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Background

The phase 3 CheckMate 8HW trial met its dual primary endpoints of superior progression-free survival (PFS) with nivolumab + ipilimumab
(NIVO + IPI) vs chemotherapy (CT) in the first line (1L) setting (HR 0.21; P < 0.0001) and vs NIVO across all lines (HR 0.62; P = 0.0003) in
patients (pts) with centrally confirmed MSI-H/dMMR mCRC. We report new and updated efficacy and safety results for NIVO + IPI vs NIVO
from a preplanned PFS final analysis based on a data cutoff of April 30, 2025.

Methods

Pts with unresectable or mCRC and MSI-H/dMMR status by local testing were enrolled across different lines of therapy and randomized
2:2:1 to NIVO + IPI, NIVO, or CT ± targeted therapy. Newly assessed secondary endpoints for NIVO + IPI vs NIVO included PFS and objective
response rate (ORR) in the 1L setting and overall survival (OS) across all lines in pts with centrally confirmed MSI-H/dMMR. Longer-term
data were available for the primary endpoint of PFS and secondary endpoint of ORR for NIVO + IPI vs NIVO across all lines.

Results

Median (range) follow-up for all randomized pts was 55.1 (24.7–68.5) months. For pts with centrally confirmed MSI-H/dMMR mCRC, PFS
was improved with 1L NIVO + IPI (n = 171) vs NIVO (n = 170), with a 31% reduction in the risk of progression or death (HR 0.69 [95% CI
0.48–0.99]; P = 0.0413); ORR was higher with 1L NIVO + IPI (73%) vs NIVO (61%) (Table). At this PFS final analysis, OS was longer with
NIVO + IPI vs NIVO (HR 0.61 [95% CI 0.45–0.83]) and PFS and ORR continued to show benefit for NIVO + IPI vs NIVO across all lines (Table).
Incidence of grade 3–4 treatment-related AEs in all randomized pts was 24% with 1L NIVO + IPI vs 17% with 1L NIVO; there were no new
safety signals.Table: LBA29

Centrally confirmed MSI-H/dMMR mCRC NIVO + IPI NIVO
1L n = 171 n = 170
Median PFS (95% CI), months NR (55.2–NE) 60.8 (32.8–NE)
HR (95% CI); P value 0.69 (0.48–0.99); 0.0413a

ORR (95% CI), %b 73% (65–79) 61% (53–69)
All lines n = 296 n = 286
Median OS (95% CI), monthsb NR NR
HR (95% CI) 0.61 (0.45–0.83)



Median PFS (95% CI), months NR 44.3 (22.1–NE)
HR (95% CI) 0.62 (0.48–0.80)
ORR (95% CI), % 71% (65–76) 58% (52–64)

Centrally confirmed MSI-H/dMMR mCRC NIVO + IPI NIVO
1L n = 171 n = 170

aBoundary for statistical significance, P < 0.0383. bDescriptive data.NE, not estimable; NR, not reached.

Conclusions

NIVO + IPI showed clinically meaningful efficacy improvements vs NIVO in the 1L setting and across all lines in pts with centrally confirmed
MSI-H/dMMR mCRC, further supporting NIVO + IPI as the standard of care for MSI-H/dMMR mCRC.
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