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Abstract

Objectives

Conclusions

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.

Based on clinical biomarker data highlighting the contribution of DC to clinical 

benefit, we hypothesize that the therapeutic effects of pepinemab could be further 

enhanced by increasing the population of DC available in the TME. 

Reprograming and recruitment 

of myeloid cells

Clinical Experience: pepinemab promotes activated DC to infiltrate tumor and organize TLS

Pre-clinical animal studies: DC expansion to complement pepinemab mechanism of action

Formation of TLS
Mature TLS correlate with improved 

clinical outcome
Mature tertiary lymphoid structures (TLS) characterized by the presence of germinal 

centers are strong predictors of response to immunotherapy. DCs play critical and 

decisive roles in determining the outcome of the immune responses in the TME and 

within TLS. Therefore, strategies to recruit and activate DC have the potential to 

induce TLS and enhance response to immunotherapy.

Pepinemab represents a novel strategy to boost dendritic cell infiltration, activation, 

and organization of functional TLS to overcome limitations of immune checkpoint 

therapies. When combined with ICI, pepinemab induced de novo formation of TLS 

that correlated with clinical benefit, even in poorly immunogenic tumors that do not 

respond well to ICI, including HPV-negative and PD-L1 low HNSCC. When 

combined with modalities to further expand DC, SEMA4D blocking antibodies 

inhibited tumor growth in preclinical models, including in ICI-resistant models.

Expansion of DC with Flt3L enhances activity of anti-Sema4D
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Tumor Regression

 

1. NCT02358031. Burtness et al. 2022 Clinical Oncology 40 (21): 2321-2332. 

NOTE: CPS <20 was calculated post-hoc from analysis of CPS<1 and 1-19 

assessments; these do not represent alpha controlled analyses.

2. Shafique et al. Clin Cancer Res 2021

3. Evans EE et al. Cancer Immunol Res. 2015 Jun;3(6): 689-701.  

4. Clavijo PE et al. Cancer Immunol Res. 2019 Feb;7(2):282-291

mTLS 
correlate 

with 

RFS 

Triple combination therapy led to a significantly greater presence of 

mature TLS compared to single or double treatment combinations

Immature TLS (iTLS) Mature TLS (mTLS)
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Melanoma (NCT03769155) in collaboration with Emory University and Jennifer Wargo at MD Anderson 

Cancer Center (MDACC). Multiplex IHC quantification of immature TLS (iTLS) and mature TLS (mTLS) within 

pathologist-defined tumor area. Representative images of cellular makeup within iTLS (defined as >19 B cell + CD4 

aggregate), and mTLS (defined as iTLS + T follicular helper(CXCR5) + Follicular DC + GC B cells). *significant 

increase (p<0.05) in mTLS compared to the pepi + nivo + ipi cohort. ANOVA with Tukey’s multiple comparison test 

was used to calculate P values. 

Neoadjuvant trial in resectable Stage III Melanoma, collaboration with Emory University (NCT03769155) 

Patients received 2 neoadjuvant immunotherapy treatments followed by surgery on day 35-49, followed by 1 year 

adjuvant nivolumab treatment (a) Quantification of soluble factors in plasma using Eve Technologies 96-plex 

human cytokine/chemokine Array Discovery Assay shows an increase in Flt3L in pepinemab treated patients from 

day 1 (D1) to day 21(D21). (b) Multiplex IHC shows an increase in density of cDC1 and M1/M2 ratio within tumor in 

pepinemab + nivo treatment groups. (c) Nanostring analysis of bulk tumor biopsy shows enrichment of dendritic cell 

(DC) genes, including FLT3, in responders receiving pepinemab treatment. 

DC recruitment 

↑ Flt3L in blood

Pepinemab recruits and reprograms DCs in the TME

DC recruitment 

in Tumor
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Melanoma (NCT03769155) Kaplan-Meier survival analysis Recurrence-free survival (RFS) correlates with 

increased mature TLS (mTLS) independent of immature TLS (iTLS) status. *Log-rank test was used to calculate P 

values.

Increased density of mature TLS correlates with improved RFS

SEMA4D blockade improved DC trafficking to 

distant tumor and lymph nodes
a

b
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Flt3L expansion of DC combined with SEMA4D antibody blockade 

enhanced infiltration of DC, B and T cells into the tumor and 

increased anti-tumor activity. Two colon26 animal studies were 

designed to (a) collect tumors early (day 16) for IHC analysis and (b) 

collect data on tumor growth and survival. For both studies colon26 

tumor cells were implanted subcutaneously on day 0. Treatment arms 

included; control mab (control), anti-SEMA4D mab (anti-S4D), Flt-3 

ligand (Flt3L) or a combination of anti-S4D + Flt3L. (a) Quantification of 

immune cell densities by IHC of three mice per group including 

dendritic cells (DC), B cells (B220), and  T cells (CD3). *One-way 

ANOVA Tukey’s multiple comparison test. (b)  Mean tumor volume 

measured from day 1 to day 25. * Two-way ANOVA. Survival 

calculated out to day 60. *Log-rank. 

