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Forward Looking Statements

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 Head
and Neck 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 that 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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Lead Product: Pepinemab
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Novel Mechanistic
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Broad application
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Favorable safety and
tolerability
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Clinical Proof of
Concept
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“* In-house expertise
and partnerships to
realize value

First-in-class immunotherapy targeting Semaphorin4D
Regulates inflammatory processes that exacerbate disease pathology

Neuro-immunology: Huntington’s Disease, Alzheimer’s Disease, etc
Immuno-Oncology

Well-tolerated in >400 patients
Non-invasive route of administration: Intravenous infusion

Neurology

« Target engagement in brain

« Documented improvements in cognitive function and
brain metabolic activity in Huntington’s Disease

Oncology

« Enhances activity but does not enhance toxicities of immune checkpoint
inhibitors

« Demonstrated clinical benefit in refractory/resistant cancers

alzheimer’s
association’

a CIMERCK  MABRCK

Foundation Merck, MSD Merck, KGaA Darmstadt



NWACCINEX Science in the Service of Medicine

Pepinemab Antibody for treatment of
Neurodegenerative Disease

A novel mechanism of action with

broad application in emerging neuro-immunology field

Demonstrated favorable clinical safety
and proof of concept

m Unique Targets ® Novel Mechanisms m New Medicines




SEMA4D IS OBSERVED TO BE UPREGULATED IN NEURONS
DURING DISEASE PROGRESSION

Normal Alzheimer’s Disease Huntington’s Disease

Semad4D

Neuron
(HUC/HUD)

Human autopsy
sections of
frontal lobe

AR

Semaphorin 4D is upregulated in neurons of diseased brains and triggers astrocyte reactivity
Elizabeth E Evans, Vikas Mishra, Crystal Mallow, Elaine Gersz, Leslie Balch, Alan Howell, Ernest S. Smith, Terrence L. Fisher, Maurice Zauderer*

Journal of Neuroinflammation, 2022
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SEMA4D regulates neuron-astrocyte communication and
inflammation
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PEPINEMAB FOR NEURO-IMMUNOLOGY

2 key publicationsin 2022

Clinical Experience in HD

ARTICLES

nature . .
medicine

https://doi.org /10.1038/541591-022-01%19-8

"} Check for updates

Pepinemab antibody blockade of SEMA4D
in early Huntington's disease: a randomized,
placebo-controlled, phase 2 trial

Andrew Feigin', Elizabeth E. Evans ©®2, Terrence L. Fisher®2, John E. Leonard®?, Ernest S. Smith?,
Alisha Reader?, Vikas Mishra©?, Richard Manber?, Kimberly A. Walters©4, Lisa Kowarski©®4,
David Oakes?®, Eric Siemers®, Karl D. Kieburtz®, Maurice Zauderer®2= and the Huntington Study
Group SIGNAL investigators*

Mechanism of Action

Evans et al. Journal of Neuroinflarmmation {2022) 19:200

https://doi.org/10.1186/512974-022-02509-8 Journal Of Neur()Inflammatlon

RESEARCH Open Access

: : : ®
Semaphorin 4D is upregulated in neurons @

of diseased brains and triggers astrocyte
reactivity

Flizabeth E. Fvans'@®, Vikas Mishra @, Crystal Mallow', Flaine M. Gersz |, Leslie Balch', Alan Howell,
Christine Reilly', Ernest S. Smith!, Terrence L. Fisher'® and Maurice Zauderer'




HUNTINGTON'S
DISEASE

Genetic Disease

HD is caused by dominant
mutation in a single gene.

~40,000 individuals

with manifest disease in US

>150,000 more

at risk of inheriting mutation

P
—

Unmet need

No approved treatments to alter the
course of Huntington’s Disease.

Emotional
Psych

Symptoms
Cognitive impairment =
most significant impact on daily life
(FDA Voice of the Patient)

Every child bom to a parent with Huntington discase
has a 50% chance of sharing the same fate.

