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Safe harbor

Any statements contained herein that are not statements of historical facts may be deemed to be forward
looking statements which are subject to risks and uncertainties. Accordingly, actual outcomes or results ma
materially from those indicated in these statements for many reasons, including, without limitation, risks
associated with our collaborations, our clinical development activities, regulatory oversight, as well as the ri
uncertainties and other factors described under the heading "Risk Factors" in our registration statement file
Form &l (including a prospectus) with the SEC which was declared effective on July 19, 2018. Ow forward
looking statements are based on beliefs, assumptions and information available to the Company only as of
date of this presentation and include, but are not limited to, statements regarding the development of our
product candidates, the success of our collaborations, and/or the delay or lack of success of any of our ong
or planned clinical trials. We undertake no obligation to publicly update such felvakidg statements to

reflect subsequent events or circumstances.
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Founded in 2015 by the eBioVexmanagement team

Proprietary genetical | y plattarmimendedltoo n c ¢
maxi mally activate the I mmune systertl

0Oncol ytgecnd ntnmuenroapy o
Multiple next generation product candidates armed withggnes in or being
prepared for clinical trials in combination with &Hdi1 therapy

Collaboration with BMS for supply mfzolumalkiongoing 150 patient phase 1/2 trial)

Collaboration with Regeneron (50:50 cost sharimgmiplimalsupply) across
multiple tumor types & products (initially 240 patient randomized controlled phase 2
trial starting H1 2019)

Commercial scale manufacturing capability being established
IPO in July 2018 (Nasdaq: REPL); Septemb€@28a8 cash balance $147.9m

Headquartered near Boston, MA, labs in the UKaetngloyees
{’} Replimune



The most experienced oncolytic immunotherapy team

ROB COEEIN PHILIP ASTLEYPARKE COLIN LOVE PAMELA ESPOSITO

Chief Executive Officer Executive Chairman Chief Operating Officer Chief Business Officer
Founder & CTO &ioVex VP at CEOBioVex Chairman atiniQure SVPBioVex VP at Amgen through T VP BD aBioVexCBO at Ra
Amgen VecBLA filing Pharmaceuticals

HOWARD KAUFMAN SUSAN DOLEMAN ANNE WOODLAND

Chief Medical Officer VP Clinical Development SVP Regulatory & Quality
World leading clinical immuno Director of Clinical Operations at VP Regulatory &@ioVexled
oncologist; e8ITC President BioVexAmgen for TVec T-VecBLA filing for Amgen post

acquisition



The problem
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A Immune checkpoint blockade is only effective for patients withexisteng
Immune response to their cancer and whose tumors are inflamed

A The key problem to be addressed in immoncology is how to most effectively
vaccinate patients against their own tumor for the rest

A°-0OThe resto represents the vast majorit)

=]
o
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Response rates of approved anti-PD1 therapies

1L NSCLC 1L melanoma 2L MSI-H 2L melanoma 1L bladder. 2L renal 2L bladder. 2L NSCLC. 1L SCCHN 2L liver 3L gastric

{‘} Replimune



Objectives
6

Render all solid tumor patients responsive to immune checkpoint blocka
Immunologically cold tumor types & patients, as well as immunologically hot
Maximally vaccinate patients against their own cancer

Includesieoantigensas well as defined antigens

Off the shelf approach, no patient specific information or manufacturing
Potently activate both innate & adaptive immunity

Potentially applicable to all solid tumor patients in combination witPBadafi_1
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How can we vaccinate?

Options are limited & mainly not yet proven

Vaccines made from cancer cell lines or proteins commonly expressed in cancers
Tested in extensively in numerous fordnhti$e evidence of activity
The i mmunogens are generally recognized as O6sel f &,

Vaccines made from i mmunogens which are uniqu

Arise from the genetic mutations which accumulate in tumors

0 Ns @ 8 dhduld be more immunogenic

Considerable current interest, but not yet clinically proven

Complex manufacturid@g vaccine needs to be made for each patient following sequencing of their tumor

Activators of the innate immune system
TLRY, STING agonists- early indications of clinical activity

Oncolytic immmunotherapyoff the shelf, activates innate and adaptive immunity, induces a broz
immune response to all antigens present, clinically validated

