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Current Treatment Landscape for Advanced Urothelial Carcinoma
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Overall survival is limited and disease progression occurs in most patients1-3

Therapeutic options are limited for patients whose cancer has progressed after 
platinum-based chemotherapy and PD-1/L1 inhibitors

• Chemotherapy, such as taxanes, have generally been recommended globally in this 
population4-6 

• Randomized trials supporting these treatment choices are lacking 

In this setting, new therapeutic agents supported by randomized data are needed

Treatment After Platinum-Based Chemotherapy and PD-1/L1 Inhibitors

1Black PC, et al. Can Urol Assoc J. 2020;14:E373-E382. 2Nadal R, et al. Cancer Treat Rev. 2019;76:10-21. 3Narayan V, et al. Cochrane Database 
Syst Rev. 2018;7(7):CD012838. 4Kamat AM, et al. J Immunother Cancer. 2017;5:68. 5Warren M, et al. Can Urol Assoc. 2019;318-327. 6Bladder 
Cancer (Version 6.2020), National Comprehensive Cancer Network.
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Enfortumab Vedotin

1Black PC, et al. Can Urol Assoc J. 2020;14:E373-E382. 2Nadal R, et al. Cancer Treat Rev. 2019;76:10-21. 3Narayan V, et al. Cochrane Database Syst Rev. 2018;7(7):CD012838. 4Kamat AM, et al. J 
Immunother Cancer. 2017;5:68. 5Warren M, et al. Can Urol Assoc. 2019;318-327. 6Bladder Cancer (Version 6.2020), National Comprehensive Cancer Network.

Enfortumab vedotin is an antibody-drug conjugate1

• Nectin-4 directed therapy

• It is comprised of a fully human monoclonal antibody and the microtubule-disrupting agent, monomethyl auristatin 
E (MMAE)

Nectin-4 is highly expressed in UC1,2 

Phase 1 and 2 clinical trials demonstrated consistent clinical benefits1,3

• Durable clinical responses were achieved; objective response rates were >40%

• Received accelerated approval from the United States Food and Drug Administration in 20194

The EV-301 trial (NCT03474107) was designed to confirm the benefit of enfortumab vedotin over chemotherapy after 
prior platinum-based chemotherapy and PD-1/L1 inhibitor in advanced urothelial carcinoma.
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EV-301 Open-Label Phase 3 Trial Design

aStratification variables were ECOG performance status (0 or 1), regions of the world (United States, western Europe, or rest of world), liver metastasis (yes or no). 
bIf used in the adjuvant/neoadjuvant setting, progression must be within 12 months of completion.
cInvestigator selected prior to randomization.
dIn countries where approved; overall proportion of patients receiving vinflunine capped at 35%.
Abbreviations: ECOG PS, Eastern Cooperative Oncology Group performance status; PD-1/L1, programmed cell death protein-1/programmed death-ligand 1; RECIST, Response Evaluation Criteria in Solid 
Tumors; UC, advanced urothelial carcinoma.
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Methods – Statistical Analyses

• Enrollment of ~600 patients provided 85% 
power to detect statistically significant difference 
at an overall 1-sided 0.025 type I error rate

 Hazard ratio of 0.75

 Median overall survival of 8 months for 
chemotherapy 

 Dropout rate of 10%

EV-301 was a group-sequential design
• Two analyses were planned

 Final analysis at 439 deaths

 Interim analysis at 285 (65%) deaths

• At the interim analysis: Overall survival 
was tested at a 1-sided significance of 
0.00679 based on total number of observed 
deathsa

 Interim analysis results are presented 
herein

aAll reported P-values are 1-sided.
Statistical analyses also included: 
• Kaplan-Meier methodology to estimate survival
• Stratified Cox proportional hazard model to estimate hazard ratios
• Stratified log-rank test to compare survival between groups
• Stratified Cochran-Mantel-Haenszel test to compare response and disease control rates between groups
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Results – Demographics and Disease Characteristics

Parameter Enfortumab Vedotin
N=301

Chemotherapy
N=307

Age, median 68 years 68 years

Male sex 79% 76%

Geographic region
Western Europe 42% 42%

United States 14% 14%

Rest of the world 44% 44%

ECOG performance statusb
0 40% 40%

1 60% 60%

Bellmunt risk score
0-1 67% 68%

≥2 30% 31%

Liver metastasisa 31% 31%

Prior lines of systemic therapy
1-2 87% 88%

≥3 13% 12%

Response to prior CPI 20% 16%
aIndicates stratification variables: ECOG performance status (0 or 1), regions of the world (US, western Europe, or rest of world), liver metastasis (yes or no). 
Abbreviations: CPI, checkpoint inhibitor; ECOG, Eastern Cooperative Oncology Group.

