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Host-directed therapeutics targeting vascular leak, by boosting
vascular endothelial stabilization
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Hemorrhagic Shock & Polytrauma: The Critical Window for Intervention

Military Combat Injury Polytrauma + Shock The Golden Hour Operational Goals
* Combinedinjury * Systemic vascular * Peakvascular * To stabilize
* Blast/crush/blood instability vulnerability and physiology
loss * Early, rapid maximum * Extend survivability
* Hemorrhage, tissue hemodynamic shifts therapeutic window
damage, shock * Endothelial responsiveness * Enable evacuation
remains a leading dysfunction, capillary * Vascular stabilization ¢ Transition to higher-
cause of preventable leak, microvascular to reduce capillary level care
death collapse; highly leak, improve * Bridgetotrauma
unstable physiology perfusion and organ units

function

Early vascular stabilization during the Golden Hour to improve survival from shock and polytrauma. N
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Pegevongitide: Tetrameric PEGylated Peptide that Exhibits Potency, Stability and Manufacturability

Oﬁ»{ﬁ ?Hw -

o
N
i " 9 NJ~
o o Dy
o # o N o [+] ¥
Oﬁ»ﬁﬁ LEL L e L,
o 1 o 4 o ! o :
N Y Yy
Loy Ly Ly

o
o«

Pegevongitide (AV-001) is the cGMP version of
Vasculotide

*;s.'*.ﬁ‘ Pegevongitide is a fully synthetic 4-arm branched
gt S PEGylated peptide of 14.5 kDa

@ AV-001 has wide therapeutic window:
MFD > 200-fold PAD
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AV-001 exhibits nanomolar affinity:
Kd: 1.9-2.8 nM; EC50: 10.2 nM

AV-001 is highly specific, with negligible inhibition or
stimulation of 128 secondary targets

cGMP AV-001 has >6 years stability
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Tie2 and pegevongitide (AV-001/Vasculotide): Vascular Dysfunction is a foundational mechanism for a variety
of devastating disease states

Vascular leak Vascular stability Infectious Disease/Pandemic:
Lethal Influenza

Bacterial Pneumonia
COVID-19
Polymicrobial Sepsis
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Neuroscience/Blood-Brain-Barrier/Traumatic Brain
Injury:

Vascular Dementia

Occlusive Stroke

Blood-Brain-Barrier Restoration

Traumatic Brain Injury

Radiation and Wound Healing:
Wound Healing
Radiation: Dermal Exposure
Radiation: Full-Body Irradiation

Biotoxin:
Ricin Intoxication

Tie2 ¢& Tie2 .

By Ang2 " Lo . Shock and Trauma:
| Severe Burn Injury
3 3 Hemorrhagic Shock

Polytrauma (Crush+ Fracture+ Hemorrhage)

Ang2 > Ang1 AV-001

e
Leppénen VM etal,, ProcNatl Acad SciU'S A. 2017 114(17):4376-4381 VESD mun E.v""
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Pegevongitide (AV-001; Vasculotide) in Hemorrhagic shock: Investigating Microcirculatory
Dysfunction and Leakage

Microcirculatory perfusion

Microcirculatory perfusion measurements
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S Prophylactic Administration of Pegevongitide (AV-001; Vasculotide) Reduced Microvascular Leak
2 and Fluid Resusitation Requirements
wn
S
= Microvascular leakage
-
= Sham (n= 16)[ Surgery ][ Monitoring ]
o
GE) HS+resuscitation (n=16}[ Surgery ][ Shock ][ Resuscitation ]
T 1 hour 1 hour
Administration Isolation of
Vasculotide/PBS kidney & lung
A Microvascular leakage B Volume
40+ 10+
Fal=) . 3 Sham @l Control
TH @B Resuscitation 84 Vasculotide
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Treatment restored microcirculatory perfusion during fluid resuscitation significantly attenuated  trieuM, et al. Anesthesiology.
pulmonary microvascular leakage and significantly reduced resuscitation volumes required . 2018 Feb;128(2):361-374.
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Pegevongitide (AV-001; Vasculotide) Treatment Increases Microcirculatory Perfusion During
Resuscitation from Hemorrhagic shock
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Post-treatment Microcirculatory perfusion measurements
A
f1 2 3 a 51
v v v Vi V
HS+resuscitation (n=10) [ Surgery ][ Shock ][ Resuscitation ]
1 hour 1 hour
Administration
C Vasculotide
% Continuously perfused vessels Non-perfused vessels
(1))
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@ ] { I I £2. 2 To mimic the clinical setting, drug
= 54 @@ ke-.__.- @ h .. .
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22 . 2=, “pre-hospital” phase
5 & & . S & & & & & (resuscitation with LRS and the
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) @ ¢ .
K & T ® & with shed blood).
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van Leeuwen AL, et al. Intensive Care Med Exp. 2021;9(1):23.
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Pegevongitide (AV-001; Vasculotide) Treatment Increases Microcirculatory Perfusion During
Resuscitation from Hemorrhagic shock

a Perfusion measurements

Continuously perfused vessels A
ki

* L3 w w w ® w
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Administration VT/PBS Isolation kldneys

Perfusion was tracked over 4 hours.

