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Safe Harbor Statement

This presentation contains “forward-looking statements” within the meaning of the the Securities Act of 1933 and the Securities Exchange Act of 1934, as

amended, and the safe-harbor provisions of the Private Securities Litigation Reform Act of 1995. Forward-looking statements can be identified by the use of
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terminology such as “wil
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may,” “expects,” “anticipates,” “believes,

|II " ” o« |II “
7 7

potentia plan,” “goa estimate,” “likely,” “should,” and “intends,” and similar
expressions that are intended to identify forward-looking statements, although not all forward-looking statements contain these identifying words. These
forward-looking statements involve known and unknown risks and uncertainties that may cause the actual results, performance or achievements of Compugen to
be materially different from any future results, performance or achievements expressed or implied by such forward-looking statements, including statements
regarding the timing and success of our clinical trials, enrollment of patients, type of clinical trials, presentation of data and our cash position and expenditures.
Among these risks: Compugen’s operations could be affected by the outbreak and spread of COVID-19, Compugen’s business model is substantially dependent on
entering into collaboration agreements with third parties, and Compugen may not be successful in generating adequate revenues or commercialize its business
model or control its expenditures. Compugen also may not meet expected milestones in its development pipeline and may also be unable to enroll patient to its
clinical trials or to present data. Moreover, clinical development involves a lengthy and expensive process, with an uncertain outcome and Compugen may
encounter substantial delays or even an inability to begin clinical trials for any specific product or may not be able to conduct or complete its trials on the
timelines it expects. These and other factors, including the ability to finance the Company, are more fully discussed in the "Risk Factors" section of Compugen’s
most recent Annual Report on Form 20-F as filed with the Securities and Exchange Commission (“SEC”) as well as other documents that may be subsequently filed
by Compugen from time to time with the SEC. In addition, any forward-looking statements represent Compugen’s views only as of the date of this presentation
and should not be relied upon as representing its views as of any subsequent date. Compugen does not assume any obligation to update any forward-looking
statements unless required by law. Certain studies and data presented herein have been conducted for us by other entities as indicated where relevant.
Intellectual property, including patents, copyrights or trade secret displayed in this presentation, whether registered or unregistered, are the intellectual property
rights of Compugen. Compugen's name and logo and other Compugen product names, slogans and logos referenced in this presentation are trademarks of

Compugen Ltd. and/or its subsidiary, registered in the U.S.A., EU member states and Israel.

I

scompugen

FROM CODE TO CURE®



DNAM-1 Axis Plays Essential Role in Tumor Immunology

* PVRIG binds PVRL2 as a functional ligand (TIGIT has a

low affinity for PVRL2)
'\\\ * DNAM-1 axis — two parallel dominant complementary
\ So 1 inhibitory pathways (PVRIG & TIGIT)
~

* TIGIT and PVRIG deliver direct inhibitory signalsinto T
and NK cells

TUMOR CELL / APC

* TIGIT/PVRIG has higher affinity to PVR/PVRL2 than
DNAM-1 (decoy effect)

T / NK CELL

Alteber et al. Cancer Discov. 2021
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DNAM-1 Intersects with the PD-1 Pathway and is Required for
In-vivo Response to PD-1 Blockade

PD-1 inhibition blocks DNAM-1 (CD226) DNAM-1 KO or inhibition reverses anti-PD-1
dephosphorylation and inactivation tumor growth inhibition
200~
E Isotype Anti-PD-1 £ 150 -8 WT +clg
P — o -0- WT + anti-CD226 l Kxx
0 (pY) G -8 WT + anti-PD1 } .
S—1 CD226 (pY) E 100 -s- WT + anti-CD226 + anti-PD1 e
P = 50 - Cd2267 + clg

Pq B-actin s ) —- (Cd2267 + anti-PD1

S |
0 10 20 30 40
Days
‘ Wang et al., Science Immunology, 2018 ) | Weulersee et al. Immunity 2020
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AXis

PVRIG, TIGIT and PD-1 are Players in the DNAM-1
Tumor Cell or APC

Tumor Cell or APC

PVR

W
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Potential Intersection Between PVRIG/TIGIT and PD-1 Pathways