B D R e L i L e LT
; Fhsedihe = 8 Lot youa, e o oo v o1 130 it 4 blusly, W n ' aves sk ome iy
/ . Al o s Vv e e ks b ST s e P s by

Photo credit: Huntington Society of Canada
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HUNTINGTON'S DISEASE

Clinical Trial Design

4 »
Y Orphan Disease and
S @ NAL Fast Track Designations

Cohort B1 :
Data Analysis and
(17 = L) =
rly Manifest HD Y
Sl A TS Safety Study Objectives
n=179 domized 1:4  Pepinemab T Follow-up
randomized 1: onthly -
double-blind i X18 months 1 month Safety and tolerability
CAG repeat 236 placebo
TFC 11-13, DCL 4 Primary Efficacy Outcomes
(mITT)
Cognitive Function I/II
CGIC

Cohort B2
Prodromal HD

fet Key Exploratory and
n=86 FOSII?JVeV )l/Jp Biomarker Outcomes
: . pepinemab Monthl ) Brain Volume (vMRI)
X randomized 1:1 onthly 1 month

double-blind or X18 months Metabolic imaging (FDG-PET)

CAG repeat 236 placebo
Post-hoc Subgroup Analyses

DCL2or3

NCT02481674 .



FDG-PET CORRELATES WITH COGNITIVE FUNCTION

Pre-specified Exploratory Endpoint, Early Manifest cohort N
PECITI Xp y POl y ! S)K@NAL

Change in FDG-PET at Month 18 Difference (PEPI-PBO) at Month 18

Decline Increase

Extended Frontal Composite-

Extended Frontal Composite
Expanded Cortical Composite-

Expanded Cortical Composite

FDG-PET measures

brain metabolic activity.

Decline in FDG-PET is
reported to correlate
with cognitive
Impairment in
neurodegenerative
diseases.

Pepinemab
treatment appears to
reverse loss of

Posterior Cingulate-
Lingual gyrus-
Thalamus-

Middle frontal gyrus-
Occipital lobe-
Precentral Gyrus-
Paracentral lobule
Superior frontal gyrus-
Post central gyrus-
Precuneus Cortex-

Inferior parietal

Middle temporal gyrus-
Inferior temporal gyrus-
Superior parietal
Superior temporal Gyrus-
Medial orbitofrontal-
Supramarginal Gyrus-
Amygdala-

Anterior Cingulate
Total white matter-
Hippocampus-

Posterior Cingulate
Lingual gyrus
Thalamus

Middle frontal gyrus
Occipital lobe
Precentral Gyrus
Paracentral lobule
Superior frontal gyrus
Post central gyrus
Precuneus Cortex
Inferior parietal
Middle temporal gyrus
Inferior temporal gyrus
Superior parietal
Superior temporal Gyrus
Medial orbitofrontal
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Amygdala

Anterior Cingulate
Total white matter
Hippocampus
Caudate

Caudate-
Globus pallidus-
Putamen-””l ————— | :
-0.10 -0.05 0.00 0.05 0.10 0 1
Change in SUVR from baseline (Mean, SEM) Difference in Mean Percent Change (SUVR)

SUVR = standardized uptake value ratio

metabolic activity. = PBO n=31

I PEPI n=28
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Globus pallidus
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Feigin, A et al. Nature Medicine (2022)
: ' 10.1038/541591-022-01919-8



https://doi.org/10.1038/s41591-022-01919-8

HD-COGNITIVE ASSESSMENT BATTERY (HD-CAB)
Exploratory and Post-hoc analysis ﬁ(@NAL

HD-CAB composite index score

PBO B2 43 43 42 42 39
PBO B1 87 87 B4 82 80

“Learning effect” is lost when P mm o= om
HD Sym ptoms become -y T -+ Placebo - Late Prodromal Cohort B2
manifest

o] morove : - Pepinemab - Early Manifest Cohort B1

Pepinemab treatment restores
the ability to benefit from
experience (i.e., to learn)

-0.14 - Placebo - Early Manifest Cohort B1

-0.24

0.3

Change from baseline (Z-score})

Study month

HD-CAB composite score, MoCA<26 HD-CAB composite score, MoCA =26

PEO 36 M4 2 33 22 PBO 50 50 50 47 47
— PEPI 36 35 33 a2 2 0.2— PEPI 52 51 49 48 47

pepinemab
T 0.1 ?