Treatment with pegevongitide restored

Continuously perfused vessels
(vessels/recording)

u ] ] ] ¥ ) ) L] L] L L] Ll .
2 Q{g & 45“ S e S RS cremaster perfusion compared to untreated
N .
R animals.
2 Time after start fluid resuscitation

This was reflected by a significant increase in
the number of perfused vessels at 3h
following fluid resuscitation.

van Leeuwen AL, et al. Intensive Care Med Exp. 2021;9(1):23.
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MAP (% of baseline)

Pegevongitide Modulates Early Post-Resuscitation Hemodynamics in a Polytrauma
Hemorrhagic Shock Model

. Trauma & .
Line Pla?c_:em.ent & Hemorrhage (40% Shock (30 minutes) Re§us. (2.0% BV’ Post-trauma (3 hours)
Stabilization BV) 5-minute infusion)
Baseline Post-trauma AV-001 ¢ AV-001-treated groups
demonstrated an early increasein
Baseline — Vehicle MAP relative to vehicle following
]
40 resuscitation in the first hour post-
200+ E T AV0T051g/g p70.0569 resuscitation i
: — AV-00115ugkg - _ | :
l Q 30
o AV-0013.0 ughkg S £ - :
150 d HOTo §§ T * This interval corresponds to a period
: S % 20 —|_ —|_ L of maximal physiologic instability
ﬁ s iR J_ following polytrauma, hemorrhage,
100+ . gg 10- 1 shock, and reperfusion.
! < 1
]
50 : 0 : : : : ¢ While per-animal analyses were not
(') o 1' S 5 o é & 8 © & statistically significant at n=6/group
. «© &F RO WoSF (p=0.0565), the observed pattern is
4 4 Time (hours) & S & . .
O O O consistent with an early vascular
v ¥ v

Post- Resus +/-

trauma  AV-001 stabilization effect.

Weaver et al., US Army Institute of — u"%
Surgical Research 2024. Vasomune
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Why this matters. Treat early, Stabilize early, Preserve vascular function

Statistical

Study Intervention Timing  Endpoint Earliest Separation Significance
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1 Microperfusion
At resuscitation v Edema Early (30-60 min) Significantat1h
¥ Resuscitation volume

Trieu 2018
Hemorrhagic shock

Van Leeuwen 2021

I » Mi . . . N
Hemorrhagic shock Atresuscitation Microperfusion Early (30-60 min) Significantat3h
Weaver 2024 o .

'r = =
Polytrauma Atresuscitation MAP Early (30-60 min) p=0.0565

Across both hemorrhagic shock and combined injury polytrauma models, the strongest treatment-
associated effects are consistently observed during the first 30-60 minutes following resuscitation.

The consistency of the timing across independent models supports the hypothesis that AV-001 exerts its
primary biological activity during the immediate post-resuscitation period.
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Why this matters. Potential Operational Relevance
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Sustain Increase time Bridge patients . .
erfusion durin available for to damage- Bridge patients to
p g casualty control definitive trauma
the Golden Hour . Ny care
evacuation resuscitation

Early vascular stabilization during the golden hour to improve survival from shock and polytrauma.
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Phase 1 trial demonstrated on-target activation, safety and tolerability in humans @!

Phase 1 First-In-Human

Phase 1 Safety Study Highlights On-Target Activation
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* NRC IRAP Award 965762: $2.4M CAD

e N=48

* Single dose: 4 dose cohorts, 6 active &2 placebo subjects percohort, receiving 1.4 ug/kgto 56 pg/kg of AV-001
by IV bolus

* Multiple dose: 2 dose cohorts, 6 active & 2 placebo subjects per cohort, receiving up to 56 pg/kg/day of AV-001
daily for 7 days by IV bolus

¢ PKand PDamenable to daily dosing

* Noevidence of accumulation

* NoSUSARS, no AESI, no hypotension, noimmunogenicity

* On-target Tie2 activation

* Tie2 phosphorylation on granulocytesvia TEL assay

Clinicaltrials.gov: NCT04737486

e-Blind, Placebo-Controlled Phasel Single and Multiple-Dose Pharmacokinetic First-ln-Human Study of

eatment of ARDS (abstra Am J Resp are Med 2024;209:A 0
> _ o2
@ On-target Tie2 activation @ Excellent safety & tolerability Uasc: mune
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Phase 2a clinical trial in pneumonia and Acute Respiratory Distress Syndrome is FN CDMRP

