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What are Tregitopes? Einax
RN e

Short, linear peptide sequences
that bind to HLA and activate
regulatory T cells

Identified by immunoinformatics
searching epitopes that are
homologous to human genome
atthe TCR face

Discovered and patented by
Annie De Groot and Bill Martin
at Epivax

Can be co-formulated or
attached to proteins to provide
antigen-specific tolerance
Wide range of therapeutic
applications
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v Tregitopes — what are they?
v Pre-clinical studies with Tregitopes...
v'Have Tregitopes been in the clinic?

v'What’s the EpiVax plan for Tregitopes?

Tregitope Technology=A Set of peptides Eina X
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Identification of highly conserved epitopes while screening Mabs
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167 B Tregitopes

“ Not conserved across Ig subtypes (IgG -> IgA)

* Relatively conserved across species (e.g.
mouse)

* 15:20 mer peptides in conserved regions.
« Strong signals for T cells (“EpiBars”)
Highly conserved among IgG molecules
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v Tregitopes — what are they?

Original Publication Einax

Published in Blood, 25 July 2008

Reprints available on request

Activation of natural regulatory T cells by I¢G Fe-derived peptide “Tregitopes
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http://bit.ly/Treg1
http://tinyurl.com/ASDeGroot-Blood-2008
http://bit.ly/Tregitope_API

3/5/19

What's the Excitement About? Ep Vax Tregitope - Simplified Mechanism of Action (MOA) Ep'vax
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Tregitope - Simplified Mechanism of Action (MOA) Einax
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+ They induce expansion and activation of Tregs and can be used to
teach the immune system to tolerize against immunogenic proteins.

« Tregitopes are a new therapy for autoimmune disease with additional
applications in transplant and allergy

* Can be co-formulated or attached to proteins to provide antigen-
specific tolerance

* Wide range of therapeutic applications
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Tregitope - Simplified Mechanism of Action (MOA)

EinaX Tregitope - Simplified Mechanism of Action (MOA) EinaX
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Tregitope as (one of the) mechanism of action by IVIG
Kaveri and Bayry, Trends in Inmunology 2019

Kaveri and Bayry, Trends in Immunology IVlg Review E iv X
Tregitope as one of the MOA of IVIG pw%

EpiVax

Tregitopes may explain (one) IVIG mechanism of action

o
Circulating Normal  Accorangy. asfoency of 5. 2 o o
IgG as SHMUIALOT Of  ceney (VD) or xirked agammasotes
Regulatory T Cells: o7 .
Lessons from
Intravenous
Immunoglobulin

as o fam. Treg Cell Expansion by IVIG: How
matory responses. These cbsenations Many Mechanisms after A2

B Intravenous immunoglobuin (VIG),

IVIG expands Tregs in
Human Diseases = Tregitope effect

- IVIG expands Tregs in High dose (but not low dose) IVIG expands Tregs
EF{;\/*&)( Human Diseases = Tregitope effect Epv\x/xa&)( in Humans (Tjon et al)

EpiVax

igh-dose Intravenous Patients treated with high-dose intravenous

Immunoglobulin Treatment

Increases Regulatory T i in show i ivation of latory T
Cells in Patients with b

Eosinophilic cells

Granulomatosis with
Polyangiitis Clinical and Experimental Immunology (2013)
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Change of CDA'CD25' T cells(¥)
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Tregitopes as the active principle
nd Fc-based |

Patients treated with high-dose intravenous immunoglobulin show selective
activation of regulatory T cels. Tion, A.S. et al. (2013) Cin. Exp. Immunol. 173:255-

travenous Immunoglobulin Expands Regulatory T Cells in Autoimmune Rheumatic
Disease. Bayry, J. et al. (2012) J. Rheumatology 39:450-
Imrnvenous immunoglobulins
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IVIG activates Tregs in murine and
Human studies = Tregitope effect

IVIG can expand Tregs in patients.
Bayry, J. Rheumatology 2012

IVIG activates human and mouse CD4+ CD25+ FOXP3+ Tregs in vitro and increases
their abity to suppress T cell Tha-in T et al.