Support Combination Approach to Overcome Immunotherapy Resistance

TUMOR CELL or APC

TUMOR CELL or APC

Adapted from Alteber et al. Cancer Discov. 2021

Different tumor types may respond to different combinations depending on dominance of the pathways
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Synergistic T Cell Activation With PVRIG, PD-1 and TIGIT Blockade

COM701 +/- anti-TIGIT COM701 +/- anti-PD-1 Triple combination

400 o 200- 4% 500-
 %00] i\ 150 1% _ +340% -
E +136% N\ £ £ 300- N e
2 2004 \ 2 b \ N
g +57% § +11% g i g 200- § +144% §
- \ — : \ §\

p D Rl ENENEN

~
\go*‘qo o°‘$\°\ é‘\é\ xﬁ:&\é\ L 2 & \;\\C’(\ \»se°'\ OQO'\ y &
N x x x &
c,O‘i‘\Q 00\“\0\ oo\{‘@\ 0«§ o ‘«\0
oo‘s\

COM701 - anti-PVRIG antibody

Whelan, et al., Cancer Immunol Res. 2019
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Early Differentiated T stem-like cells are Potent Inducers of Anti
Tumor Activity Following Adoptive T cell Transfer

T Tsewm Tew Tem Ter
?\‘\ C/"'H\\\ & pr— s
!},.)—»('j—».—» —
./ \ =/ b ’ <
CD45RO - - + + =
CCR7 + + + - -
CD28 + + + +- +-
CDY5 . + + - +
Self-renewal =

Multipoteney
Proliferation potential

Xu et al., 2015, J. of Hem and Onc.

Central memory self/tumor-reactive CD8* T cells
confer superior antitumor immunity compared
with effector memory T cells

Christopher A. Klebanoff*1*, Luca Gattinoni'*, Parizad Torabi-Parizi*$, Keith Kerstann®, Adela R. Cardones’,
Steven E. Finkelstein®, Douglas C. Palmer?, Paul A. Antony*, Sam T. Hwang", Steven A. Rosenberg®,
Thomas A. Waldmann!, and Nicholas P. Restifo™*™

Klebbanoff et al., 2005, PNAS.

Whnt signaling arrests effector T cell differentiation and
generates CD8% memory stem cells

Luca Gattinoni'?, Xiao-Song Zhong"?, Douglas C Palmer!, Yun Ji!, Christian S Hinrichs', Zhiya Yu!,
Claudia Wrzesinski!, Andrea Boni', Lydie Cassard', Lindsay M Garvin', Chrystal M Paulos', Pawel Muranski'
& Nicholas P Restifo'

Gatiinoni et al., 2009, Nat Med

Stem-like CD8 T cells mediate response of adoptive
cell immunotherapy against human cancer

Sri Krishna'*, Frank J. Lowery', Amy R. Copeland’, Erol Bahadiroglu?, Ratnadeep Mukherjee?,
Li Jia®, James T. Anibal?, Abraham Sachs?, Serifat 0. Adebola?, Devikala Gurusamy?,

Zhiya Yu'!, Victoria Hill!, Jared J. Gartner!, Yong F. Li!, Maria Parkhurst!, Biman Paria’,

Pia Kvistborg®, Michael C. Kelly®, Stephanie L. Goff!, Grégoire Altan-Bonnet?,

Paul F. Robbins't, Steven A. Rosenberg't

Krishna et al., 2020, Science
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Growing Evidence of Early Differentiated T stem-like memory cells
Importance in Response to Checkpoint Blockade

