SEMAA4D blocking antibody, pepinemab, is a novel potential
treatment for neurodegenerative disease: clinical proof of
concept in HD supports clinical development in AD

AENAL AENALAD

Terrence Fisher, PhD
VP, Clinical Sciences

Nathanaelle TOUCHON Florence MARSY

tﬁsher@vaccinex com & {ifll§  Benedicte CLEMENT Manon PALOU

\\’/1€CiNEX

www.ctad-alzheimer.com



mailto:eevans@vaccinex.com

FORWARD
LOOKING
STATEMENTS

Disclosures

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, 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 its 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 Form 10-K
for year end December 31, 2021 and subsequent filings with the SEC.

Full time employee: Vaccinex, Inc.




PEPINEMAB REPROGRAMS UNDERLYING

PATHOLOGY IN CNS DISEASE
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SEMA4D antibody blockade
Improves disease phenotype in preclinical models

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
during underlying disease progression

Alzheimer’s Disease  Huntington’s Disease

Human autopsy sections
of frontal lobe
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CLINICAL TRIAL DESIGN:
Huntington’s Disease

Cohort B1
Early Manifest HD

n=179
Randomized 1:1 Double-blind

pepinemab Monthly

pla‘:;bo X18 months

Cohort B2
Late Prodromal HD

n=86
009 Randomized 1:1 Double-blind

S

or

pepinemab @ Monthly
blacebo 'J\ X18 months

Safety
Follow-up
1 month

Safety
Follow-up
1 month

AGENAL

Orphan Disease and Fast Track Designations

Database Lock & Analysis

Study Objectives
Safety and tolerability

Primary Efficacy Outcome
Cognitive Function (B1 only)

Key Exploratory and Biomarker
Outcomes
Metabolic imaging (FDG-PET)
Brain Volume (VMRI)



Abbreviated Safety and Baseline Characteristics

mITT population

Pepinemab (PEPI)
SEMA4D blocking
antibody is well
tolerated

AENAL

Early Manifest Cohort B1 Placebo Pepinemab
(n=88) (n=91)
Discontinued Treatment Early 10 13 A
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 18 (20%) 37 (41%)
13 37 (42%) 24 (27%)
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)



Pepinemab iIs detected at expected levels in CSF

PK/PD N’
AENAL

Most subjects dosed with sSEMA4D increases in subjects

pepinemab have at least saturating dosed with pepinemab —
levels (100-300 ng/ml) in CSF suggesting target engagement
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COGNITIVE ASSESSMENT BATTERY (HD-CAB)
Early Manifest HD: Intent to treat population (mITT) é].(éNAL

HD-CAB Composite Index of 6 Cognitive Assessments HD-CAB Composite Index:

LS Mean :
PBO 88 84 82 80 79 , One-sided Favors "
PEPI 90 86 82 80 Difference Critical value

Estimate (95% Cl) p-value PEPI

o
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Improve

Yes

0.13(0.03, 0.23) 0.007 Yes [0.025]

o
i
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Co-Primary: Two-item HD Cognitive Assessment

LS Mean .
Difference IiEElREn T Critical value

: E
Estimate (95% Cl) p-value PEPI

OTS:
-1.98 (-4.00, 0.05) 0.028
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Baseline Month 2 Month 6 Month 12 Month 17
Study Months

Treatment Groups = PBOB1 -o- PEPI Bl

PTAP:
1.43 (-0.37, 3.23) 0.060
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HD-CAB stratified by baseline MoCA

Montreal Cognitive Assessment oy
( 9 ) AENAL

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 47
_ PEPI 90 86 82 80 79 _ PEPI 36 35 33 32 32 PEPI 53 51 49 48
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Improve Improve
Improve

Worsen Worsen

'