IVIg prevents graft rejection in a fully mismatched skin transplant model by triggering
functional activation of Tregs.
Tha-in T et al. Transplantation 2010

IVIg prevents mice from i i i itis and
Herpes Simplex Virus-induced encephalitis.
Ephrem et al. Blood 2008 and Ramakrishna Plos Pathogens 2011

v Tregitopes — what are they?

v'Mechanism of Action

External validation of Tregitopes (IVIG)
from Sette and Franco (

informa

Rediscovery of
egitopes.
By Franco and Sette

Fine specifiities of natural regulatory T cells after IVIG therapy in
ptients with Kawasaki disesse
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Proposed Tregitope mechanism of action

EN PRESENTING CELL: - Are Trgitopes eluted?
’ ’ r.emecm preseneci by APC activate peptide specific
$ Do Tregs expar
/ Ve icihesare
Tregs becorne actvated and ex

e s 1 Ty gt
and APC inhibitory molecules (CTLA).
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g egtoes / .Lm, ek

Activated Tregs modiy nearby
antigen-specifc T cells.

A

ilng of Tef by Tregs?
or become induce o Tregs (g specifc)
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https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4784966/pdf/nihms763445.pdf
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Actvated Tegs.
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Proposed Tregitope mechanism of action Einax
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(—(je(- Activated Tregs modify APCs
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Novartis publication questions but confirms Tregitopes

iVax
->Shows Tregitopes are eluted from APC (MAPPS) Epng’

Immunity, Inflammation and Disease

ORIGINAL RESEARCH

Tregitopes and impaired antigen presentation: Drivers of the Peptides Eluted
immunomodaulatory effects of IVig? From 19 by Roahe Tesm
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Modulation of Antigen Presenting Cells CD11c+ CD86+ EpiVax
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Eluted Tregitopes/Tregitope homologs in Sordé et al.
Found in Manuscript Supplement Information

there are other Tregitops the
LN Table below Shows smmery of somo o hese pepides, and the Gonors s fo DCsfom which s peplces were Sted Tregiops
s ave highlghte g See US Patent USZ0060012067 for fll i of Tregopes. Note:not all verani are coplured her.

Modulation of Antigen Presenting Cells CD11c+ MHC 1+ EpiVax

[ea 030110701
ITEM Score
Treq-167 | hTreq-289 nireq-0208|
918 | 53 222

MHC Il
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.06% UNPUBLISHED
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Modulation of Antigen Presenting Cells CD11c+ ILT3: EpiVax

LT3

Pationt # 694 | HLA 03010701

ITEM Score
hTreq-167] hTreq-289 |hTreq-0298]
018 | 531 | 22

Expansion Reported in Cousens et al.
Backgating subsequently shows these are monocytes
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Tregitope: Immunomodulation Powerhouse. @
Leste Cousens”, Nader Najafan . Willam D, Marin, Ame . De Groot =

Effect of Tregitope on APC / Tregs c/w Edratide)
Tregitope 029B vs. Edratide (029 tested in SLE patients)

| | Epivax 0298 Edratide
[

LT3 ] No Data

IL-10 Py v

IFNy No Data v

TeFp tiojData » UNPUBLISHED

Tregs Py Py AND

-7 No Data L2 CONFIDENTIAL
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Expansion Reported in Cousens et al.
Backgating subsequently shows these are monocytes

EpiVax

B Negative Control Tregitope
Media 167 + 289
g1 & -
Teotype Cortror s

We believe that Natural Regulatory Tregitope specific T cells do not expand in vitro without strong signals.

Effective Proliferation of Human Regulatory T Cells Requires a Strong Costimulatory CD28 Signal
That Cannot Be Substituted by IL-2

Andreas A. Hombach, David Kofler, Anja Hombach, Gunter Rappl and Hinrich Abken

J Immunol December 1, 2007, 179 (1) 7924-7931; DOI:

hitps://doi.org/10.4049/immunol.179.11.7924
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Proposed Tregitope mechanism of act Ep Vax
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Do Tregs expand?
What cytokines are expressed?

Tregs become actvated and expand; secete
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Proposed Tregitope mechanism of action

re Teffectors converted to adaptive Treg? Are there other effects
(kllllng of Teff by Tregs?) Ag-specific T cells are rendered non-
responsive or become induced or iTregs (Ag-specific)



Tregitopes induces expansion of
antigen-specific Regulatory T cells
DO11.10 FoxP3/GFP TCR Tg mice  BalbiC mice with acute  C57BLIG mice immunized
immunized with Tregitopes colitis (TNBS) pre- with VP1 and challenged
t treated with Tregitope  at 6 weoks
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Tregitope effect in the Tetanus Toxoid Bystander Assay