Fraction of Tscm (TCF7*) cells

is a predictive of PD-1
response in melanoma

~  Responders Non-responders

& 3.9x10°¢ 1.1x10%

880‘ = 100,
60{ 3% . 80 - y -

— o

840_ ..# E 60* .. g

2 : 401 3¢ ©

® 20+ 20 L&

s 01— 0

® @TCF7*;m TCF7

Sadeh-Feldman et al., 2018, Cell

T stem-like
memory cells

4“ —_— —_—
PD—L1.r

PD-L‘I.‘ IFN

PD 1 l F"B_”E,l TNFT: Granzymes
PD-1%
TIGIT" o1

- ©—
—_—
Exhausted Hyperexhausted

PD-1med PD-1Hi

(expanded by anti-PD-L1) TIGIT+ I TIGIT+
LAGS + LAGSH +
TIM3 + TIM3 +

(inhibition/reversal of exhaustion) Terminall
" T ¥
Malve differentiated

Modified from Chen and Mellman Nature 2017

* Anti-PD-L1 expands a key
population of PD-1-
positive Tscm which also
express TIGIT

* TIGIT and PD-1 co-
blockade might enable
optimal Tscm activation
and DNAM-1 co-
stimulation
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PVRIG is Expressed by Early Differentiated Tscm and has
Higher Expression on Early Differentiated CD8* T Cells

PVRL2 PVRIG

NSCLC CD8"* Tscm cells CD8" Tex cells L TieIT
S 32- O 32
PVRIG TIGIT PD1 2 % 7 .
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scRNA analysis of Gau et al. Nat Med 2018 Internal FLOW cytometry Data
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Internal FLOW cytometry Data
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Potential for enhanced Tscm activation, expansion and generation of effector T cells scompugen
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PVRIG Uniquely Clusters with Early Differentiated/Tscm Genes

PCA Analysis of CD8* T cell genes, NSCLC Unsupervised correlation analysis of scRNA, CRC
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PVRL2 and PVR are Expressed in Inflamed and
Non-Inflamed Tumors Types

~ PVRL2 PVRIG

PVR/PVRL2 on tumor cells induced by:

Panc.05.04 cells HT-29 cells :
 Media  IFNy _ Media _IFNy e
J Il PVR/PVRL2 " : : -
. i PD-L1 - . . .
1 ngotgxm stress (DNA damage, artnror : 1) :
oxidative stress) cells are - — . '
2.Tumorigenesis (loss of contact
inhibition/increased invasiveness)

Genotoxic stress

o (IS VR URERAY
modulated : ..' Q

| Oncogene activation | . - B

Drugs, oxygen free radicals or virus by I F N_,Y PVR B

Modified from Whelan, et al., Cancer Immunol Res. 2019

Dysregulated
proliferation

7

Loss of cell-contact
inhibition

= ==

PVRL2

commonly

expressed
in PD-L1

negative

tumors
Martinet et al. Nature Rev. Imm. 2015

! ! . | « PD-L1*
PVRL2 Score ] ' 5 '

* PD-LT

TLR

*véa v"sﬁ & & c,ﬁ'fﬁ {,6’90
Cancer Type ot o

Q@‘# #n‘ﬁ- {}5*5‘ f & &

SITC, November 2017, Whelan, et al., poster presentation

12 PVRIG+TIGIT co-blockade may address PD-L1'°" non-inflamed tumor types
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PVRL2

PVRIG

PVRL2 Has a Dominant Expression on Dendritic Cells

DC Population in SCC/BCC Multiple scRNA cancer datasets

GSE127465
GSE139555_R
GSE139555_L 1
GSE139555_C 1
DC2 GSE139324 1
GSE134809 -
GSE131907
GSE123814
GSE123139{ - .
GSE127465 1 - . . Expressed _‘
GSE139555 R{ - . . ) R A
GSE139555 L1 - . A
DC1 GSE139324 1 - . . o DC2 . ,'
GSE134809 { - . ® & o /
GSE131907
GSE123814
GSE127465 1
GSE139555_R 1
GSE139555_L 1
Activated GSE139555_C
o 5% DC GSE139324 1
GSE134809 1
tSNE_1 GSE131907 -
GSE123814 1
GSE123139

DC1

tSNE_2
e Qe
el

e

8

2

tSNE_2

Total DCs

A,
o(\)...........
2
Q".....’C Y
L J

A,

PVRL2

GSE123814 Dataset internally analyzed Internal FLOW cytometry Data

W

PVRIG blockade may enhance interaction and activation of Tscm by DCs in PD-L1'°% non-inflamed tumor types scompugen
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PVRL2 is Expressed in Tertiary Lymphoid Structures

