Reprogramming suppressive myeloid cells in tumor microenvironment with
first-in-class Semaphorin 4D Mab enhances combination immunotherapy
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Rational Combinations: Pepinemab (VX15/2503) Combination and Immunotherapy
Anti-SEMAA4D increases immune infiltration & reduces suppression Clinical Trials in Progress

Semaphorin 4D/Plexin signaling to myeloid and tumor cells

Semaphorins and cognate receptors are overexpressed in many Tumor, Leukocytes
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MOA: Antibody blockade of SEMA4D “opens the gates” to the tumor,

SEMAA4D expression at tumor invasive margin restricts infiltration of * Pro-inflammatory APC recruit and activate CD8+ T
PLXNB1+/PLXNB2+ DC into TME. cells within tumor microenvironment.
Anti-SEMA4D promotes infiltration of pro-inflammatory CD11c+/F480+  « Coordinated increase in Thl cytokines - IFNy, TNFa

facilitating penetration of activated immune cells, reverses myeloid
suppression, and enhances activity of immunotherapy.

Neoadjuvant “Window of Opportunity” 1O Clinical Trials
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Human pancreatic ductal adenocarcinoma were dissociated and expression of Plexin receptors were assessed by flow cytometry.
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