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Background

Radical cystectomy + pelvic lymph node dissection (RC + PLND) is the standard treatment for pts with MIBC who are cisplatin-ineligible.
Periop therapy may improve outcomes in these pts.

Methods

The phase 3 KEYNOTE-905/EV-303 study (NCT03924895) evaluated efficacy and safety of periop EV + pembro and RC + PLND vs RC + PLND
in adult pts with MIBC (T2-T4aNOMO or T1-T4aN1MO) who were cisplatin-ineligible or declined cisplatin. Pts were randomized 1:1 to EV +
pembro (3 cycles EV 1.25 mg/kg on d1 and d8 + pembro 200 mg on d1 Q3W, followed by RC + PLND, then 6 cycles EV + 14 cycles pembro)
vs control (RC + PLND only). Study therapy continued until progression, unacceptable adverse events (AEs), withdrawal of consent, or
completion of planned treatment. The primary endpoint was event-free survival (EFS) by blinded independent central review. Secondary
endpoints were overall survival (0S; key), pathological complete response (pCR) rate (key), and safety.

Results

170 pts were randomized to EV + pembro and 174 pts to control. >80% of pts were cisplatin-ineligible per Galsky criteria. As of Jun 6, 2025,
median follow-up time was 25.6 mo (range, 11.8-53.7). 149 pts (87.6%) in the EV + pembro arm and 156 (89.7%) in the control underwent
surgery. EV + pembro significantly improved EFS (median not reached [NR] vs 15.7 mo; HR 0.40; 95% Cl 0.28-0.57; P<.001), OS (NR vs
41.7 mo; HR 0.50; 95% CI 0.33-0.74; P<.001), and pCR rate (57.1% vs 8.6%; estimated difference 48.3%; 95% Cl 39.5-56.5; P<.001) vs
control. Treatment-emergent AEs occurred in 100% (gr >3, 71.3%) of pts in the EV + pembro arm and 64.8% (gr >3, 45.9%) in the control.
Most frequent gr >3 AE of special interest (based on distinct prespecified lists for each drug) was severe skin reactions (grouped term;
11.4%) for pembro, and skin reactions (grouped term; 10.8%) for EV.

Conclusions

Adding periop EV + pembro to surgery significantly and meaningfully improved EFS, 0S, and pCR rate in pts with MIBC who were
predominantly cisplatin-ineligible. The safety profile of EV + pembro was manageable and consistent with prior reports. This is the first
periop regimen to improve outcomes vs RC + PLND in this setting and may be a new standard of care.

Clinical trial identification

NCT03924895.
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