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Background

Despite recent tx advances in R/M SCCHN, durable survival benefit remains an elusive goal. CheckMate 651 (NCT02741570), a
phase 3 randomized trial, evaluated N+I vs EXTREME regimen as 1L tx for platinum-eligible R/M SCCHN.

Methods

Pts with R/M SCCHN, no prior systemic therapy in R/M setting, and ECOG PS 0–1 were randomized 1:1 to N (3 mg/kg Q2W) + I
(1 mg/kg Q6W; n = 472), or EXTREME (n = 475), stratified by tumor PD-L1 level, p16 expression, and prior chemotherapy. Pts
were treated with N+I or EXTREME (cetuximab + cisplatin/carboplatin + fluorouracil ≤6 cycles, then cetuximab maintenance)
until progression/unacceptable toxicity, or 2 y for N+I. Primary endpoints were overall survival (OS) in all randomized and PD-
L1 combined positive score (CPS) ≥20 populations. OS in CPS ≥1 was a key secondary endpoint. Progression-free survival
(PFS), objective response rate (ORR), duration of response (DOR), and safety were also assessed.

Results

947 pts were randomized; baseline characteristics were balanced across arms. At final analysis (minimum follow-up: 27.3 mo),
there was no statistically significant improvement in OS with N+I vs EXTREME in all randomized (HR 0.95 [97.9% CI: 0.80–
1.13] P = 0.4951) or CPS ≥20 (HR 0.78 [97.5% CI: 0.59–1.03] P = 0.0469) populations. In pts with CPS ≥1, OS HR was 0.82
(95% CI: 0.69–0.97). Other efficacy results are in the table. Overall, 8% (N+I) and 46% (EXTREME) of pts received subsequent
immunotherapy. Grade 3/4 tx-related adverse events occurred in 28% vs 71% of treated pts, respectively.

Conclusions

N+I did not show statistically significant OS improvement vs EXTREME in pts with R/M SCCHN; however, there was evidence of
clinical activity in pts with CPS ≥20 and CPS ≥1 as shown by prolonged OS (median and 2 y rates) and durable responses.
Notably, OS in the control arm was better than historical data. N+I had a favorable safety profile vs EXTREME, with no new
safety signals observed.Table: LBA36

All randomized CPS ≥20 CPS ≥1
N+I EXTREME N+I EXTREME N+I EXTREME

n 472 475 185 178 355 372



Median OS, mo 95%
CI 13.9 12.1–15.8 13.5 12.6–15.2 17.6 13.8–22.0

14.6 12.3–
16.0

15.7 13.7–
18.8

13.2 11.1–
14.6

HR CI 0.95 97.9% CI: 0.80–
1.13

0.78 97.5% CI: 0.59–
1.03

0.82 95% CI: 0.69–
0.97

P value 0.4951 0.0469 -
2-y OS, % 31 28 41 33 34 28
Median PFS, mo95%
CI 3.32.8−4.2 6.75.8−7.0 5.43.1–6.9 7.05.6–8.7 4.2 2.9-5.4 6.1 5.6-7.0

HR 95% CI 1.41 1.21−1.65 1.02 0.78–1.33 1.23 1.03−1.47
2-y PFS, % 15 13 26 16 18 13

ORR, n (%) 95% CI 114 (24) 20−28 175 (37) 32−41 63 (34) 27−41 64 (36)
29−44

98 (28) 23-
33

133 (36) 31-
41

Median DOR, mo
95% CI 16.69.7−29.4 5.95.5−7.0 32.612.1−NR 7.05.7−10.1 18.3 10.9-

32.6 6.0 5.6-7.6

18 mo DOR, % 48 20 62 29 52 22

All randomized CPS ≥20 CPS ≥1
N+I EXTREME N+I EXTREME N+I EXTREME

Clinical trial identification

NCT02741570.
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