Tertiary lymphoid structures are
Lymphoid Structures in the
tumor bed in which local T cell

activation occur

* Predictive of PD-1 response

Helmink et al Nature 2020

Potential of PVRIG blockade to enhance T cell proliferation at the tumor bed =
s compugen
FROM CODE TO CURE®
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PVRIG* Stem-like Memory T cells Interaction with PVRL2* D
Hypothesis

Cs

Lymph Node/Tertiary Lymphoid Structure Tumor

Activation,
proliferation,
migration

Stem-like Memory
T cell

SITC, Nov 2021, Alteber et al.

\
. =§COM701 “
'M

Cancer

IFN,
Effector/Exhausted Y cell death

TNFa
T cell
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COM701 Clinical

Phase 1 Arm A — Monotherapy Identifier: NCT03667716

Monotherapy Monotherapy Cohort Expansion

Dose Escalation

All-comers

Ovarian, Breast, Endometrial and CRC (MSS),
NSCLC

(progressed on SOC)

Enrollment completed; data presented at
AACR ‘20 and ASCO June ‘21

Phase 1/2- Triple Combination Identifier: NCT04570839

Triple Combination Dose Escalation
Escalating doses of COM701 with fixed doses
of nivolumab + BMS-986207

Enrollment completed; data presented at
ASCO June 21

Triple Combination Cohort expansion

Ovarian, Endometrial, HNSCC, additional
tumor types with high PVRL2 expression

First patient dosed Q3 21

All-comers (progressed on SOC)

Data presented at SITC Nov 2021
N=20 per arm

Study Objectives

16

RDFE: Recommended dose for expansion
HNSCC: Head and neck squamous cell cancer; 2 cohorts: 10-naive cohort and cohort with prior |0 therapy

Dual Combination: Escalating doses of

All-comers (progressed on SOC)

Initial data presented at AACR ‘20; updated
data presented at ASCO June 21

Phase 1 Arm B — Dual Combination with nivolumab Identifier: NCT03667716

progressed on SOC)

Ovarian, Breast, Endometrial and CRC (MSS)

First patient dosed Q2 21
N=20 per arm

Identifier: NCT04354246

Phase 1 — Combination with COM902

Dual Combination Evaluation for
Safety/Tolerability

COM902 + COM701 (both at RDFE)

Dual Combination Cohort Expansion

COM902 + COM701

HNSCC, NSCLC, CRC (MSS)

All-comers (progressed on SOC) First patient dosed Q4’21

First patient dosed Q3 ‘21 N=20 per arm

Safety & Tolerability, PK/PD, Preliminary anti-tumor activity

W
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COM701 Monotherapy and Nivolumab Combination Therapy:
Swimmer Plot

Arm: COM701 Dose Freq/Nivo Dose

B:0.2mghkg IVQIW/2E60 mg 19 | sahSeGmmm) O O 676
A: 20 mghkg IV QAW 14 : s 557 4
B: 10 mgkg IVQ4W/480 mg 20 | mee 526
A 0.03 mg/kg IV QIW 02 3179 Adeneid cystic _
mghg IV Q3W/260mg 21 21 4
.3 ;}kgIV JWIZ60 mg 17 | RS ) — 07
0 m; ﬁV Q\U 13 253
my g QIW/60mg 23 253
: 20 241

mg}kg fVN QVJW ::

0 219 Pancreatic adenoca
0 mglkg NQ4W1430 mg 28 1
mg/kg TV Q3W 10 157
: 20 mg/k IVQ4W a3 152
lm W 03 127 CRC (MSS

126

i

IBrEasT———— 13

mg.l’lr. TV OQ4W/480mg 20

%k ISQa;W 37 | ISOkC— e ] 10

0 mgﬂ(g N inW 42 | OMOA— e 110

mg/k 09 | —— s 105 Pleural mesothelioma

0m NQ&WMSO mg 27
QJWl'ﬂ 60mg 25

m J"’ 60mg 20
rng.l”xg IOV <0

0 mgkg IV Q4W!480 mg 30
B: 20 mgkg IV Q4W/480 mg 31

e 95 NSCL (Large cell)
—_ 89 Neurvendocrine lung

CRCMSS) (1
—:— 67 cncmlssm;