EpiVax

1. Have we tested a control peptide to compare with Tregitope in HLA-DR binding and TTBSA ?

2. Does Tregitope also have an effect on CD8 T cells? (no MHC com petition)

3. Is there any competition for binding of Tregitope for their inhibitory effect?

Tregitopes suppress effector response in vivo

Reduction of IFN-y Teff response by Tregitopes /Il Not by “control scrambled”
PBMCs from allergic donors
stimulated by Dust mite (DM) lysate
10

C57BLIB mice immunized
with AAV-VP 1-Tregitope

08
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INFy secretion (% of DV alone)
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Tregitopes Scrambled

Addressing concerns about “competition”
as potential cause of decreased T effector response

EpiVax

1. Have we tested a control peptide to compare with Tregitope in HLA-DR binding and TTBSA ?

Tregitopes suppress T cell proliferation in vivo
In standard (BI/6) and TCR transgenic models

DO11.10 FoxP3/GFP TCR Tg mice
immunized with Tregitopes

OVA model (C57BLI6 mice)
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Addressing concerns about “competition”
as potential cause of decreased T effector response

HLA DR (IC50)

01 oo o 1301

7504 | 20114

3 222 2 2885

FV Tregitope 621 peptides bi i alleles. HLA-DRB1 binding putative
invitro and IC: the Tregitope 621 to

the alleles tested (DRB1*01:01, *03:01, *04:01, *07:01, *11:01, *13:01 and *15:01]. Color coding reflects binding affnity
c: a

P I« pe
Note that both Fu-control high binding and low ICS0's to nearly al HLAS tested.
UNPUBLISHED.

Comparing the HLA-DRB1 binding of Tregitope 621 and control peptide  conADEATAL
DONOT
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Control peptide does not inhibit CD4 T cell proliferati

EpiVax

compared to Tregitope 621 in TTBSA (representative flow d
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Tregitope 621 inhibits activated effector CD8 T cells prolifera Eina X
upon stimulation with CEF* Class | peptides VG
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Comparing inhibitory capacity of Tregitope 621 versus the
control peptide in TTBSA across multiple donors
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Addressing concerns about “competition” E pivax
as potential cause of decreased T effector response LRGN

3. Is there any competition for binding of Tregitope for their inhibitory effect?
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Addressing concerns about “competition” Ep IVaX
as potential cause of decreased T effector response KOVNGX

2. Does Tregitope also have an effect on CD8 T cells?

Tregitope 621
stimulat

Cells: Dynabeads
511

F-Tragtopa 621 nbit 04 T cat proarston'

Oynsbesgs ¢

low-

lose CD3/CD2!
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v'Pre-clinical studies with Tregitopes...

Tregitope validation checklist Epivax
OGN

v Tregitopes induce adaptive tolerance in C578l/6, D011.10, OTII
v Tregitopes suppress/treat diabetes in NOD model (Scott/EpiVax)
v Tregitopes suppress transplant rejection in CD28 KO mice (Najafian)

v itopes suppression = IVIG in OVA/Allergy Model (Mazer)

v Tregitopes suppress immune responses to AAV capsid (Mingozzi)
v Tregitopes suppress immune responses to GAA (Myozyme) (Koeberl)

v’ Tregitopes cause expansion of Tregs — iTreg + nTreg (Cousens)

Clinical applications of Tregitopes

Model systems

1. Autoimmune diseases

2. Transplantation

3. Inflammatory Bowel Disease
4. Enzyme Replacement Therapy
5. ASATI : Allergy

EpiVax

Tregitopes compared to IVIG in MS (EAE) Epivax
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Tregitope validation in vivo
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Tregitopes prolongs ft survival in Transplant

EpiVax
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Tregitope: Immunomodulation Powerhouse

Leslie Cousens*, Nader Najafian ™, William D. Martin*, Anne S. De Groot
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opes prolongs graft survival

BalbC heart transplant into CD28ko B6

Bm12 skin transplant into B6

Toagttope (1=8) _ peosor
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E Tregtope (n=) 3
3 H
H g
8 & 29 Control (n=4)
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Nader Najaian, De Groot (pubishec)

Tregitopes reduce CD8+ T cell
response to AAV Gene Therapy

ARV ﬁ\ﬁ

AAV peptide + Tregitope
= '

EpiVax
RN e
AAV peptide alone
) Hagecen

Target calls '
(HHLS hepstonyles) ——————————= CTLassay

100
® ‘-__+AAV only
g w| A
Lwof &
2, AAV + Tregitope
HiDvetaMoTer 0
139727, 0 1w a0

AAY MO (1000)

