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Safe Harbor Statement

This presentation contains “forward-looking statements” within the meaning of 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 terminology such as
“will,” “may,” “expects,” “anticipates,” “believes,” “potential,” “plan,” “goal,” “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: The global COVID-19 pandemic may negatively
impact the global economy and may also adversely affect Compugen’s business;
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; Compugen relies and expects to continue to rely
on third parties to conduct its clinical trials and these third parties may not
successfully carry out their contractual duties, comply with regulatory requirements or
meet expected deadlines, and Compugen may experience significant delays in the
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conduct of its clinical trials as well as significant increased expenditures; 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 commercializing aspects of its business model; Compugen’s approach to
the discovery of therapeutic products is based on its proprietary computational target
discovery infrastructure, which is unproven clinically; and Compugen does not know
whether it will be able to discover and develop additional potential product candidates
or products of commercial value. 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.
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TIGIT
PVRIG

ILDR2
Undisclosed

First-in-Class
Drug Candidates

Pioneering Predictive Computational Discovery Platform
Discover Novel Targets

From target discovery to clinical validation
Proprietary computational tools and algorithms

Integration

Spatial Omics

RNASeq
Annotation

Curation
Novel Biomarkers

O O
PEE NI
Single Cell Multi-Omics Other biological data
S 5 B ol
| | Computational Models | X

Clinical Validation

| Data Input
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Compugen Highlights

EXPAND

number of patients responding
to treatment

000

5@5

* Lead assets in Phase 1
* COM701 (anti-PVRIG)
< COM902 (anti-TIGIT)

* Encouraging clinical data
*  Well-tolerated with immune
activation & signals of antitumor
activity
e Partnered assets in Phase 1
* Bayer — bapotulimab (anti- ILDR2)
* AstraZeneca- AZD2936 (TIGIT/PD-1
bispecific)

@ MAXIMIZE

- value for patients

* Strategic collaborations with Pharma
and academic institutions including
Johns Hopkins

5 U Bristol Myers Squibb

E AstraZeneca

SOLID

financial position

Cash balance ~$118M
as of Dec 31, 2021

_-% ADVANCE

immuno-oncology research

Predictive computational platform of
new drug targets

Compugen discovered TIGIT, PVRIG
& ILDR2

2022 expected cash burn
~$44-46M
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Compugen’s Immuno-oncology Pipeline

Executing a unique combination approach

PROGRAM TARGET PARTNER INDICATION STAGE OF DEVELOPMENT
COM701 PVRIG Ovarian, Breast, Endometrial, CRC (MSS) and NSCLC Phase 1
COM701 + nivolumab PVRIG, PD-1 Bristol Myers Squibb Ovarian, Breast, Endometrial and CRC (MSS) Phase 1
COM701 + nivolumab + BMS-986207 PVRIG, PD-1, TIGIT  Bristol Myers Squibb Ovarian, Endometrial, HNSCC and high PVRL-2 expressing tumors Phase 1/2
COM902 TIGIT Advanced Solid Tumors, Multiple Myeloma Phase 1
COM902 + COM701 TIGIT, PVRIG HNSCC, NSCLC, CRC (MSS) Phase 1
Early-Stage Programs (including Myeloid Programs) Undisclosed
Bapotulimab ILDR2 Bayer Advanced solid tumors
Bapotulimab + Keytruda® ILDR2, PD-1 Bayer
TIGIT/PD-1 bispecific program* derived from COM902 AstraZeneca

Head & Neck Squamous Cell Carcinoma
Compugen-owned programs

Drug Discovery
. Partner programs

Phase 1

Advanced or Metastatic Non-small Cell Lung Cancer
* AZD2936

Phase 1

Phase 1/2
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Compugen Discovered Two New Checkpoints in the DNAM-1 Axis

Extracellular . . Intracellular
Signal
Peptide Ig Domain ™ ITIM ITSM
o ] R 25 | 0| ]
—— T o | ] ]
ITIM ITSM
| ITIM ‘
J L J
TIGIT identified by Compugen as a potential immune checkpoint in 2009
Extracellular ™ Intracellular The interaction of TIGIT with PVR and PVRL2 inhibits
SP IgV Domain human NK cell cytotoxicity
icos (= 5 = s e D S s S
<. “The Lautenl be(gC er for Geneul ind Tumor Immunology, IMRIC, Hadassah Medical School, Hebrew University, Jerusalem 91120, Israel; “Cent