Data cut-off: July 15, 2020 
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Results – Patient Disposition 

Parameter Enfortumab Vedotin
N=301

Chemotherapy
N=307

Deaths at the data cut-off datea n=134 n=167

Received study treatment 98% 95%

Median treatment exposure, months (range) 5.0 (0.5, 19.4) 3.5 (0.2, 15.0)

Median follow-up, months (95% CI) 11.1 (10.4, 11.9) 11.1 (10.0, 12.1)

Treatment discontinuationb 81% 93%

Progressive disease 59% 59%

Adverse eventc 14% 15%

Withdrawal by patient 5% 9%

Physician decision 2% 7%
aA total of 301 deaths had occurred as of data cut-off date.
bDisplaying reasons for treatment discontinuation occurring in ≥5% in either arm. Additional reasons for treatment discontinuation in EV vs chemotherapy arms included: death 0.7% vs 0.7%, protocol deviation 0.3% vs 0.3%; 
loss to follow-up 0% vs 0.3%; other 0.3% vs 2%.
cRepresents treatment-emergent adverse events leading to treatment discontinuation.
Abbreviations: CI, confidence interval.

Data cut-off: July 15, 2020 
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Overall Survival
Median OS

Enfortumab vedotin 12.88 mo (10.58, 15.21)

Chemotherapy 8.97 mo (8.05, 10.74)

HR: 0.70 (95% CI: 0.56, 0.89)
P=0.00142

Event/N
‒‒ Enfortumab vedotin 134/301
‒‒ Chemotherapy 167/307

+ Censored

Data cut-off: July 15, 2020 Evaluated in the intent-to-treat population.
Abbreviations: CI, confidence interval; HR, hazard ratio; OS, overall survival. 
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Overall Survival: Subgroup Analyses

10

Abbreviations: CI, confidence interval; CPI, checkpoint inhibitor; ECOG PS, Eastern Cooperative 
Oncology Group performance status; HR, hazard ratio; US, United States; W, western. Data cut-off: July 15, 2020 
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Progression-free Survival

Median PFS

Enfortumab vedotin 5.55 mo (5.32, 5.82)

Chemotherapy 3.71 mo  (3.52, 3.94)

HR: 0.62 (95% CI: 0.51, 0.75)

P<0.00001
Event/N

‒‒ Enfortumab vedotin 201/301

‒‒ Chemotherapy 231/307

+ Censored

Evaluated in the intent-to-treat population.
Abbreviations: CI, confidence interval; HR, hazard ratio; mo, months; PFS, progression-free survival. Data cut-off: July 15, 2020 
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Investigator-Assessed Overall Response

12

Evaluated in the response-evaluable population. Response is as assessed by the investigator per RECIST v1.1.
aIndicates the proportion of patients who had a best overall response of confirmed CR, PR, or SD (at least 7 weeks); enfortumab vedotin vs chemotherapy.
Abbreviations: CI, confidence interval; CR, complete response; PR, partial response; RECIST, Response Evaluation Criteria in Solid Tumors; SD, stable disease. Data cut-off: July 15, 2020 
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Treatment-Related Adverse Events

13

Evaluated in the safety population; displaying adverse events (AEs) occurring in ≥20% or grade ≥3 AEs occurring in ≥5% of patients in either treatment group. Dashes indicate ‘not applicable.’
Treatment-related AEs are events with a reasonable possibility of relationship to treatment (investigator-assessed) or missing relationship and are not time-adjusted.
aAEs that were deemed “serious” in the view of the investigator or sponsor and based upon predefined criteria.
Abbreviations: AE, adverse event; EV, enfortumab vedotin; TRAEs, treatment-related adverse events. Data cut-off: July 15, 2020 
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Treatment-Related Adverse Events

14

Evaluated in the safety population; displaying adverse events (AEs) occurring in ≥20% or grade ≥3 AEs occurring in ≥5% of patients in either treatment group. Dashes indicate ‘not applicable.’
Treatment-related AEs are events with a reasonable possibility of relationship to treatment (investigator-assessed) or missing relationship and are not time-adjusted.
aAEs that were deemed “serious” in the view of the investigator or sponsor and based upon predefined criteria.
Abbreviations: AE, adverse event; EV, enfortumab vedotin; TRAEs, treatment-related adverse events. Data cut-off: July 15, 2020 

ASCO GU 2021 Virtual Congress. Presented February 12, 2021; Abstract No. 393



15

Adverse Events of Special Interest

15

Evaluated in the safety population; displaying selected TRAEs of special interest to EV. Differences between AE rates in current and prior slide may be due to preferred term groupings.
TRAE are events with a reasonable possibility of relationship to study treatment as assessed by the investigator or missing relationship.
aEncompasses rash and severe cutaneous adverse reactions.
bSevere cutaneous adverse reactions included the following (by Preferred Term): stomatitis, drug eruption, conjunctivitis, blister, dermatitis bullous, skin exfoliation, 
erythema multiforme, exfoliative rash, fixed eruption, mouth ulceration, pemphigus, and toxic skin eruption.
cOne patient had the TRAE that is listed.
Abbreviations: EV, enfortumab vedotin; TRAE, treatment-related adverse event.  Data cut-off: July 15, 2020 
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EV-301: Conclusions
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