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Disclosures

EE, TF, VM, MB, AF, ES, JL, MZ are full time employees at Vaccinex, Inc.

AF and ES have received compensation from employment, consulting and board participation in
various companies — see full disclosures in program.

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 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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PROPOSED MECHANISM OF ACTION:

Preclinical and clinical evidence suggests pepinemab may

reprogram reactive gliosis in CNS diseases
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Preclinical Neurology Models
SEMA4D antibody blockade improves disease phenotype

Anti-semaphorin 4D immunotherapy ameliorates neuropathology and I
some cognitive impairment in the YAC128 mouse model of 8 Bitish Columbia
Huntington disease
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SEMA4D IS UPREGULATED IN NEURONS
Human autopsy brain sections: HD and AD
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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

=
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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.
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HUNTINGTON'S DISEASE

Abbreviated Clinical Trial Design*

Orphan Disease and

‘oo
Sﬁr@ NAL Fast Track Designations

Early Manifest HD

Data Analysis and

placebo I
_ Safety Study Objectives
n=88
Monthly Follow-up
X18 months 1 month

Safety and tolerability

Primary Efficacy Outcomes
(mITT)

Cognitive Function /il
CGIC

Randomized 1:1 Double-blind

pepinemab

fet Key Exploratory and
n=91 Monthly FOSII?)vev-)l/Jp Biomarker Outcomes %@
X18 months 1 month Brain Volume (VvMRI)

Metabolic imaging (FDG-PET)

S

NCT02481674. *Note 86 subjects with Late Prodromal HD were also included in study v

Post-hoc Subgroup Analyses




ABBREVIATED SAFETY AND BASELINE CHARACTERISTICS

mITT: Early Manifest HD

AENAL

Pepinemab (PEPI)
SEMA4D blocking

antibody is well
tolerated

Early Manifest HD Placebo Pepinemab
(n=88) (n=91)
Discontinued Treatment Early 10 13
Had any SAE (*) 8 4
Had any Grade 3+ AE (*) 14 17
CAG repeat length 44.1 43.5
CAP score** 470 466
UHDRS-DCL at screening 88 (100%) 91 (100%)
DCL-4, Unequivocal HD (>99% confident)
UHDRS-TFC at screening, n (%)
11 33 (38%) 29 (32%)
12-13 55 (62%) 61 (68%)
MoCA score, mean (SE) 26.02 (2.04) 26.14 (2.30)
MoCA <26 subgroup 23.97 (0.94) 23.78 (1.07)
MoCA >26 subgroup 27.44 (1.21) 27.72 (1.34)

*pre-COVID era;
**CAP score = age X (CAG repeat length — 33.66)




COGNITIVE ASSESSMENT BATTERY (HD-CAB) o
mITT Co-Primary and pre-specified Exploratory analysis, Early Manifest HD ST(@NAL

HD-CAB Composite Index of 6 Cognitive Assessments Two-item HD Cognitive Assessment: Pre-specified Co-Primary

PBO 88 84 82 80 79 LS Mean
PEPI 90 86 82 80 B e
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PEPINEMAB APPEARS TO REDUCE BRAIN ATROPHY

Volumetric MRI- Boundary Shift Integral Analysis (BSI) ‘o
Pre-specified Exploratory Endpoint, Early Manifest HD @(@NAL
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LS Mean Difference Estimate (95% Cl):

CBSI: -1.54 (-2.79, -0.29); VBSI:-2.47 (-5.04, 0.10);
p =0.017 p =0.060




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
metabolic activity.

Change in FDG-PET at Month 18

Extended composite Frontal Cortex-
Additional Cortical Composite-

Posterior Cingulate-
Lingual gyrus-
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Post central gyrus-
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Middle temporal gyrus-
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Medial orbitofrontal-
Supramarginal Gyrus-
Amygdala-

Anterior Cingulate-
Total white matter-
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B Placebo, n=31
Il Pepinemab, n=28
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FDG-PET CORRELATES WITH COGNITIVE FUNCTION
Pre-specified Exploratory Endpoint, Early Manifest HD

AENAL

Difference (PEPI-PBO) at Month 18

Extended Frontal Composite
Expanded Cortical Composite

Posterior Cingulate
Lingual gyrus
Thalamus

Middle frontal gyrus
Occipital lobe
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*p < 0.05
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Difference in Mean Percent Change (SUVR)
SUVR = standardized uptake value ratio




