. N Engl J Med. 2024 Mar 7;390(10)

EV-302 Enfortumab Vedotin and Pembrolizumab in Metastatic 
Urothelial Carcinoma: Adverse Events
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Best Practice in Metastatic UC Patients? 

• Chemo + IO Upfront? IO Combos?

• Chemo à IO Maintenance?

Adapted from Apolo, A.  ESMO 2023

EV 302
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Best Practice in Metastatic UC Patients? 

• Chemo + IO Upfront? IO Combos?

• Chemo à IO Maintenance?

Adapted from Apolo, A.  ESMO 2023

EV 302

POSITIVE

POSITIVE

Awaiting Data
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Best Practice in Metastatic UC Patients? 

• Chemo + IO Upfront? 

• Chemo (+/- IO)à IO Maintenance?

Powles, T, et al. N Engl J Med 2020; 383:1218-1230

• Javelin Bladder 100

• CheckMate-901* PD-L1 +
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CheckMate- 901: Nivolumab + Cisplatin Based Chemo

van der Heijden MS et al. Nivolumab plus Gemcitabine-Cisplatin in Advanced 
Urothelial Carcinoma. N Engl J Med. 2023 Nov 9;389(19):1778-1789
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CheckMate- 901: Nivolumab + Cisplatin Based Chemo

van der Heijden MS et al. Nivolumab plus Gemcitabine-Cisplatin in Advanced Urothelial Carcinoma. N Engl J Med. 2023 Nov 9;389(19):1778-1789



CheckMate- 901: Nivolumab + Cisplatin Based Chemo
Forest Plots and AEs

van der Heijden MS et al. Nivolumab plus Gemcitabine-Cisplatin in Advanced Urothelial Carcinoma. N Engl J Med. 2023 Nov 9;389(19):1778-1789



CheckMate- 901: Nivolumab + Cisplatin Based Chemo AEs

van der Heijden MS et al. Nivolumab plus Gemcitabine-Cisplatin in Advanced Urothelial Carcinoma. N Engl J Med. 2023 Nov 9;389(19):1778-1789
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Key First-line Phase III Trials of Anti–PD-(L)1 in UC

Adapted from Necchi, et al.  ASCO 2023

Combination IO & Chemotherapy in 1L Settings by Trial

KEYNOTE-362 (NCT02853305): n=1010
First Line unresectable locally advance or metastatic, 

ECOG > = 1

CheckMate 901 (NCT03036098): n=608
First Line unresectable locally advance or metastatic, 

ECOG > = 1
Gemcitabine/Cisplatin

Gemcitabine/Cisplatin + Nivo -> Nivo OS: 0.78 (Met)
PFS: 0.72 (Met)
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Regimen CR Rate RR Median OS Hazard Ratio

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

29.1% 67.7% 31.5 mos
(25.4-NE)

0.47
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%* 23.8mos
(18.9-26.1)

0.76
P<0.0036

1st Line Systemic Therapy Trials in UC
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1st Line Systemic Therapy

NCCN, Bladder Cancer 2024. 
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Improved outcomes with cisplatin- versus carboplatin-
based chemotherapy in urothelial cancer: Imvigor I30

Galsky MD, et al.  Cell Rep Med. 2024 Feb 20;5(2):101393
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Galsky MD, et al.  Cell Rep Med. 2024 Feb 20;5(2):101393

Cisplatin Enhances Adaptive Immunity, Inflammatory 
Responses and Cytotoxicity in Urothelial Cancer cells
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Trophy U-01 Cohort 1 – Sacituzumab Govitecan 
Status Post Platinum and CPI Based Therapies

Loriot Y, et al.  Ann Oncol. 2024 Apr;35(4):392-401. 