DEPARTMENT OF DEFENSE

CONGRESSIONALLY DIRECTED

. .
nearli ng com p l.etl on AN mepicaL ReSEARCH PROGRAMS

Phase 2a Pneumonia/ARDS m
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*  Median CPS 5 e -l: _ g
*  Various microbial diagnoses B @
* Target completion by Q32026
Screening Random Treatment DsMB Treatment DSMB i Foll P
(Day-1) {Day-1) Phase Phase Phase

linicaltrials.gov: NCT051237

N

3;@ Fast Track for Prevention & Treatment 3;@ Pathogen agnostic UéSDmL,InEﬂ
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https://clinicaltrials.gov/study/NCT05123755

Summary: Vasomune is eager to explore opportunities to help fulfill JPEO-CBRND strategic goals to
develop threat agnostic therapy to counter vascular leak
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Threat agnostic therapeutic with multiple opportunities for intervention
Pneumonia/ARDS, specifically, coronaviruses and/or influenza
Severe burn injury
Polytrauma
Cerebrovascular injury
First-in-class therapy with multiple possible indications
NovelTie2 receptor agonist to activate previously undruggable target
Mitigates vascular leak by hormalizing host vascular response
Clinical stage asset
Broad and favorable preclinical activity profile, and favorable clinical safety profile
Completed Phase 1, and currently in Phase 2a for pneumonia/ARDS and Phase 2a for cerebrovascular injury
IND allowance for severe burn injury >40% TBSA
Robust manufacturing and supply chain
Established GMP CMC in place with supply and stability to enable further clinical studies

L}
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Our leadership team is complemented by world-class advisors

Brian Jahns, PharmD Harold Kim, PhD Gosia Hodgson, CPA, CA Shahid Ahmad
PRESIDENT, CEO SCIENTIFIC CO-FOUNDER CFO VP, OPERATIONS & PLANNING
CcsoO

SVP Commercial and BD, Trillium

13+ years leadership in accounting
| Therapeutics (NASDAQ: TRIL)

and corp dev in biotech, IP
management and public accounting

20+ in operations and supply
Over 20 years of experience in chain management
academia and biotechnology;
research fellow in the laboratory of
Dr. Daniel Dumont, who

discovered the Tie2 receptor.

ClinDev & BD, Roche Certified PMP, led >$10M non-

dilutive funding initiatives for
Vasomune

Experience closing >$500M capital
transactions, 10 IP licensing deals,
one biotech exit

Biopharma executive, clinical

pharmacist, clinical toxicologist

TRILLIUM E28 ST. JUDE MEDICAL

@
iy Laborstory Medicine & Pathabiology
%/ UNIVERSITY OF TORONTO

IL -4 Sunnybrook
b =

nagement and Advisors

UNIVERSITY OF ILLINOIS
Hosoeal & Heslth Scences Systen

Our Advisors and Collaborators

Daniel Viock, MD
CcMOo

Ivor Douglas, MD, FRCPC
CLINICAL ADVISOR AND CO-I

John Kubasiak, MD, FACS,
FABA
CLINICAL ADVISOR AND CO-|

Calfee, MD, MAS
CLINICAL ADVISOR

Associate Director, Boehringer
Ingelheim and Director, J&J

Chair of the Department of Medicine
New York Medical College

Professor in Residence of Medicine
and Anesthesia, UCSF

Associate Professor of Surgery,
Section Chief Burn Surgery, Loyola

S Medical Center

- LOYOLA
ﬁ Boehringer v HARVARD @3 School of Medicine @ Burn and trauma surgeon and
|||l| Ingelheim et 5 researcher

Faculty, Harvard Medical School Researcher in Molecular Phenotyping
’ ARDS and Precision Medicine in the

ICU

Eddy Fan, MD, PhD Christopher Mcintyre, MD, PhD Michael V. Callahan, MD, Alan J. Weaver Jr., PhD
CLINICAL ADVISOR CLINICAL ADVISOR AND CO-I MSPH, DTM&H (UK) INVESTIGATOR
INVESTIGATOR

Director of Critical Care
Research at University Health
Network and Mount Sinai

VP Research & Scientific Director

Director of Kidney Clinical Research Unit,
London Health Sciences

Associate Professor, Ciitical i Professor of Medicine, Western University
Care, University of Toronto ' London Health Sciences Centre

Research Scientist

Director, Clinical Translation & Mass-
Casualty Therapeutics U.S. Army Institute of Surgical
Research Hemorrhage & Vascular

Dysfunction

Massachusetts General Hospital
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Contact

Brian E. Jahns, PharmD
President and Chief Executive Officer

bjahns@vasomune.com
+1(905) 334-1079

Harold Kim, PhD
Chief Scientific Officer

hkim@vasomune.com
+1(416) 910-5543

Vasomune Therapeutics, Inc.,
180 John Street, #604

Toronto, Ontario M5T 1X6
Canada

Vasomune Therapeutics US, Inc.,
223 S. West Street, #900

Raleigh, North Carolina 27603
United States of America
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