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GRADE 4 AND 5 ADVERSE EVENTS EXPERIENCED WITH THE COMBINATION
THERAPY OF ENFORTUMAB VEDTIN AND PEMBROLIZUMAB
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Abstract

The combination therapy of enfortumab vedotin and pembrolizumab (EV+P) for advanced or
metastatic urothelial carcinoma is gaining attention as a new standard of care. The EV301 trial
demonstrated a significant prolongation of overall survival with EV monotherapy. However, the main
adverse events are skin disorders, peripheral neuropathy, and hyperglycemia. Reports from real-
world practice also include cases of fatal pneumonia. In the EV302 trial, the EV+P combination group
showed increased incidence of pneumonia and interstitial lung disease, in addition to skin disorders and
peripheral neuropathy. Fatal pneumonia was also observed, suggesting that the combination increases
the risk of pulmonary toxicity. In a subgroup analysis of Asian populations, including Japanese patients,
from the EV302 trial, a slight increase in the incidence of pneumonia and interstitial lung disease was
observed. Thus, while EV plus P combination therapy demonstrates high efficacy, caution is warranted

regarding serious pulmonary toxicity, including pneumonia.

(Nishinihon J. Urol. 88 : 274-275, 2026)
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