Improve

 Treatment effect is most evident
in patients with early signs of
cognitive deficits (MoCA<26)

Improve

\Worsen \Worsen

i placebo

S

at 18 mortths
Feigin, A et al. Nature Medicine (2022) . ' '

10.1038/s41591-022-01919-8 2 12 »
Study month Study month

S

Change from baseline (Z-score)
Change from baseline (Z-score)



https://doi.org/10.1038/s41591-022-01919-8

HD-COGNITIVE ASSESSMENT BATTERY (HD-CAB)
Associated with Clinically Meaningful change YENAL

HD-CAB cognitive score correlates with
Clinical Global Impression of Change (CGIC)

- CGIC worsen
— CGIC not worsen

Improvement

-

Cumulative Proportion

T T T T
-1.0 -0.5 0.0 0.5 1.0

HD-CAB, Change from Baseline at Month 17

Early Manifest Cohort B1 treated with Pepinemab
12
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ALZHEIMER’'S DISEASE

Phase 1b/2 Trial Design

Alzheimer's
Drug Discovery
Foundation

‘e _ %
gﬁr@ NALAD rondingby - aineimers

Phase 1b: Safety

Phase 2: Expansion

Mild AD

Safet
Y (CDR=0.5 or 1.0, MMSE 18-26)

Follow-up

Monthly
placebo X12 months

Topline Data:

Safety and tolerability

n=

pepinemab X12 months Follow-up

09 @ Monthly 40 mg/kg Safety

Randomized 1:1 Double-blind n=20

Cognitive Function measures Y.
CDR-SB, ADAS-Cog13, MMSE, .||
CDRS

Biomarker Outcomes
Brain Volume (VMRI) @
Metabolic imaging (FDG-PET)

JUL 2021 APR 2023 1H 2024

Completed Target Topline

Data Safety Monitoring Board

Last Completed, Feb 2022 Enroliment Data

©) il

16 sites in US

13
NCT04381468



Pepinemab for Neuro-immunology

Novel mechanism of action I

Broad application Demonstrated clinical
proof of concept

i

Well-tolerated

Demonstrated safety and activity

>300 patients in Huntington’s Disease

dosed Improves cognition

(HD-CAB)
Ongoing Phase1/2 in Alzheimer’s
AEs and discontinuation Potential application in other NDD including
rates comparable to Progressive MS, Rett Syndrome
Placebo

Improves brain
metabolic activity
Potential for combination therapy (FDG-PET)

Biologically active
dose crosses blood
brain barrier

Non-invasive route
of administration

Intravenous, monthly

Confirmed target _
dosing

saturation in CSF

14



NWACCINEX Science in the Service of Medicine

Pepinemab Antibody for
Cancer Immunotherapy

A novel mechanism of action that enhances activity
but does not enhance toxicity of existing therapies
when used in combination

m Unique Targets ® Novel Mechanisms m New Medicines




WHY DOES IMMUNE RESPONSE FAIL IN TUMORS?

Sema4D binds PLXN
receptors on DCs and
restricts penetration

SemayD is expressed at
tumor margin

T-cells are excluded
from tumor

SEMA4D regulates

1. Immune Exclusion
2. Myeloid Suppression

Stress

' Tumor cells
SEMA4D o Tcells
..... »-
' ©® tumor @ SEMA4D CD4+ T Cells
PLXNB1/B2 Antigen
Cytoskeletal Collapse presel'?“ng
Maccrce)pf\age Pro-inflammatory cells are excluded from tumor and build up at the invasive edge
Secretion of Dendritic cells CD8 T cells align with Sema4D at the invasive edge of the tumor. Most of these excluded T-cells express Sema4D.
inflammatory factors Monocytes Dendritic Cells express receptors for SEMA4D and are heavily excluded at the invasive edge.

Biopsy of Human metastatic colorectal tumor, in collaboration with Emory University (NCT03373188) 16



PEPINEMAB:

UNlQUE MECHANISM No treatment Pepinemab

Low CD8+ T cells High CD8+ T cells
High Tumor content and MDSC

Low tumor content and MDSC

L

1 cytotoxicT cells

2 AN

J, inhibitory suppressor cells

Myeloid Derived Suppressor Cells (MDSC)

SEMAA4D blockade reduces suppressive capacity of Myeloid Derived Suppressor Cells in the tumor.

