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Platinum Combination Chemotherapy

• Platinum-based combination chemotherapy: standard of care 1L 
therapy for patients with locally advanced/metastatic urothelial 
carcinoma for nearly 4 decades

• Major limitations:
• Median overall survival only 15–16 months

• Use is limited by platinum eligibility
• Cisplatin eligibility



Timeline of Platinum Combination Chemo

1985: Use 1st reported at 
MSKCC

• Overall response rate: 
72%

• CR rate: 36%

• Median OS: 14.8 months

Bajorin D, et al. JCO, 1999.
Von der Maase H, et al. JCO. 2000.

Sternberg C, et al. JCO, 2001.
Sternberg C, et al. Eur J Cancer, 2006.

2000: Ph 3 RCT of standard 
MVAC vs Gem-Cis in systemic 
therapy-naïve pts
• No difference in OS (13.8 

mos GC vs 14.8 mos MVAC)
• MVAC more toxic: 
o Gr 3-4 neutropenia (82% vs 

71%)
o Neutropenic fever (14% vs 

2%)
o Sepsis (12% vs 1%)

2001: ddMVAC vs 
Standard MVAC
ddMVAC > MVAC for:

• ORR: 62% vs 50%
• PFS: 9.5 vs 8.1 mo 

(HR: 0.73)
• OS: 15.1 vs 14.9 

mo (HR: 0.76)

Sternberg C, et al. J Urol, 1985.
Sternberg C, et al. Cancer, 1989.
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TAKE HOME MESSAGE:

No Significant Progress for 4 Decades!





*

Includes patients with:
• Upper or lower tracts
• Pure UC, mixed type, or pure variant
• Unselected for nectin-4 and PD-L1 expression

Trial Design



Progression Free Survival



Overall Survival



Progression Free Survival

Cisplatin Eligible Cisplatin Ineligible

Overall Survival

Cisplatin Eligible Cisplatin Ineligible





Study Objective

To report an updated analysis of efficacy and safety 
outcomes in the overall population with a median 

follow-up of 2.5 years

(1 yr additional f/u since primary analysis)



PFS by BICR Analysis



Forest Plot of 
PFS by BICR
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Overall Survival



Forest Plot 
of OS
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DOR per RECIST by BICR



Duration of CR per RECIST by BICR



Summary of TEAEs and TRAEs in the Safety Population



Specific TRAEs
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Discussion
• After a median F/U of ~2.5 yrs, 1L EV + P continued to demonstrate superior efficacy over 

chemotherapy
• Holds true in a broad population including both cisplatin-eligible and cisplatin-ineligible patients

• Nearly doubling the median PFS and more than doubling the median OS

• The response to EV + P was durable, with a median DOR of ~2 years in pts with a 
confirmed response
• For pts achieving a clinical CR: 74.3% probability or remaining in clinical CR at 24 months 

• No new safety signals for EV + P after an additional year of F/U:
• Rate of grade 3+ peripheral sensory neuropathy:

• Primary analysis: 3.6%

• Additional F/U: 4.1%

• Rate of grade 1-2 ocular disorders (no grade 3+):
• Primary analysis: 21.4%

• Additional F/U: 21.6%



Take Home Messages

•Updated efficacy and safety data with an additional year of F/U 
were consistent with the primary analysis
• Represent the longest F/U duration for EV + P treated patients in a 

phase III setting

• These results are corroborated by 5-year F/U data from Cohort 
A of the phase Ib/II EV-103 study, which assessed EV + P in 
cisplatin-ineligible pts

• The continued survival benefit with EV + P vs chemotherapy 
from EV-302 reinforces EV + P as SOC for 1L treatment of mUC
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