_ 5?-
‘Cervical ademoca 17

— L mmw.—omun—-wm e O b g

PHEErEE R EEE PP E PR P
O

wf"h—-

17

ME: 20 mg/kg IV Q4W e
MENmA O 2| —

. m k-]
ME: 20 m§n<§ IV Q4W 30 msaNsch
ME: 20 mg/kg IV Q4W <0 | MROMSS)m—— S0
ME: 20 ﬁmﬁw&w 41 | MOMOAS——— 5
ME: 20 mg/hkg IV Q4W 51 | MCROMSSym— 55
HEI: 2%@% gf %nv :: _5%3

m CRC(MSS)
A: 20 gk IV OAW 18 50
B3 g %V QIW/360mg 24| e— 50 Pleural mesothelioma
ME: 2 mg.l’kg NQ4 s | CRCMSSym— 17
Al oz | OMGA—
A OI(IJﬂlgfk O\V o1 | s 4 NSCLC (Adensca)
B: 0.3 m %VQ 1260 mg 1o | iEnlemtide 42
ME 20 ﬁﬁi O | Se—— PVRL2+PDL1,0,, (TPS<1)4umm
B: 1mghkg IVQIW/260mg 22 | s 29 Endometrial Low -
A Lmglkg IVQIW 05 | me— 25 CA unk primary
EEOé I ﬂ;&&;Q%‘iw :: _- -zfsnﬂtlﬁ: adenoca . . . . .
A: 10 mghk NI\93W 12| mwemmm 1 Callbladder Monotherapy and Combination Dose Escalation DLT-Evaluable Population and Monotherapy Expansion Arm (N = 51):
ME: 20 mgﬁ(g Q4w 45 | mmmm 15 Breast B 1-Ongoing W 2-PD (RECIST v1.1/clinical PD/Inv discretion) B 3-Death O CR <¢ PR O SD

ME: 20 mg/kg IV Q4W

ASCO, June 2021, Vaena et al.

0 Endometrial
m 5 CRC (MSS)

A = monotherapy B = combination therapy ME = monotherapy expansion Q3W = every 3 weeks Q4W = every 4 weeks

50

o

100

, Oral presentation

150

200

1 1 1 1 I I T T T

250 300 350 400 450 500 550 600 650

Days on Study Datacut 04152021

Preliminary anti-tumor activity also in patients with PVRL2*PDL1'°" tumors
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Increased Immune activation in Peripheral Blood of Patients Treated
with COM701 Monotherapy and Nivolumab Combination Therapy

A trend of increasing proliferation of CD8* T,

(effector memory T cells) and NK-T cells in

peripheral blood

Increase in serum IFNy upon COM701+nivolumab

treatment with a trend for COM701 dose
dependency

COM701 Monotherapy COM701 + Nivolumab
Avr. Fold Change=1.87 Avr. Fold Change=1.49
60— p=0.0615 60— p=0.0746
1 1
+ +
© S
X 40 ~ 404
=S =S
= o
— -
+ 20— + 20—
[ee)
a a
(@] (@]
o———°
o T T o T T
cipi c2D1 cipD1 c2D1
Cycle/Day Cycle/Day
COM701 Monotherapy COM701 + Nivolumab
Avr. Fold Change=1.37 Avr. Fold Change=1.92
p=0.0213* p=0.0589
5 — 40—
30
4 & 204
© © 20T
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Confirmed PR in Patient with Primary Peritoneal PD-L1"¢8
Cancer Treated with COM701 Monotherapy

PVRL2 PVRIG

Patient received 3 prior lines of anti cancer therapy

Pre-treatment Archival
biopsy (>1 year)

Negative PD-L1 staining

PVRL2 expression found
on tumor and endothelial
cells

Immune “desert”: no
immune cells detected in
biopsy

- TIGIT

Increase in IFNy induction and immune

activation in peripheral blood

% Change from Baseline

300+

200+

100

0

-100

- |FNg
-®- |IFNg Avr. all Mono Pts.

