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Background

Perioperative PD-(L)1 inhibitors (either added to cis-based chemotherapy [chemo] or enfortumab vedotin) have improved outcomes in pts
with MIBC who are cis-eligible. KEYNOTE-866 (NCT03924856) evaluated perioperative (neoadjuvant and adjuvant) pembro vs pbo added to
neoadjuvant gem + cis and radical cystectomy with pelvic lymph node dissection (RC + PLND) in pts with MIBC.

Methods

Pts were adults with centrally assessed clinical stage T2-T4aN0M0 or T1-T4aN1M0 MIBC with ≥50% urothelial histology, had ECOG PS 0 or
1, no prior systemic therapy, and were eligible for cis-based chemo and RC + PLND. Pts were randomized 1:1 to neoadjuvant pembro 200
mg or pbo on d1 + chemo (gem 1000 mg/m2 on d1 and d8 + cis 70 mg/m2 on d1) Q3W for 4 cycles, followed by RC + PLND, and adjuvant
pembro or pbo Q3W for 13 cycles. The primary end point was EFS by investigator assessment. Pathological complete response (pCR) rate
by blinded independent central pathological review and OS were key secondary end points. Safety was a secondary end point. Results are
reported for the second interim analysis.

Results

907 pts were randomized (pembro n = 453; pbo n = 454). As of January 26, 2026, median follow-up was 60.9 mo (range 40.7-78.7). 91.6%
of pts in the pembro arm and 87.9% in the pbo arm underwent surgery. Median EFS was 74.1 mo with pembro vs not reached (NR) with pbo
(HR 0.88 [95% CI 0.71-1.10]; P = .1366). pCR rate was 44.4% vs 35.8% (estimated difference 8.9%; 95% CI 2.5-15.1), and median OS was
NR in both arms (HR 1.00; 95% CI 0.79-1.27). Treatment-emergent AEs occurred in 99.8% of pts with pembro (grade 3-5, 80.2%; grade 5,
3.8%) and 98.7% with pbo (grade 3-5, 75.1%; grade 5, 4.5%). In the pembro arm, the most frequent immune-mediated AE (per a
prespecified list) was hypothyroidism (10.4%; grade 3-5, 0%).

Conclusions

The addition of perioperative pembro to neoadjuvant chemo and RC + PLND did not confer a statistically significant benefit in EFS in pts with
MIBC who were eligible for cis-based chemo. Due to the statistical design, pCR and OS were not formally tested. The safety profile of pembro
was manageable and consistent with prior reports.

Clinical trial identification

NCT03924856.
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