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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 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.
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PEPINEMAB REPROGRAMS UNDERLYING 
PATHOLOGY IN CNS DISEASE

Pepinemab
SEMA4D 

blocking antibody

Reprogram 
reactive glia

Repair and restore 
normal function

Differentiation of
glial precursor cells

Neuronal Stress

Reactive Glia/ 
Neuroinflammation

Breakdown of BBB

Toxic 
Aggregates

mHTT, Aβ, Tau

Autoimmunity

Aberrant 
Signaling

Huntington’s Disease

Alzheimer’s Disease

Parkinson’s Disease

Multiple Sclerosis, 
PPMS

Rett Syndrome

Reduce inflammation

Remyelination

Restore BBB
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SEMA4D antibody blockade
improves disease phenotype in preclinical models 
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2014 Neurobiology of Disease  

2015 Neurobiology of Disease  
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SEMA4D is upregulated in neurons 
during underlying disease progression
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Human autopsy sections 
of frontal lobe

Huntington’s DiseaseNormal Alzheimer’s Disease
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CLINICAL TRIAL DESIGN:  
Huntington’s Disease

Orphan Disease and Fast Track Designations
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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)

Safety

Follow-up

1 month

Safety

Follow-up

1 month

Cohort B1

Early Manifest HD

n=179
Randomized 1:1 Double-blind

pepinemab

or 

placebo

Monthly

X18 months

Cohort B2

Late Prodromal HD

n=86
Randomized 1:1 Double-blind

pepinemab

or 

placebo

Monthly

X18 months



Pepinemab (PEPI) 
SEMA4D blocking 
antibody is well 
tolerated

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

Early Manifest Cohort B1 Placebo
(n=88)

Pepinemab
(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
DCL-4, Unequivocal HD (>99% confident)

88 (100%) 91 (100%)

UHDRS-TFC at screening, n (%)

11
12
13

33 (38%)
18 (20%)
37 (42%)

29 (32%)
37 (41%)
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)
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Abbreviated Safety and Baseline Characteristics 
mITT population



Pepinemab is detected at expected levels in CSF
PK/PD
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Most subjects dosed with 
pepinemab have at least saturating 

levels (100-300 ng/ml) in CSF

sSEMA4D increases in subjects 
dosed with pepinemab –

suggesting target engagement
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PBO B1 PEPI B1

84 82

86 82

88

90PEPI

PBO

Baseline Month 2 Month 6 Month 12 Month 17

Improve

Worsen

80 79

80 79

Treatment Groups

Study Months

HD-CAB Composite Index of 6 Cognitive Assessments
LS Mean 

Difference 
Estimate (95% CI)

One-sided          
p-value

Favors 
PEPI

Critical value

0.13 (0.03, 0.23) 0.007 Yes
Yes

[0.025]

HD-CAB Composite Index:

Co-Primary: Two-item HD Cognitive Assessment

COGNITIVE ASSESSMENT BATTERY (HD-CAB)
Early Manifest HD: Intent to treat population (mITT)
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LS Mean 
Difference 

Estimate (95% CI)

One-sided          
p-value

Favors 
PEPI

Critical value

OTS: 
-1.98 (-4.00, 0.05)

PTAP:
1.43 (-0.37, 3.23)

0.028 

0.060 

Yes
Yes

[0.025]



HD-CAB stratified by baseline MoCA
(Montreal Cognitive Assessment)
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mITT
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PEPI B1

50 50 47 47

51 49 48 47

PBO

PEPI

Improve

Worsen

BL

53

50

MoCA < 26 MoCA ≥ 26

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



Pepinemab treatment 
reverses loss of 
metabolic activity

*p ≤ 0.05

FDG-PET Change SUVR 
Early Manifest at Visit 18

FDG-PET Difference in % Change SUVR (PEPI-PBO)
Early Manifest at Visit 18
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FDG-PET CORRELATES WITH COGNITIVE FUNCTION
Early Manifest HD



Pepinemab reduces brain atrophy
Volumetric MRI– Boundary Shift Integral Analysis
Early Manifest HD
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CBSI (caudate atrophy) VBSI (ventricular expansion)

LS Mean Difference Estimate (95% CI):
CBSI: -1.54 (-2.79, -0.29); 

p = 0.017
VBSI:-2.47 (-5.04, 0.10); 

p = 0.060



Mechanism of Action Safety and Tolerability Clinical Activity Target Engagement

SIGNAL Phase 2 Trial
Summary, Lessons Learned, Next Steps

Reduce neuroinflammation and 
restore normal glia function

Well tolerated

Intravenous administration

Prespecified primary endpoints     
were not met

Evidence suggests potential cognitive 
benefit: HD-CAB, Apathy, FDG-PET

Greatest benefit from treatment was 
detected in patients with signs of 

mildly advanced disease

Reduced brain atrophy

Confirmed penetration into 
CNS at expected level

Antigen-antibody complexes 
detected

Orphan Disease and Fast Track Designations

Continued clinical development in HD
Initiated phase 1/2 trial in AD 13



CLINICAL TRIAL DESIGN:  
Alzheimer’s Disease
Phase 1b/2a

14

Funding by:

Alzheimer’s Association

Alzheimer’s Drug Discovery Foundation NCT04381468

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

Pepinemab 40mg/kg

n = 20

Every 4 weeks

x12

Randomized 1:1 Double blind

Placebo

n = 20

Every 4 weeks

x12

Safety 

Follow-up

4 weeks

After last dose

Study Objectives

Safety and Tolerability

Efficacy

Cognitive Function Measures: 

CDR-SB, ADAS-cog13, MMSE, CDRS

Other: 

ADCS-ADL, ADCS-CGIC, NPI

Brain Imaging Measures:

(FDG)-PET  and vMRI

Exploratory Biomarkers: 

NfL, AB, tau, cytokines, etc. 

Funding by



San Diego, CA

Pacific Research 
Network, Inc

Stephen Thein
Dixie Creager

Signal-AD Site Map

Delray Beach, FL

Brain Matters Research
Mark Brody

Jennifer Blasi

Stuart, FL

Brain Matters Research-Satellite Site
Mark Brody

Jennifer Blasi

Rochester, NY

University of Rochester
Anton Porsteinsson

Asa Widman

Fairway, KS

University of Kansas Medical Center 
Research Institute

Jeffrey Burns
Sarah King

Washington, DC

Georgetown University
Raymond Turner
Jessica Mallory

Fort Myers, FL

Neuropsychiatric 
Research Center of 
Southwest Florida

Wendy Bond

Indianapolis, IN

Indiana University SOM
Martin Farlow

Isabell Mwaura

Lake Worth, FL

JEM Research Institute
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Valerie Nevins
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➢ Enrollment is open and underway!
➢ Sentinel dosing safety group (n=4) is projected 

to be fully enrolled in early December
➢ After SMC review, expansion is projected to start 

at the end of the year 
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