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Amivantamab + pembrolizumab + carboplatin in first-line recurrent/metastatic head and neck squamous cell cancer (1L
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Background

Pembrolizumab + chemotherapy showed an objective response rate (ORR) of 36% in 1L R/M HNSCC. Amivantamab (EGFR-MET bispecific
antibody) showed promising single-agent activity (ORR 42%) in R/M HNSCC after immune checkpoint inhibitor and platinum-based
chemotherapy (Burtness JC0 2026). Amivantamab + pembrolizumab showed an encouraging ORR of 56% in 1L R/M HNSCC (Mehra MHNGCS
2026). We examined a 3-drug combination of amivantamab + pembrolizumab + carboplatin in 1L R/M HNSCC.

Methods

OrigAMI-4 (NCT06385080) Cohort 5 is assessing subcutaneous amivantamab hyaluronidase-lpuj Q3W + pembrolizumab + carboplatin
(max. 6 cycles) in participants (pts) with 1L PD-L1 CPS =1 R/M HNSCC. Primary endpoint is ORR by investigator per RECIST v1.1. ORRs were
assessed separately for HPV-unrelated disease (defined as oral cavity, hypopharynx, larynx and p16-negative oropharynx) and HPV+
oropharyngeal squamous cell carcinoma (OPSCC).

Results

30 pts received amivantamab + pembrolizumab + carboplatin (median age, 66 y; 73% male). At clinical cutoff (18-Mar-26), median follow-
up was 7.7 mo (range, 3.0-10.3). 29 pts were included in this efficacy analysis (1 pt was deemed ineligible). Among 22 pts with HPV-
unrelated disease, 17 achieved a confirmed response (ORR 77%; 95% Cl, 55-92), including 3 complete responses and 14 partial responses
(PR); 4 pts had stable disease (SD), 1 had progressive disease (PD). At clinical cutoff, 11 of 17 responses (65%) were ongoing. Among 7 pts
with HPV+ OPSCC, 2 achieved PR (ORR 29%) with 1 response ongoing; 2 pts had SD, 2 had PD and 1 not evaluable. Safety profile was
consistent with the individual agents. Most common adverse events were anemia, hypoalbuminemia, thrombocytopenia, stomatitis and
hypomagnesemia. Administration-related reactions due to amivantamab were low (13%; no grade >3). Updated results with longer follow-
up will be presented at the meeting.

Conclusions

Amivantamab + pembrolizumab + carboplatin showed an ORR of 77% in HPV-unrelated 1L R/M HNSCC. The global phase 3 randomized
OrigAMI-5 study (NCT07276399) is evaluating this regimen vs pembrolizumab + 5-FU + platinum in HPV-unrelated 1L R/M HNSCC.
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