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PURPOSE / OBJECTIVES
Immunosuppressive myeloid cells in the tumor microenvironment (TME) limit the efficacy of immune checkpoint 2 Of ..

inhibitors (ICls) 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 C St d -

cells and reverses immunosuppression, including attenuation of MDSC recruitment and function, leading to ase u Ies COm plelte Res ponses
enhanced efficacy of ICls. Pepinemab, a humanized SEMA4D blocking antibody, in combination with avelumab
provided clinical benefit in some patients with difficult to treat ICl-resistant and PD-L1-low NSCLC. Pembrolizumab

TRIAL DESIGN: KEYNOTE-B84
PHASE 1b PHASE 2

OBJECTIVES

Safety Run-in Expansion Phase
COMPLETE n=3 ACTIVE ENROLLMENT

is approved as monotherapy or in combination with chemotherapy for the first-line treatment of recurrent or Recommended Phase 2 Dose (RPZD) determined: 20mg/kg pepinemab RP2D: Primary Efficacy
metastatic (R/M) HNSCC. More effective treatments are, however, needed to increase the frequency and duration Pepinemab (ZOmg/kg) and pembrolizumab (ZOOmg), Q3W 200mg per_;brolizumab ’ 20mg/kg pepinemab -é PD-L1 CPS Objectives
of responses. The primary hypothesis of this proof-of-concept study is that pepinemab in combination with = = . el s G + _ <20 n=31 ORR
pembrolizumab will yield increased clinical benefit compared to the reported activity for pembrolizumab No Dose leltlng Toxicities (DLT) observed PD-L1 CPS 200mg pembrolizumab >20 n=31 Exploratory
monotherapy in R/M HNSCC. All (open label) Objectives

Among first 3 patients enrolled in Phase 1b segment, two -
- Inclusion Ceriteria: PFS, DOR
experlenced complete response (CR), dS per RECIST1.1 R/M HNSCC with measurable disease per RECIST1.1 PK/PD

BACKGROUND

s Immunosuppressive myeloid cells in the TME are a critical resistance factor to the efficacy of ICls in HNSCC.
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