Inhibition of Semaphorin 4D In combination with iImmune checkpoint therapy
Induces organized lymphoid structures within the tumor microenvironment that
correlate with clinical outcome
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|ntrOdUCtIOn Myeloid cells play a critical role in suppression of adaptive immunity within the TME. Semaphorin 4D (SEMAA4D) signaling through its Data presented here support the !'IYPOTHESIS th.at SEMA4D
receptors (PlexinB1/B2, CD72) excludes activated antigen presenting cells and promotes recruitment and suppressive function of myeloid suppressor cells blockade regulates crosstalk of immune cells in TME to
(MDSC)(1). In preclinical and clinical studies, SEMA4D antibody blockade increased penetration of B cells, antigen presenting dendritic cells (DC) and T cells into the promote organized functional immune interactions as a novel
tumor and attenuated MDSC in the TME, leading to enhanced efficacy of immune checkpoint inhibitors (ICl) (2). mechanism of immune enhancement.
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PancK Patients experiencing disease control following treatment with pepinemab plus pembrolizumab showed an increase in the number of B cell aggregates Stem-like CD8 are associated with improved response to immunotherapy
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I 7. Expand B cell hubs by 150um to identify cells interacting (above). These aggregates exhibit spatial organization that is characteristic of functional immune response, similar to mature TLS. Highly organized immune and share features with T, cells found within immune aggregates.

2. Virtually align stains by panel with B cells. aggregates 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 Patients with disease control had a higher density of stem-like CD8 T cells
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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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