Worsen

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 226: 0.06 (0.06), p=0.197




FDG-PET CORRELATES WITH COGNITIVE FUNCTION AENAL
Early Manifest HD

FDG-PET Change SUVR FDG-PET Difference in % Change SUVR (PEPI-PBO)
Early Manifest at Visit 18 Early Manifest at Visit 18
Extended composite Frontal Cortex- Extended Frontal Composite ; ; ®
Additional Cortical Composite- Expanded Cortical Composite : . i*
Posterior Cingulate - Posterior Cingulate =
Lingual gyrus- Lingual gyrus ] ! ! e
Thalamus- Thalamus :
Middle frontal gyrus- Middle frontal gyrus ' ; : *:
_ Occipital lobe- Occipital lobe ) *:
Precentral Gyrus- Precentral Gyrus L i  *x
Pe p INemMa b t re at me nt Paracentral lobule- Paracentral lobule : k B
Superior frontal gyrus- Superior frontal gyrus - - :
reverses loss of Post central gyrus- Post central gyrus-/EE——
Precuneus Cortex- Precuneus Cortex . ' ik

Inferior parietal

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

Anterior Cingulate-|
Total white matter-
Hippocampus -

metabolic activity

SR LU MR

Iu‘lmnlmmiMHH 1

Change SUVR from baseline (Mean, SEM)

|

Caudate-

Globus pallidus-
B PBO Putamen- =
W PEPI il

Inferior parietal
Middle temporal gyrus
Inferior temporal gyrus
Superior parietal
Superior temporal Gyrus
Medial orbitofrontal
Supramarginal Gyrus
Amygdala
Anterior Cingulate
Total white matter
Hippocampus
Caudate
Globus pallidus
Putamen : : : :

1 I 1 I 1 1

PBO n=31 0 1 2 3 4 5
PEPI n=28 Difference in Mean Percent Change (SUVR)

*p <0.05

* ¥ ok X
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Pepinemab reduces brain atrophy
Volumetric MRI- Boundary Shift Integral Analysis

Early Manifest HD @O@NAL
CBSI (caudate atrophy) VBSI (ventricular expansion)

ansion from Baseline
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T
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Baseline Month & Month 17

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




SIGNAL Phase 2 Trial

Summary, Lessons Learned, Next Steps

o

Mechanism of Action

Reduce neuroinflammation and
restore normal glia function

Orphan Disease and Fast Track Designations

@

Safety and Tolerability Clinical Activity

Well tolerated Prespecified primary endpoints
were not met
Evidence suggests potential cognitive
benefit: HD-CAB, Apathy, FDG-PET

Intravenous administration

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

Reduced brain atrophy

Continued clinical development in HD
Initiated phase 1/2 trial in AD

Target Engagement

Confirmed penetration into
CNS at expected level

Antigen-antibody complexes
detected




CLINICAL TRIAL DESIGN:
Alzheimer’s Disease Funding by

2

Alzheimer’s
Drug Discovery
Foundation

4 »
Phase 1b/2a gﬁ‘r@ NAL‘AD ;gg%fgg

Patient population: Mild AD (CDR=0.5 or 1.0, MMSE 20-26)

Study Objectives

Pepinemab 40mg/k
pi g/kg Safety and Tolerability

* n=20

@ Every 4 weeks
A x12

Efficacy
Cognitive Function Measures:

Safety CDR-SB, ADAS-cog13, MMSE, CDRS

Follow-up
Randomized 1:1 Double blind 4 weeks Other:

After last dose ADCS-ADL, ADCS-CGIC, NPI
Brain Imaging Measures:
(FDG)-PET and vMRI
Exploratory Biomarkers:

NfL, AB, tau, cytokines, eftc.

Funding by:
Alzheimer’s Association

Alzheimer’s Drug Discovery Foundation N CTO438 1468



Signal-AD Site Map éT(éN ALAD
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» Enrollment is open and underway! &
» Sentinel dosing safety group (n=4) is projected J

to be fully enrolled in early December .;Nthvi.iyi:lttdf *
» After SMC review, expansion is projected to start Wendy Bond

at the end of the year " ancrony e \IACC INEX
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