KEYNOTE-B84 Phase 1/2 study of pepinemab, an inhibitor of semaphorin 4D, in combination with \ACCINEX
pembrolizumab as first-line treatment of recurrent or metastatic head and neck cancer

R/M HNSCC #CT111

Trial Design [ i Clinical proof of concept CLASSICAL-Lung study®

Phase 2 Expansion Objectives A. Higher response rate in difficult B. Increased penetration of cytotoxic T-cells
to treat PD-L1-low NSCLC with following treatment (pepinemab + avelumab)
combination therapy

Abstract

Immunosuppressive myeloid cells in the tumor microenvironment (TME) limit the efficacy of immune checkpoint inhibitors
(ICIs) in head and neck squamous cell carcinoma (HNSCC). Preclinical and clinical studies demonstrated that antibody
blockade of semaphorin 4D (SEMA4D) promotes tumor infiltration and activation of DCs and CD8+ T cells and reverses
immunosuppression, including attenuation of MDSC recruitment and function, leading to enhanced efficacy of ICls.
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