Replimunéelieves this to be the best, most practical & versatile approach
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Oncolytic immunotherapy
O

A The use of viruses that selectively replicate in & kill tumors to treat cancer
v Highly inflammatory

Activates both innate and adaptive immunity

Releases the full array of tumor antigens into an inflamed environment

< < <

Systemically activates the immune system against the tumoeagtigeas released
v Can be 6armedd with additional genes toc
A Single agent-Wecis FDA approved for the treatment of advanced melanoma

LOCAL . (@) svsTemIC

Lytic tumor destruction, innate immune activation s Adaptive immune activation
:

)
Tumor antigens, DAMPs, . Widespread immune-
PAMPs, released . mediated cancer cell death

Innate immune activation: .
TLRs, STING pathway, etc. . w Repllmune



Oncolytic immunotherapy is synergistic with immune checkpoint bloc
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Oncolyti c I mmunotherapy t
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PD-L1CD8 S100

Baseline After FVEC alone After FVEC+ pembrolizumab
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{} Replimune objectives & vision

Maximize the effectiveness of oncolytic immunotherapy through
Directtumorkilling and intratumoral spread
Immunogenicity of cell death
Antrtumormmune response generation
Loading with multiple immune stimulating genes
00Oncol ytgene ntmhuenroapy 6
Extend the utility of oncolytic immunotherapy beyond melanoma to include masnhsayghes
RP166 e a s i e r 00 intenddd ficstaFDA approsal
RP206i nter medi ated indications
RP33 more challenging indications

RP4n- ?
Provide the most practical & effective universal combination partners f&dntil drugs
providing theessentigdumors peci fi ¢ I mmune response Wwithoc
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Replimuneses HSV

HSV has ideal properties for oncolytic immgeae therapy:

Biology well understood
Proven safety & efficacy
Includes in combination with immune checkpoint blockade

Infects human tumor cells broadly, highly lytic & inflammatory, kills mainly
by necrosis

Potent activator of innate immunity, including through STGYW&& TLRs

Large genome able to package multiple genes

These are then delivered and expressed in the tumor and draining lympldnodes
the optimal sites for aAtiimor immune response induction
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Our Immulytiplatform

I T,

Enhanced potend

1. A potent oncolytic
. immunotherapy
underlying backbone

HSV/1 strain

Immunologically
warm/hot tumors

RP1 additionally RP1 additionally

expressing expressing anti

antiCTLA4 3 CTLA4 and
co-stimulatory
ligands

Immunologically Immunologically
cold tumors cold tumors

There is great diversity
among clinical HSV v v

strains

2. Increased tumor
We tested 29 new H1K
strains & selected the kllllng & Spread

most effective
In addition to the potent cytokine

GM-CSF, a modifie€usogenic

We have armed all of : :
protein (GALV) is expressed

our product candidates
with two to four genes
encoding therapeutic
proteins

Large bystander effect, highly
immunogenic cell death

Provides a substantial increase in
direct tumor Killing potency

3. Delivery of potent
Immune stimulatory proteins

Focus on pathways where systemic
engagement is sedptimal

CTLA4 blockade, immunreostimulatory
pathway activation

Delivery directly to the tumor
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Fusion enhances direct dnthorefficacy

I
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Days after the cell inoculation

3 injections over 1week; virus ddsel0® pfu A .
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Immunogenic cell death (ICD)

Immunogenic cell death is necessary for the induction of an effective antitumor immune
response as tumor cells die
Characterized by secretion of damagssociated molecular patterns (DAMPS)

DAMPs classically used to assess the level of ICD are

HMGB1 secretion
HMGB1 is a chromatin protein release of which is required for the optimal presentation of tumor antigens to DCs
Binds to several pattern recognition receptors on APCs including TLR2 & 4

ATP secretion:
ATP functions as a "fimge" signal for monocytes

Cell surfacealreticulinevels
Calreticulin is an ER protein only present on the cell surface during ICD
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HMGB1 (pg/ml)

Fusion increases immunogenic cell death
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RP1 treats large injected @ninjectedumors

Not injected Injected

Vehicle
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RP1 increases CD8 T cells in injecteduandectedumors
.8 4

Vehicle
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