B cellsDC T cells

Tumor volume Survival

Pepinemab shifts the balance from suppressive myeloid cells 

to favorable activated DC/antigen presenting cells in the TME

DC MDSC

Human HNSCC (KEYNOTE-B84): All patients received treatment with pepinemab plus pembrolizumab.  

Average densities of antigen presenting cells (APC) and suppressive myeloid cells (MDSC) within the tumor 

microenvironment (TME) of patients treated with pepinemab combined with pembrolizumab in patients that had 

disease control (CR, PR, SD) compared to progressive disease.

Disease Control Progressive Disease

MDSCDC
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Pepinemab, when combined with pembrolizumab, induced TLS in 

patients who exhibited either a positive response or sustained 

disease control.

Disease 

Control
Disease 

Progression

Human HNSCC (KEYNOTE-B84) Patients who experience clinical benefit (Disease Control) during treatment with 

pepinemab and pembrolizumab have a higher frequency of mature immune aggregates with a high density of B cells 

in their on-treatment biopsy relative to their pre-treatment biopsies. Quantification of (a) Matched pre/on-treatment 

biopsies from same patient. (b) All available biopsies.  One-way ANOVA, **** p<0.0001; ns = not significant,  p≥0.05.
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Human HNSCC (KEYNOTE-B84) (a) on-

treatment biopsies with one or more TLS positively 

correlates with overall survival (OS) and 

progression-free survival (PFS) *Log-rank test. (b) 

Pepinemab + pembrolizumab appears to improve 

OS in CPS low patients compared with historical 

control, pembrolizumab alone and standard of care 

pembrolizumab + chemotherapy in PD-L1 low 

tumors (CPS 1-19)1. CPS: Combined Positive Score for 
PD-L1 expression; KN: KEYNOTE; Pepi: pepinemab; 
P: Pembrolizumab; CTX: Chemotherapy; CI: confidence 
interval
 

Presence of TLS correlates with OS and PFS 
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Treatment of tumor-bearing mice with SEMA4D blocking antibody promotes active migration of primed cDC1 to non-targeted tumors and improved tumor 

regression. In collaboration with Brian J. Czerniecki at the H. Lee Moffitt Cancer Center and Research Institute. Balb/c mice were subcutaneously injected with 

HER2+ TUBO cells into the left (target) and right (non-target) flank. Antigen-pulsed cDC1 (HER2 DC1) were injected into target tumor; SEMA4D neutralizing 

monoclonal antibodies (anti-Sema4D) was administered systemically (IP). (a) anti-SEMA4D treatment promotes trafficking of labeled cDC1 into distal tumor and 

lymph nodes after 48 hours. * Two-way ANOVA (b) anti-Sema4D inhibited tumor growth and tumors were eliminated with the combination of anti-SEMA4D and Her2 

DC1 compared to single agents in both targeted and non-targeted tumors * One-way ANOVA. 

PD-1i

CTLA-4i

Pepinemab + IO

CD8 T cells

CD4 T cells

B cells

Induces Flt3LReduces 

immune 

suppression

Recruits 

and 

activates 

DC

Improved 

outcomes

Organizes 

functional 

mTLS

Immune Checkpoint Inhibitors (ICI) increase infiltration of 

B and T lymphocytes in TME.

Pepinemab promotes the development of mature TLS by 

enhancing the infiltration and organization of CD21+ Follicular DC, 

CD23+ Germinal Center (GC) B cells, and CXCR5+ T follicular 

Helper Cells (TfH). 

The presence of mature TLS correlates with extended 

Recurrence Free Survival (RFS) in the neoadjuvant melanoma 

setting and with Overall Survival (OS) in 

Recurrent/Metastatic HNSCC. 

Study of HNSCC in the neoadjuvant setting is in progress.

The combination of pepinemab with immune checkpoint inhibitors (IO) 

has shown promising results in improving treatment outcomes in certain 

cancers, particularly in overcoming resistance mechanisms associated 

with immune-oncology therapies. 

Further promoting 

recruitment and 

activation 

of DC

Pepinemab induces Flt3L and further promotes recruitment and 

activation of DC, B cells and T cells.

KN-B84
PEPI + P P CTX + P

n 16 124 116
CR 6.3% 3.2% 3.4%
PR 18.8% 11.3% 25.9%

ORR 25.0% 14.5% 29.3%
DCR 75.0% 40.3% 59.5%

PFS (months) 7.0 2.2 4.9
 (CI) (3.3-10.7) (2.1-2.9) (4.2-5.3)

OS (months) 16.3 10.8 12.7
(CI) (8.9-NC) (9.0-12.6) (9.4-15.3)

CPS  1-19
KN-048
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