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Background

Pembrolizumab (P) is a standard 1L tx option for R/M HNSCC, but response rates remain low. Addition of INBRX-106 (106), a hexavalent
agonist engineered to promote higher-order 0X40 clustering, to P may amplify and prolong the antitumor immune response.

Methods

In the phase 2 part of HexAgon-HN (NCT06295731), patients (pts) with 1L R/M HNSCC with high PD-L1 combined positive score (CPS; >20)
were randomized 1:1 to open-label 106+P or P. The primary endpoint was confirmed objective response rate (ORR) by investigator per
RECIST v1.1, with success defined as an observed AORR >8 percentage points favoring 106+P; key secondary endpoints included
progression-free survival (PFS) and safety.

Results

At data cutoff (19 Aug 2026), 68 pts were randomized (median follow-up, 7.0 mo); median age was 64.5 years; 85.3% were male; 57.4% had
distant and 27.9% HPV+ disease. In response-evaluable pts (n=63), ORR (95% Cl) with 106+P (n=29) was 48.3% (29.4,67.5) vs 26.5%
(12.9, 44.4) with P (n=34), ie, absolute AORR of 21.8%. A greater effect was observed in pts with HPV+ disease: ORR 80.0% (3 CR + 5 PR)
with 106+P (n=10) vs 33.3% (3 PR) with P (n=9); AORR was 46.7%. Preliminary PFS analyses suggest a substantial improvement in PFS
with 106+P; updated analyses will be presented. In the safety population (n=65), treatment-emergent adverse events (AEs) with 106+P vs P
were reported in 100% vs 85.3% of pts, Grade (G) >3 AEs in 58.1% vs 47.1%, and serious AEs in 38.7% vs 35.3%. The most frequent
treatment-related AEs (any G/G=3) with 106+P were rash (32.3%/3.2%), rash maculo-papular (32.3%/9.7%), diarrhea (29.0%/9.7%), and
fatigue (29.0%/3.2%). Infusion-related reactions (22.6%/3.2%) were manageable and occurred mainly at first dose.

Conclusions

Addition of 106 to P as 1L tx for PD-L1 CPS >20 R/M HNSCC demonstrated an increase in ORR and showed a preliminary PFS benefit, with no
new safety signals identified. A more pronounced effect in the prespecified HPV+ subgroup warrants further investigation. These positive
randomized phase 2 results establish clinical proof of concept for 0X40 agonism in cancer immunotherapy.
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