ORR = 28%
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Study of Sacituzumab Govitecan (IMMU-132) in Metastatic or Locally 
Advanced Unresectable Urothelial Cancer (TROPiCS-04)

Vulsteke, C. GU ASCO 2022.
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Study of Sacituzumab Govitecan (IMMU-132) in Metastatic or Locally 
Advanced Unresectable Urothelial Cancer (TROPiCS-04)

• Did not reach primary 
endpoint of OS

• Higher number of grade 
5 AEs, notably 
neutropenia

Company Provides Update on Phase 3 TROPiCS-04 Study
FOSTER CITY, Calif.--(BUSINESS WIRE)-- Company today announced topline 
results from the confirmatory Phase 3 TROPiCS-04 study in locally advanced 
or metastatic urothelial cancer (mUC). The TROPiCS-04 study evaluated 
sacituzumab govitecan-hziy vs. single-agent chemotherapy (treatment of 
physicians’ choice, TPC) in patients with mUC who have previously received 
platinum-containing chemotherapy and anti-PD-(L)1 therapy.

The study did not meet the primary endpoint of overall survival (OS) in the 
intention-to-treat (ITT) population. A numerical improvement in OS favoring 
sacituzumab govitecan-hziy was observed, and trends in improvement for 
select pre-specified subgroups and secondary endpoints of progression-free 
survival (PFS) and overall response rate (ORR) were also shown. The pre-
specified subgroup analyses were not alpha-controlled for formal statistical 
testing. These data will be presented at an upcoming medical meeting.

In the overall study population, there was a higher number of deaths due to 
adverse events with sacituzumab govitecan-hziy compared to TPC, which 
were primarily observed early in treatment and related to neutropenic 
complications, including infection. Company will further investigate these 
data, and is working to reiterate to treating physicians the importance of 
granulocyte-colony stimulating factor (G-CSF) use for the prevention of 
neutropenic complications. Sacituzumab govitecan-hziy has a Boxed Warning 
for severe or life-threatening neutropenia; please see below for Important 
Safety Information.



Subsequent Therapies In Metastatic Urothelial CA

NCCN, Bladder Cancer 2024. 
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THOR Phase 3 Study: Erdafitinib vs. Chemo in FGFR Mutated UC

Loriot Y, et al. ASCO 2023, Loriot Y, et al. N Engl J Med. 2023 Nov 23;389(21):1961-1971. 
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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
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Destiny – PanTumor02: A Phase 2 Study of T-
Dxd for HER2-Expressing Solid Tumors

Meric-Bernstam F, et al.  J Clin Oncol. 2024 Jan 1;42(1):47-58
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1st Line Metastatic Urothelial Cancer 2024
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Her 2 ADC + Check Point Inhibitor Combinations

Sheng, X.  et al, ASCO 2023;  Jan 1;27(1):43-51. ClinicalTrials.gov

Phase III
N=452

Phase II

Disitimab Vedotin*



First Line 
Non-Metastatic

First Line
Metastatic

≥ 2nd Line
Metastatic/Advanced

SELECT COHORTS OPEN. PLEASE CONTACT CRC, KELSEA LOZADA
Phase II
Alliance

A031702 (ICONIC);
Ipilimumab, Cabo + Nivo

Phase II
Winship 5200-20; Propranolol HCl + Pembrolizumab

Phase I/Ib
Winship 5259; Cabozantinib + Enfortumab Vedotin

Phase II / III
EA8192; ChemoXRT + Durvalumab
 High Grade Upper Tract Urothelial Cancer Prior 
to Nephroureterectomy 

ACR-368-201: Phase 1b/2 Basket Study Of Acr-368 As 
Monotherapy And In Combination With Gemcitabine In Adult 
Subjects With Platinum -Resistant Urothelial Carcinoma Based 
On Acrivon Oncosignature® Status

Phase 1/ 2
MK3475-04B: Pembrolizumab + EV in Combination With 
Investigational Agents Versus Pembrolizumab + EV

Phase 2
Winship5742-22; EV + Pembro in mUBC of Variant Histology
*Pts. may be untreated or having received any number of lines 
of prior therapy

Winship Advanced Urothelial Cancer Trials
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• 1st line landscape has drastically changed

• Chemotherapy remains an active part of therapeutic toolbox

• Maintenance IO after chemotherapy likely enhances adaptive TME

• 2nd and subsequent line therapies will be highly patient specific

• Clinical trials remain viable options for patients

Take Home Points: 
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