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Inhibition of Semaphorin 4D induces lymphoid aggregates, correlating with clinical outcomes \accinex [EFPE
when combined with immune checkpoint therapy
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SO Pepinemab, a Semaphorin 4D (SEMA4D) blocking antibody, in combination with immune checkpoint therapy (ICB)
Evidence from multiple clinical studies suggests that pepinemab treatment led to . . . .
increased penetration of immune cells organized into lymphoid aggregates of progressive maturity. This appears to CO nve rt "Cold" tumors to "Hot" by |ndUC|ng Org anlzed IyphOId aggregates

effect was further amplified when combined with immune checkpoint therapies (ICB), even in
immunologically cold TME observed in PD-L1 low and HPV-negative HNSCC. Spatial analysis revealed
an increase in lymphoid aggregates comprised of B cell clusters mixed with dendritic cells (DC) and a T
cell zone including CD8 and CD4 T helper cells following treatment. Mature aggregates identified in

biopsies of patients treated with pepinemab and ICB combinations were larger and contained follicular Combination therapy reprograms Pepinemab treatment overcomes suppressive barrier allowing penetration and organization of key immune cells into the TME

dendritic cells, follicular B cells, and Tfh cells expressing CXCR5, characteristic of germinal centers (GC). Cold tumors to Hot tumors? with enhanced maturity of TLS when combined with ICB in HNSCC patients2
Increased density and maturity of lymphoid aggregates correlated with disease control and longer

progression-free survival (PFS) / recurrence-free survival (RFS).
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Methods

Screening and on-treatment tumor biopsies were collected from several clinical trials: Treatment induces mature immune aggregates and Combination treatment induces mature immune aggregates

correlates with Disease Control in HNSCC!' and correlates with Recurrence-Free survival in Melanoma?
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To the extent that statements contained in this presentation are not descriptions of historical facts regarding Vaccinex, Inc. (“Vaccinex,” “we,” “us,” or “our”), they are forward-looking statements reflecting management’s current beliefs and expectations. Such statements include, but are not limited to, statements about the Company’s plans, expectations and objectives with respect to the results and timing of clinical trials of pepinemab in various indications, the use and potential benefits of pepinemab in cancer, Huntington’s and Alzheimer’s disease and other indications, and other statements identified by words such as “may,” “will,” “appears,” “expect,” “planned,” “anticipate,” “estimate,” “intend,” “hypothesis,” “potential,” “advance,” and similar expressions or their negatives (as well as other words and expressions referencing future events,

conditions, or circumstances). Forward-looking statements involve substantial risks and uncertainties that could cause the outcome of the Company’s research and pre-clinical development programs, clinical development programs, future results, performance, or achievements to differ significantly from those expressed or implied by the forward-looking statements. Such risks and uncertainties include, among others, uncertainties inherent in the execution, cost and completion of preclinical and clinical trials, uncertainties related to regulatory approval, the risks related to the Company’s dependence on its lead product candidate pepinemab, the ability to leverage its ActivMAb® platform, the impact of the COVID-19 pandemic, and other matters that could affect the Company’s development plans or the commercial potential of its product candidates.
Except as required by law, the Company assumes no obligation to update these forward-looking statements. For a further discussion of these and other factors could cause future results to differ materially from any forward-looking statement, see the section titled “Risk Factors” in the Company’s periodic reports filed with the Securities and Exchange Commission (“SEC”) and the other risks and uncertainties described in the Company’s most recent year end Annual Report on Form 10-K and subsequent filings with the SEC.
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