Left: SEMAA4D induces secretion of factors from myeloid suppressor cells that inhibit recruitment and activity of CD8 T cells.
Right: Pepinemab treatment reverses inhibitory suppressive cells and facilitates T cell infiltration and activity.

Biopsy of Human metastatic colorectal tumor, in collaboration with Emory University (NCT03373188)
17



PEPINEMAB:
UNIQUE MECHANISM

4
PEPINEMAB:

Improved cellular
communication through
formation of organized
lymphoid structures (TLS)

Pepinemab

Nivolumab

Ipilimumab
pPCR

Pepinemab
Nivolumab
pPCR

Pepinemab
Ipilimumab
pCR

Nivolumab
near pCR

SOC
Non-Responder

B cells
CD20

CD20+ B cells and
CD8+ T cells
are organized in Pepi Tx arms

CD20+ B cells in
pepinemab Tx arms

CD8 are not organized

Biopsies of Human melanoma tumors,
in collaboration with Emory University (NCT03769155),
oral presentation at SITC, Nov 2022 18
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Neoadjuvant immunotherapy trial ———

I " YIS
Integrated biomarker analysis |
%) EMORY _
g);::onsored &Igggé\p Sv?:La:boratlon [\\ IACCI'NEXJ

Safety & Tolerability Recurrence-free Survival

Peplnemab.ls. weII-toIfer.ated and T | i +Cemsores || 100% RFS
adds NO additional toxicity to PD-1 |1 Lo grank p=0.0097
and CTLA-4 inhibitors in the
neoadjuvant setting

Triple combo

=
=]
[l

Survival Probability
AI_‘;-I

lpi+pepi
I PITPep Delay of RFS
Biomarker analysis Nive Vorpepi | Double combos
y 0.2 Nivo+pepi
0.8+ *

S 0.0+
£ *
2 0.6 Nivo+pepi 8 é 3 3 2 2 2 a
© . ] Ipi+pepi 8 7 4 3 3 z 2 0
E Formation of TLS NiospHpe | 8 s 8 . 2 0
o 0.4+ . . pi 7 5 ]

Mi I 1 1 1 1 1 ] 1
: o8 correlates with RFS v 7 ! - r . M T M
o 0.2- . .
2 —— in melanoma patients Recurrence-free survival (months from Day 1 treatment)
# v

0 0——0&0—*—4—%—
recul::lroence rECurrEnCErecut]roence recurrence (NCT03769155)
— T L —— ) Oral abstract presentation by Dr. Michael Lowe at ESMO, Sep 2022
pepinemab treatment P mant. Biomarker analysis selected for oral presentation by Dr. Brian Olson at SITC, Nov 2022 19

treatment



KEYNOTE-B84
HEAD AND NECK
CANCERTRIAL

Phase 1b: Safety Phase 2: Expansion Phase

e PD-L1 high (CPS >20)
e PD-L1 low/negative (CPS <20)

All patients receive standard of care
KEYTRUDA®, plus pepinemab for
first- line treatment of recurrent or
metastatic head and neck cancer
Open-label, continuous monitoring

e Total of 3 patients e Total: up to 62 patients .#.

JUL 2021 JAN 2022 1H 2023 2H 2023

Topline Data

0 al

KEYNQOTE-048 for historical comparison Safety Period
— same inclusion / exclusion criteria

18 sites in USA now enrolling

=1
[l
o
3,
3
)
®
o
o
q
[

Ph1b Safety: COMPLETE Objective Response

»  Well tolerated
» RP2D: 20mg/kg pepi and 200mg

pembro, Q3W

1
1
1
Phase 1b Safety Review: Complete :
1

2 CR observed in CPS<20 :

Completed Enrollment of 36
patients for Interim Analysis

Ph2 Expansion: ENROLLING
» 36 patients enrolled, as of Mar09

\’AC CINEX e MERCK

MAR 2023

© .




