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Objectives 

• Review of Treatment Landscape 2023

• Overview of Optimal and Novel Perioperative Approaches

• Recap Current Recommendations for Metastatic Setting

• Explore Promising Agents and Combinations In Advanced Urothelial Cancer
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The Path From Cisplatin in Bladder Cancer
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Rationale For Perioperative Chemotherapy For 
Muscle Invasive Bladder  Cancer

• Poor overall survival

• Few long-term survivors

• Treat occult 
micrometastases

• Improved survival

• ddMVAC > GC

Vale et al., Eur Urol 2005; 48:189-201; Vale et al., Eur Urol 2005; 48:202-206; Pfister et al ASCO 2023 

Adjuvant

Neoadjuvant

Vesper Trial  5 year 
Updates
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Neoadjuvant Approach to Urothelial CA: 
Chemo, IO, or Both?

Gupta, S.; Milowsky, M., GU ASCO 2023
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Ongoing Neoadjuvant Combination Trials 
in UC

Ongoing Phase 3 Neoadjuvant IO-based Trials in MIBC

Gupta, S. ASCO 2023; ClinicalTrials.gov
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Study EV-103 Cohort H: Neoadjuvant EV 
in cisplatin-ineligible MIBC Patients

Petrylak et al, GU ASCO 20222
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Adjuvant Chemotherapy in UTUC: POUT 
Trial

Birtle, et al.  Lancet. 2020 Apr18; 395:1268-1277.



DF Bajorin et al. N Engl J Med 2021;384:2102-2114.

CheckMate 274 Adjuvant Nivolumab in MIBC

Galsky, M. et al. GU ASCO 2023
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Bellmunt, J, Hussain, M, et al. Lancet Oncology. April 2021, Pages 525-537

DFS and OS with Adjuvant Immunotherapy in High 
Risk MIBC: Imvigor010

DFS in ITT Population OS in ITT Population
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Best Practice in Metastatic UC Patients? 

• Chemo  IO upon Progression?

• Chemo + IO Upfront? 

• Chemo  IO Maintenance?
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Best Practice in Metastatic UC Patients? 

• Chemo  IO upon Progression?

• Chemo + IO Upfront? 

• Chemo  IO Maintenance?

Apolo, A.  GU ASCO 2021
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Key First-line Phase III Trials of Anti–PD-(L)1 in UC

Necchi, et al.  ASCO 2023

Combination IO & Chemotherapy in 1L Settings by Trial
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CheckMate- 901: 
Nivolumab + Cisplatin Based Chemo OS & PS Benefit

“Results of the sub-study showed that Opdivo (nivolumab) in 
combination with cisplatin-based chemotherapy followed 
by Opdivo monotherapy demonstrated statistically significant 
benefits in OS and PFS compared to standard-of-care cisplatin-based 
combinations as a first-line treatment for patients with unresectable 
or metastatic urothelial carcinoma who are eligible for cisplatin-
based chemotherapy.”
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Best Practice in Metastatic UC Patients? 

• Chemo  IO upon Progression?

• Chemo + IO Upfront? 

• Chemo (+/- IO) 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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Enfortumab Vedotin + Pembrolizumab in Front Line Setting

Gupta, S. et al. ASCO 2023 
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EV 103 – Cohort A: Long Term Follow Up

Gupta, S. et al. ASCO 2023 
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1L Enfortumab Vedotin + Pembrolizumab: Cohort K
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Enfortumab Vedotin + Pembrolizumab in Front Line 
Setting: Cohort K
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https://www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-accelerated-approval-enfortumab-vedotin-ejfv-pembrolizumab-locally-advanced-or-metastatic

\
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1st Line Systemic Therapy

NCCN, Bladder Cancer 2023. 
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Trophy U-01 Cohort 2 – Status Post CPI, 
Platinum Ineligible

Petrylak et al, GU ASCO 2023
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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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FGFR Testing, Alterations,  and Real World Utility

Nimgaonkar, V. et al.  JAMA Oncol. 2022 Jul 1;8(7):1070-1072
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THOR Phase 3 Study: Erdafitinib vs. Chemo in FGFR Mutated

Loriot Y, et al. ASCO 2023.

OS 12.1 vs. 7.8 mos. 
HR 0.64 (95% CI, 0.47-0.88)  P = 0.005.
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Phase 2 NORSE Study: Erdafitinib vs. Erdafitinib 
Plus Cetrelimab

Siefker-Radtke, A.  et al.  ASCO 2023
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Phase 2 NORSE Study: Erdafitinib vs. 
Erdafitinib Plus Cetrelimab

Siefker-Radtke, A.  et al.  ASCO 2023
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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
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Antibody Drug Conjugate Combinations in Advanced UC

Hoffman-Centsis, GU ASCO 2023.

Early Phase

Phase III
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• 1st line landscape is changing, particular in cisplatin ineligible patients

• IO and Chemo IO highly active in perioperative setting (upper and lower 
tract)

• Chemo + IO  data shows multiple negative trials, but maintenance IO 
may be key

• Novel ADC conjugates and IO Combinations Will likely shape future 
Advanced Urothelial Cancer Therapies

Take Home Points: 
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Patient Case
A 62 year old male with hx of HTN, chronic kidney disease (Creatinine Clearance 39), hearing 
loss (uses hearing aids) and pre-diabetes presents with hematuria. He has a cystoscopy and  is 
diagnosed with high grade muscle invasive urothelial  cell carcinoma of the bladder. Imaging 
shows widespread metastases, involving bilateral pelvic and retroperitoneal lymph nodes as well 
as bone. Biopsy of a lymph node confirms metastatic urothelial carcinoma. 

 Labs and exam are otherwise unremarkable. Patient performance status is 1. Although he is 
hesitant to be on traditional chemotherapy, the patient is motivated to begin an effective therapy.  
What would be your recommendation for this patient?

a. Single agent Carboplatin followed by Avelumab maintenance
b. Gemcitabine and Cisplatin
c. Sacituzumab Govitecan
d. Enfortumab Vedotin and Pembrolizumab
e. Durvalumab
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