Pepinemab, anti semaphorin 4D antibody, in combination with pembrolizumab
Induced formation of organized lymphoid aggregates and enhanced response to
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KEYNOTE-B84 TRIAL DESIGN: R/M HNSCC SUMMARY
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Unfavorable balance of immunosuppressive myeloid cells over

activated APC in the tumor microenvironment (TME) limit the Tum.or RESPOHSE _ _ . o Progressmn-free Survival
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Ligand SEMA4D expressed on
Tumor and Lymphocytes
Receptor Plexin B1/B2 (PLXN) 1) Activates Dendritic Cells

expressed on Myeloid cells 2) Induces Tertiary Lymphoid Structures (TLS)

Ligand:Receptor engagement 3) Expands T cells in Tumor Biomarker : Multiplex IHC from Pre and On-Tx biopsies

induces recruitment / suppressive X .
Myeloid function 4) Reverses Myeloid Immunosuppression

e Data suggest that treatment improved balance of activated APC and MDSC and induced the presence of highly organized immune
aggregates consisting of high density of B cells, DC and T cell zones, and correlating with disease control.

Pepinemab in combination with pembrolizumab
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. o density of activated HLA-DR+ APC (CD68+ and CD11c+) and low levels of treatment with pepinemab and pembrolizumab have a higher frequency cell aggregates positively correlates with longer progression-free survival. N=12
and reverses mVEIO|d SupprESSIOI‘I suppressive Argl+ MDSC (CD15+ and CD14+). In contrast, low HLA-DR+ APCs of mature immune aggregates with a high density of B cells in their on- on-treatment biopsies at interim analysis. Log Rank survival statistical analysis
and higher levels of Argl+ MDSC are observed with disease progression. treatment biopsy (n=7) compared to their pre-treatment biopsies resulted in a ** p value of 0.0056.
No treat t PeDi b » Treatment appears to reverse the immunosuppressive tumor (n=16), p<0.0001. This difference is not observed in on- (n=5) and pre-
o trea men _?ma_ : microenvironment in patients who experienced clinical benefit, treatment biopsies (n=10) from patients with disease progression. One-
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° Pepi+anti-PD-1 Patients experiencing disease control following treatment with pepinemab plus pembrolizumab showed an increase in the number of B cell aggregates (above). Stem-like CD8 are associated with improved response to immunotherapy and
fh_’ L‘—l These aggregates exhibit spatial organization that is characteristic of functional immune response, similar to mature TLS. Highly organized immune aggregates share features with T, cells found within immune aggregates. Patients with
9 . X contain zones of high-density APCs (activated DC, B cells) and a T cell zone with CD8, CD4 T helper cells and stem-like CD8's. In contrast, patients with progressive disease control had a higher density of stem-like CD8 T cells after treatment within
§ Anti-PD-1 Pepi+anti-CTLA4 disease and untreated patient tumors predominantly contain no or few immune aggregates with spatial interactions that favor immune suppression, including the TME. Stem-like CD8 T cells are located within B cell aggregates.
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METHODS IHC Biomarker Analysis NEXT STEPS

PD-L1 expression in archival or newly obtained FFPE tumor samples was

> Single-arm, open Iabel, phase 1b/2 study assessed at a central lab using the PD-L1 IHC 22C3 pharmDx assay (Agilent Based on these flndlngs, we and our

> 18 medical centers in USA Technologies, Carpinteria, CA, USA) and characterized by combined positive pharmaceutlcal collaborator Merck Sharp &
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CD11c+ CD4+FoxP3- CD20+ to determine antibody saturation of target SEMA4D in blood® NOTE: CPS <20 was calculated post-hoc from analysis of CPS<1 and 1-19
assessments; these do not represent alpha controlled analyses
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