Problem Behaviors Assessment (PBA-s)

oo
Post-hoc analysis of individual assessments, Early Manifest HD @@NAL
P=0.017
100
n= 87 86
90 Presence of problem oEP| One-Sided
n behavior -value
- % p-va
80 at Visit 17 oML avors pEPI)
Several HD studies suggest
that among behavioral 0 19 21 16 Apathy 33/83(39.76) 19/82 (23.17) 0.017 (+)
th o 26 Depression 28/83(33.73) 16/82 (19.51) 0.030 (+)
measures apathy severity -
Correlates beSt Wlth disease Irritability 35/83 (42.17) 32/82(39.02) 0.41 (+)
prog ression and correlates 50 Anxiety 40/83 (48.19) 40/82 (48.78) 0.60 (-)
with cognition 20 PBO = Placebo
PEPI = Pepinemab
. 63
Pepinemab treatment 30 - | 02 o2
reduced apathy severit >0
P Y Y 20 ] Absent
[ Slight, questionable, mild
10 Bl Moderate
. Il Severe
PBO PEPI PBO PEPI
Visit 11 Visit 17

Apathy Severity 12



CGIC: Clinical Global Impression of Change Q.@NAL

Co-Primary and Post-hoc Subgroup Analysis
to inform patient selection

CGIC - Subjects with CGIC —Subjects with
Baseline UHDRS TFC 11 Baseline UHDRS TFC 12 and 13
Ni Ni
. g A 30 27 28 25 A 49 54 51 53
No significant treatment
: P=0.0417
effect observed in the mITT
early manifest HD population
A treatment effect was, B Very much worse
. . . Improve Improve [ Much worse
however, EV|dent|n SUbJectS “=r-r--1r-"17CCreT1rTC1 - “=r-r--1r-"1TtTtTreT1IrTT1 " O Minimally worse
. Worsen orsen [0 Mo change
with somewhat more O Minimally improved
. . O Much improved
advanced disease (TFC 11) in 71 || a4
post-hoc subgroup analysis. % % 47 || 45
- m
. | -.
Y Y
PBO PEPI PBO PEPI FBO PEPI PBO PEFI
Anominal one-sided p-value, Fisher’s Month 11 Month 17 Month 11 Month 17

exact test for worsening score 13



HD-CAB STRATIFIED BY BASELINE MoCA

(Montreal Cognitive Assessment) Post-hoc Subgroup Analysis é].(éNAL
to inform patient selection
MoCA <26 MoCA = 26

HD-CAB Composite Score HD-CAB Composite Score, MoCA<26 HD-CAB Composite Score, MoCA 226

PBO 88 84 82 80 79 PBO 36 34 32 33 32 PBO 50 50 50 47 a7

A A

Change from baseline (Z-score)

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

LS Mean Estimate (SE), month 17
mITT: 0.13 (0.05), p=0.007 MoCA <26: 0.24 (0.08), p=0.0025 MoCA >26: 0.06 (0.06), p=0.197
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Proposed
Mechanism of Action

Preclinical data suggests
reduced  neuroinflammation
and restoration of normal glia
function

Combination of SEMA4D
immunotherapy with ASO
improves  measures  of
anxiety and brain atrophy in
Hu97/18 HD mice

SIGNAL Phase 2 Trial
Summary, Lessons Learned, Next Steps

Orphan Disease and Fast Track Designations

Safety and Tolerability

Well tolerated

Intravenous administration

@

Efficacy Outcomes

Pre-specified primary efficacy
endpoints were not significant.

Evidence suggests potential
cognitive benefit, i.e. HD-CAB,
Apathy, FDG-PET

Reduced brain atrophy observed

Greatest benefit from treatment
was detected in patients with
signs of mildly advanced disease

@D
(&
Target Engagement

Confirmed drug penetration
into CNS at expected level

Antigen-antibody complexes
detected

Continued clinical development in Huntington’s Disease — potential for Combination Therapy

Initiated phase 1/2a trial in Alzheimer’s Disease




ALZHEIMER’'S DISEASE

Phase 1b/2 Trial Design

Alzheimer's
Drug Discovery
Foundation

‘ceor" . %
Q@ NAL-AD rUnangBY  aumeimers

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:

n=

Safety and tolerability

Safety
. 009 @ Monthly
pepinemab o w 98 X12 months Follow-up
Randomized 1:1 Double-blind —

JUL 2021 H1 2023

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

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

15 planned sites in US

Ph 2:
Phase 1b: a5€

currently

complete .
accruing

Topline Data

Al

16
NCT04381468



Signal-AD Site Map

Dent Neurological Research
Horacio Capote
. Shanita Jones

University of Rochester
Anton Porsteinsson
Asa Widman

Columbia University Irving Medical Center
Lawrence Honig
Katrina Cuasay

Georgetown University
Raymond Turner
Jessica Mallory

Re-Cognition Health
R.Scott Turner
Monica Bland

Brain Matters Research-Satellite Site
Mark Brody
Jennifer Blasi

Premiere Research Institute Palm Beach Neurology
Paul Winner
Ashley Poulette

JEM Research Institute
Mark Goldstein
Brain Matters Research Valerie Nevins
Mark Brody 17
Jennifer Blasi

Pacific Research
Network, Inc
Stephen Thein
Dixie Creager

Neuropsychiatric
Research Center of
Southwest Florida
Wendy Bond