-- CD8+ CM Ki67
-®- CD8+ CM Ki67 Avr. all Mono Pts.

== CD8+ EM Ki67
-8 CD8+ EM Ki67 Avr. all Mono Pts.

== NK-T Ki67
NK-T Ki67 Avr. all Mono Pts.

ASCO, June 2021, Vaena et al., Oral presentation

PR in patient with non-inflamed TME demonstrating immune activation in peripheral blood following

COM701 monotherapy
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COM701 Monotherapy Induced Immune Activation in TME
of Patient with Ovarian Cancer (Radiologically PD)

CD8 distribution in TME

CDS8
PanCK
nuclei

Protein expression in CD8 regions (NanoString, DSP)

% CDS8 cells 1.4 5.9
Maximum CD8 Density
(CD8/um?) 0.005 0.012
Av. Distance Tumor-
CDS (um) 51.027 23.190

Patient with PVRL2"gh (H-score=250) PDL1 (8% TPS) ovarian cancer demonstrating shift from stromal

Protein Expression (Log2)
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markers towards immune activation in TME following COM701 monotherapy
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Increased TME Immune Activation and TCR Clonality in Patient with
CRC (MSS) with PR to COM701+nivolumab Combination Therapy

Patient received 4 prior lines of anti cancer therapy

Induced number of clones | Increased clonal expansion Increased Immune infiltration and activation

TCRa pre
0

TCRp pre
58
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T cells recruitment and activation
25+

- /
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T cell effector function
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T T T T
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-©- Pre
-4 On

Patient with PVRL2* (H-score=25) PDL1'°¥ (1% TPS) MSS-CRC demonstrating increase in TCR nhumbers and

clonality and T cell infiltration and activation in TME following COM701+nivolumab combination
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Combination of COM701+nivolumab Induced Markers of
Activated DCs in Serum of 2 Responding Patients

W7 )

PVRL2 PVRIG 4

Responders (R) vs non-responders

(NR) differential gene expression

4 | |
NR N R LAMP3 HLA-DR cD83
B e l 34 * 2.0-
) - R g, : - s .
b 8 101 " 9F 5] . 2§ 17
l | : o E S E S E -
S ST 05- £ 3 . £§ 107 - "
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od 0.0 [ TR—— Qe 2o 054 °
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X 2 05 X Q 0 TET X9 0odii,
s . = . s
0 i : A . 05— ,
5 (') 5 NR R NR R NR R
Log2FC
SITC, Nov 2021, Alteber et al.
Olink® Explore 1536
In ion of activ -DC markers in serum of 2 patients that clinically responded to COM701+nivolumab =
” duction of activated-DC markers in s P y resp : <scompugen
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Summary

PVRIG, a novel checkpoint in the DNAM-1 axis, expressed on stem-like and exhausted T cells but has a unique
dominant expression on early differentiated Tscm

PVRL2 (ligand for PVRIG) and PVR (ligand for TIGIT) are expressed in PD-L1'°% and PD-L1"&" tumor types
PVRL2 is dominantly expressed across DC types and in Tertiary Lymphoid Structures

PVRIG blockade may enhance Tscm activation by DCs, resulting in their increased expansion and differentiation.
A potential mechanism which could lead to increased T cell expansion and infiltration into less ‘inflamed’
tumors

Preliminary data shows that COM701 (anti-PVRIG) monotherapy induced immune activation in periphery
and signs of anti-tumor activity in patients with PVRL2*PD-L1'"*" tumors

Data shows increased infiltration and activation of T cells in TME of patient treated with COM701 monotherapy

Dual (PVRIG & PD-1) blockade resulted in increased T cell clonality and activation in TME of CRC (MSS)
responding patient and increased induction of activated DC markers in serum of 2 patients responding to this
therapy

Dual (PVRIG & TIGIT or PVRIG & PD-1) and triple blockade (PVRIG & TIGIT & PD-1) clinical trials are ongoing
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