Tregitopes in an in vivo model of acute colitis Eprax
NOUSC

-+ Tregitope

& PBS (disease)

-+ Healthy control

Adeno-associated

experimental colitis

s mediated delivery of Tregitope 167 ameliorates

105
AAV-mTregitope TESazs  TNESIn20% 100
or PBS emnIusmg, ethandl (0.75mg) £ o
o I G
A
cs7BUS O 10 18 20
80
0123455678910
Discasosviyindex D3 alter nductan of o
Van der Marel st al Colon weight
Wi 20121a(32% 4288 Histology Daily body weight

Tregitopes Reduce Cytokine Response
Mice given AAV w/ or w/o Tregitope
AAV peptide alone

EpiVax

AAV peptide + Tregitope AAV peptide
+ +

PBMCs ——————————— Flow cytometry

=

Increase of MFI
(rel. 1o PBMC dlone)

i DJ et l Mol Ther.
201391727,

Tregitopes reduce immunogenicity of
AAV Gene Therap

EpiVax

Modulation of CD8+ T cell responses to AAV vectors with IgG-derived MHC class II epitopes

AAV: Adeno-associated virus

+ Do not cause disease

+ Used in gene therapy to express protein therapeutics

+ Main drawback: AAV capsid is immunogenic.

Ex: Glybera (Uniqure) for LPLD: AAV1 to deliver human LPL.
Requires immunosuppression from three days prior to and for 12 weeks
fotnmine i ot AR

g
Modulation of CD8' T cell responses to
vectors with IgG-derived MHC class

AAV

epitopes

Tregitopes Downregulate IFN-y response by AAV-
Specific CD8+ T cells After Challenge in vivo

EpiVax

“VP1-Scramble "™
AAVVP1 Tregit VP  Collection of lymphocytes.
et f t (Spleen)
T wasks omy 51
P p00s
0.18] s
£

Tregitope seramble

Hui DJ et al Mol Ther.
201391727,
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‘Albumin Fusion or Fc-fusion

Albumin Fusion
Tregitope + Antigen @ | Tregitope + Antigen @
y Immunomodulatory properties of Tregitopes in a mouse
,@' Protein X ‘@ Protein X model of asthma (allergic airway disease - AAD)
< 4
€l O € o

Dr. Bruce Mazer
Tregitope

McgGill University E p i Va x

Epivax Update 20180227

Tregitope

EpiVax - Confidential

Tregitopes Reduce IL4 and Antibody
Responses in an Allergy Model

Sensitization

EpiVax

etz
Intravenous Immunoglobulin G (IVIg) reduces steroid EinaX Tregitopes in a Mouse Model of EpiVax
dependency in asthma R Asthma p ’

Tregitope.
T Collection of lymphocytes or
rogitope o
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R
Wazer B0 and Gefa EW. Allergy i Immuncl 1993, 877665, Menashong mgmy
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Bloas, 2008.112: 1303

Int Forum in 196 raseareh, 2011
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OVA/IVig or OVA/Tregitopes increase B
% CDA4+CD25+Foxp3+ Tregs in lung EpIVaX

Fps s pas
7.25% | ] ol

Treg cells (Lung)

941% | previous studies
(2010-2011)

ovanvIeow

caconsrorren
Coroputsion

e e ST T ST T
- & é‘gl &
N
- =Pl e
« Administration of Tregitopes

caused some Treg expansion in the
lungs

* Higher doses did not result in
expansion - possibly due to
aggregation of the Tregitope
peptides at higher doses.

Ragweed model: Suppres:
by CD4+ T cells in lung

A.IFN-gamma B.IL-ATA c.IL13

. « 3
] L - —_— 8
H 3. H
H . idE g
5 N Lo 3
£ % & I o e = H
H . B H A M
& © & JERC I
Percentage of CD4+ T cells expressing IFN-gamma, IL-17A and IL13 UNPUBLISHED
AND
CONFIDENTIAL
D4+ T cells DoNoT
Cells extracted from cells stimulated with PMA inonomycin and use of flow REPOST

to gate on CD4+ T cells and cytokines (intracellular staining)

Mix 1: hTregitope289 + hTregitope0B4
Mix 2: hTregtope167 + hTregitope289

Tregitope treatment with Allergen

Do Tregitopes abrogate allergy responses?