Pepinemab for Immuno-Oncology

Well-tolerated

~

o >
Strong rationale for

combination therapy

Novel and Independent
Mechanism of Action
_ Demonstrated safety and
Does not enhance T T cell penetration/ enhanced activity

toxicity of organization in combination with immune
companion drug dimmune suppression checkpoint therapy in
Lung Cancer &
Head and Neck cancer &
Neoadjuvant treatment for
Melanoma

[

Established PK/PD Demonstrated clinical
activity in PD-L1 low -

an unmet Need

Confirmed target
saturation in adult and
pediatric patients 1 in ORR compared to
single agent ICl in
PD-L1 low

Head and Neck cancer

Can accommodate
schedule of companion
drug
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ACHIEVEMENTS AND MILESTONES

Published Clinical Data from SIGNAL phase 2 study in Huntington’s Disease in
Nature Medicine

Published mechanism of action paper in neurodegenerative diseases in
Journal of Neuroimmunology

August 2022

FDAType C meeting to review SIGNAL phase 2 data and

design of planned phase 3 study in Huntington'’s disease g
Topline data from randomized, double-blind, placebo-controlled SIGNAL-AD :

e, mid-2024
Alzheimer’s disease phase 1b/2a study
Publication expected of mechanism of action and biomarker results from neoadjuvant

. . : . . : 2H 2023

melanoma combination immunotherapy trial, in collaboration with Emory University.
Completed enrollment of first 36 patients for Interim Analysis of Phase 1b/2 study of
Pepinemab in Combination with KEYTRUDA® in front line Head & Neck Cancer June 2023

Meeting with collaborator, Merck, to review and publicize data in June

Currently exploring pharma collaborations

23
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INCORPORATED
2001

HEADQUARTERS
Rochester, NY

:—?—u EMPLOYEES
0006 40

) IPO NASDAQ VCNX
August 2018

Vaccinex, Inc. (Nasdag: VCNX) is a publicly

. . CAPITAL RAISE
traded clinical-stage biotechnology
company engaged in the discovery and FEB 2021 $32.0 M, JAN2022 $13.2 M, NOV 2022 $3.8 M,

development of targeted biotherapeutics March 2023 S5 M

to treat serious diseases with unmet

medical needs, including cancer and CASH BALANCE*

neurodegenerative diseases. $11.4 M including S5 M private placement commitments (March 2023)

SHARES OUTSTANDING*
42.66 M

\WACCINEX *as of 31DEC2022 %



PIPELINE and MILESTONES

Oncology

Neurology

Study

KEYNOTE-B84

NCT05102721

NCT03769155,
NCT03690986

NCT05378464

CLASSICAL-Lung

AGNAL-AD

NENAL

Drug Discovery

Drug

Pepinemab
Combo with Pembolizumab

Pepinemab
Combo with Avelumab

Pepinemab
Combo with Nivolumab
and/or Ipilimumab

Pepinemab
Combo with Dendritic Cell
Vaccine

Pepinemab
Combo with Avelumab

Pepinemab

Pepinemab

®
ActivMab  Antibody Drug Discovery

Research Phase 1 Phase 2

Head & Neck Cancer

Pancreatic Cancer
Melanoma, Head & Neck Cancer
Breast Cancer

Non-Small Cell Lung Cancer

Alzheimer’s Disease

\ MADb

A

Sponsor Partner Milestones

\WACCINEX ¢ 9 MERCK - Interim Analysis
hd 1H 2023
ROCHESTER ,
\IAccirvEx @ril" « 1%t patient
erck KGaA
Darmstadt, Germany Jan 2023
EMORY
WINSHIP \,ACCiNEX * ESMO & SITC
CANCER e 2023
INSTITUTE &5 Bristol-Myers Squibb « Publish 2023
\ACCINEX
NQEEE!'TI vy ) Funded by Bankhead and * 1st patient
) Coley Cancer Research Jan 2023
Grant
\WACCINEX Merck KGaA | ppiished 2021

Darmstadt, Germany X
* Clin Can Res

o

alzheimer’s » Data 1H 2024
associationo Alzheimer's
Drug Discovery

Foundation

\\lAcciNEX

* Published 2022
* Nature Medicine

* Maximizing
success to find
Ab therapeutics
for difficult targets

Multiple
Pharma and Biotech

\lAcciNEX



CONTACT US

Maurice Zauderer, PhD
President & CEO
mzauderer@vaccinex.com

......
........
e

Elizabeth Evans, PhD
COO
eevans@vaccinex.com

Activ Ernest Smith, PhD
j:_Ie.ctihnology CSO
R esmith@vaccinex.com
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Vaccinex
Selected
References,
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