3/5/19

|
Ragweed-induced model of asthma EpraX
UG

Phenotyping using flow cytometry

nulocytes
to

Marieme Dembele PhD Ragweed model
Bruce Mazer MD
McGill University

EpiVax

EpiVax - Confidential

Histology

NG

Foxp3 GFP

CD4+ T cels
spleen purfication from

Treg Transfer Experiment

‘Adoplive transfer into mouse with
AAD (Ragweed and OVA)
BVDCs —induced models

B loen o
Test for antigen-specificity of Tregs in-vivo — e IR o *AM CB
S

Mediastinal St Cel
Lymon 50000 Trogs
nodes ntatracheall

9
- 17 for OVA).
Ragweed model and OVA models - Because logy
C57 mice.
s
GG e o inths

2 Mix 1 hTregitopes

=

To
model, BMDC ae treated vith the antigen (ragweed or OVA)for 24 hours, T millon
BMDCs M micel regs from

3), After 10 days, T

BMDCs sensitzed mice. Tregs from raqweed-DMSO, ragweedmix2 and raguieechix 1
o OMSO, IDC:

fidential S
EpiVax - Cor

in OVABME
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H&E staining of sensitized mouse lungs after
adoptive transfer of Tregs

Tregitopes to Prevent Type 1 Diabetes —
Co-administered with PPl in Liposomes

H&E stai

ing: Inflamed vs non-inflamed lung

EpiVax

Tregs isolated Adoptive transfer Trogitopes  Tregitopes Weekly measure
from donor into lungs of CONTROL SPPL PRI 4 of glucose
& recipient mouse T
B Ragweed- Ragweed-allergi tomate) viesk 10 Weex 1415 ek 20
= Enpylipame
c nPPIp@ i abre
P
73 "1 Regweed: [N ova-ai B nPPIpetdes + BiToc
i< 7 3 specific Tregs m T B-Trgtpasalae
anPPip@tim+ Tegbes
P ol « & H
HSE stained lung from an OVA- ‘Scanned HBE stained lung from a PBS-BMDC. ®
BNDC (no Treg) alleric mouse (200X) {noTreg) non- alergc moss (200X). .
To assess peribronchial and perivascular inflammation, look at the percentage ViK1 TregiopeZ89 ¢ (pUBLISHED AND. orsa01302108 EIRIERE RIRIEIE
inflamed bronchi, alveoli and vessels and at infiltrates quality (thickness). hTtegitopedt CONFIDENTIAL DO b it paeinteeks
g Nix Z hegiopere? + NOTREPOST S—
EpiVax - Confdential Hregioped8s.

T1D ASATI with Album

regitope Fusions

Bioconjugation
 Chemically modify peptide to allow covalent|
attachment to albumin molecule:
o Lysine
& Thirosine
o Free Thiol (SH)
- Free thiol is the most widely used
conjugation route:
o Specifically reactive with maleimide
groups

o 1:1 Stoichiometric peptide loading

Albumin Fusion
+ Contiguous cDNA for target protein/peptide
with DNA encoding albumin produces a

single protein
* Flexible conjugation options:
C terminal
 Combinations
o Linker molecules.
© Cleavage sites

cons TSI

iy e

EpiVax

T1D-ASATI: Tregitope-HSA fusion
Comparison of HSA-Fusion E + PPI peptides to HSA-only

Blood Glucose (mgldL)
§ & 8

H

2 E)
Days Post Enroliment

- HSAonly 8 HSAFuson + PP

T1D-ASATI: Tregitope-HSA fusion
Comparison of HSA-Fusion E + PPI peptides to HSA + PPl

§ 8

Blood Glucose (mg/dL)
§

g

P
Days Post Enroliment
o HSAWPI e~ HSAFusion EPPI

[Rr—
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+ Edratide is a very HLA DR-Restrlctad Traghope peptide, which shares homology
with EpiVaxs Tregitope 029.

+ EpWVax has Traghope 029B which has Increased binding across muhipla allelss,
making t less HLA-restrictive.

 In safety and efficacy study Edratide was administer with Captisol subcutaneously
on 3 weekly basis at several doses (0.5mg, 1.0mg and 2.5 mg).

v'Have Tregitopes been in the clinic? + Edratide showed favorable safety profile and demonstrated efficacy in several
clinical endpoint

* In the Phasa Il study, there was a significant differance In diseass activity between
Edratide vs. placebo In substantlal response measured by BILAG for 0.5 mg dose
(whh tends for 1.0mg and 2.5 dose groups). HLA DR type not identified

« Study demonstrated that Edratide may be more effective in patients receiving

ot VB, fserberz DA Wallace lower or no steroids as well as seropositive patients (anti-DNA>30 IU at baseline],

Edratide down regulates in vivo IFN-a in SLE
patients

Alignment of Edratide and Tregitope 029 EpiVax Cluster Report — Edratide (1CDR1) peptide EpiVax
KOOGS KOG

EpiMatrix Cluster Detail Report Publaed Earatde saquonca n

o MOZES_ HCOR! Seauence HGRD! Closior 1 770000000
i R " Identity with
Edratide I i I bty P STV Bfirom ot oy ol b e,
Edratide peptide: HGYYWSWIRQPPGKGEEWI m : ‘ g H
100 1 Our 029 peptide: WSW/RQPPGRGLEWI 12119 : @ - - = :
Our 029B* peptide: MEWVRQAPGKGLEWY 915 : H . — -
° ° *Note: All of the EpiVax in vitro experiments to date have been e g o
e e conducted with hTregitope 029B.
SLE patlens wars esta (50, once  week) i oher NCDR (0.5, . ar 2. mo)o lacebo. Gene axpression n bood sampes o [ —
abtanes om s ime RIPCR ‘one axpresson

65E) st waak 24 compared o th lvel st wask 0 (g

1 3¢ 100% coted Ine) Ao shown i ne Fgur o
e I 1 BILAG s5ore fllowing 24 weake of e WCOR or

FENCER NGRS
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https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4538379/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3610660/

Cluster Report — EpiVax Tregitope 0298
Optimized for binding across multiple alleles

EpiMatrix Cluster Detail Report
Aocession: 1GG_TREGITOPE GANDIDATES 2011 Sequence: HTREG, IGGH 0298 Cluster: 1

Anticipate that 0298 wil have increase efficacy in cohort population due to better binding across
multple alleles

Tregitope ASATI : Antigen Specific Adaptive Tolerance
For Allergy Therapy 2

Albumin Fusion or Fe-fusion
Tregitope + Allergen

EpiVax

Allergen

€ o

v F®
Tregitope |

Tregitope ASATI : Antigen Specific Adaptive
Tolerance Induction

Albumin Fusion

Tregitope

Edratide is a Tregitope with clinical impact in SLE-
nclusion

EpiVax

As shown by the EpiMatrix cluster reports of Edratide as compared to Tregitope
0298 Tregitope 0298 has a higher EpiMatrix score and is predicted to bind across
more HLA-DR1 alleles, making it more druggable to a larger human population

EpiVax's Tregitope 0298 has been extensively evaluated, demonstrating its ability
to tolerize and modulate APCs

Taken together with current success of Edratide in SLE and the demonstrated
effectiveness of Tregitope 0298 in our ex vivo studies, we anticipate that Tregitope
0298 will be better suited as a drug due to its ability to bind across multiple alleles
and be advantageous for a broader and diverse patient population

[Eree— “

Tregitope + Antigen

Allergen

€t O

Mature
APC

.

v'"What'’s the EpiVax plan for Tregitopes?

Tregitope-Fusion
Plans for Transition to Clinic

* Scale-up of HSA-Fusion E - technical difficulties

Glycosylation

Truncation of fusion protein

+ Development of Albumin or IgG Tregitope Fusion

+ Andlor i

peptide allergen

for Allergy

Alternative paths for

Tregitope Delivery

1gG Tregitope Fusion

Conjugation of
Tregitopes to Albumin

EpiVax

3/5/19
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Tregitope Applications
Translating Antigen-specific tolerance to the clinic

Effect of TFP on on highly activated Epivax Next Plan Tregitopes . . . Epivax
Tetanus Tox-specific CD4 T cells PN Allergy Program In Preparation ~ oo

Donor HAO™ Pre Pre-IND Meeting

G e Allergy model
P

EpiVax
NoVo
Localized, specific suppression of immune response:

«+ Tolerization of antibodies: introducing Tregitopes into the sequence with

== |1 1 f———= minimal point mutations
§ éﬁ’ H ¢ * Dei ization of protein tr ics:

i
i
I
|
|
i
'
e v co-expression or co-administration with immunogenic proteins - Currently
have Option/License for protein fusion

|
ik conrioENTIAL 00
1 + Autoimmune diseases (type 1 diabetes, multiple sclerosis) - Currently

have Option/License for SLE, other (alopecia areata/derm applications) (or
Peptides) - but none for the Alb or Fc Fusion.

ais19 139

Science without fear.

EpiVax

| www.epivax.com | Providence, Rl | 401.272.2123 |
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