Proteomics, Faculty of of Medici icine, University of Rijeka, Brace Branchetta 20, Rijeka, Croatia; and ‘Compugen Ltd., 72 Pinchas Rosen Street, Tel Aviv 5952
Israel

TGIm  C—=

Edited by Wayne M. Yokoyama, Washington University School of Medicine, St. Louls, MO, and approved September 1, 2009 (received for review
March 30, 2009)
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’ PVRIG and TIGIT Functional Gene Structure Matches Known
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DNAM-1 Axis Potential to be a Game Changer in the Fight
Against Cancer

PVRIG may be the missing piece when current checkpoint inhibitors fail

TUMOR CELL or APC COMT01 T CELL TUMOR CELL or APC ° PVR'G and T|G|T discovered by
Compugen’s discovery platform

* DNAM axis — two parallel and
complementary inhibitory
pathways (PVRIG & TIGIT)

* Potential intersection between
PVRIG/TIGIT and PD-1 pathway

 PVRL2 broadly expressed in PD-L1
high and low tumors

COMS902

Support combination approach to overcome immunotherapy resistance

W

scompugen

FROM CODE TO CURE®



TIGIT: Next Generation 10 Target with Extensive Industry
Interest

COM®902 is differentiated.
lgG4, low FC activity:

AKESO

AK127 1. Avoids T cell depletion

ARCUS 2. Potential safety benefit

AB308 Phase 1 monotherapy- 50%
ASTELLAS COMPUGEN disease control rate

CcomM902

ASP8374/PTZ-201

HANALL BIOPHARMA
HL-187

HENGRUI (?) BIOTHERA
BAT6005

GSK/IiTEOS

S BEIGENE
15209 (TIGITXPVRIG) Lo A SR l2es
TJ-T6 (inactive) HB0030 Ociperlimab
SHATTUCK

519258 (TIGIT-Fe-LIGHT) LEPU BIOPHARMA INNOVENT HENGRUI MEREO MERCK
LPO10 1BI-939* SHR-2002 (TIGITxPVRIG) Etigilimab Vibostolimab

MOGAM/GREEN CROSS JUNSHI/COHERUS MERCK KGAA ROCHE
MG1131 I 1S006™"" I M6223 I Tiragolumab

Preclinic I Phase 1 I Phase 2 I Phase 3

ik

1gG4 . IgG1 I:' Isotype ?
. IgG1 Fcsilent . IgG1 Fc enhanced
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PVRL2 PVRIG

COM701(PVRIG inhibitor): Synergistic T cell Activation
PD-1 or TIGIT inhibitors

- TIGIT

COM701 +/- anti-TIGIT COM701 +/- anti-PD-1 Triple combination
400 200 - 500 —
+340% +144% +467%
400 -
300 - 150 +340%
£ g 57% o = +293%
£ +136% £ w27 £ 300
Qo Qo Qo
2 - £ - e
> 200 > 100 > )
+144
= +57% +41% = L 200 - °
100 - 50 -
_ - - 100 -
0 - TR TR TR T TR e .n 8§ 8 B B
Isotope COM701 a-TIGIT COM701 a-PD-1 lsotope  COM701  a-PD-1  COM701 Isotope COM701 COM701 +a-TIGIT COM701
+o-TIGIT +0-PD-1 +0o-TIGIT +0-PD-1 +a-PD-1 +o-TIGIT

+a-PD-1

i
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Early Differentiated T stem-like cells (Tscm)are Potent Inducers
Anti-Tumor Activity Following Immunotherapy

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 Jia3, 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 Kvisthorg?, Michael C. Kelly®, Stephanie L. Goff', Grégoire Altan-Bonnet?,

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

Krishna et al., 2020, Science

CD45RO - ] :
CCR7 + + + - -

. +
D18+ N N e ) Fraction of Tscm (TCF7*) cells
s - ¥ £ + + is a predictive of PD-1

response in melanoma

Self-renewal

Multipotency
Proliferation potential
~ Responders Non-responders
® g0 3.9x10¢ 1.1x10°®
Xu et al., 2015, J. of Hem and Onc. 8 S 100,
\6 60+ i’_:. : 80 -
vao 1 Y ‘ -1 60 o ;i\—;,
320 ol B
w N | o
O 201 lgae
e 1 '
% 0 0
& @TCF7*;m
Sadeh-Feldman et al., 2018, Cell
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PVRIG Uniquely Clusters with Early Memory Tscm

Potential for optimal Tscm activation, expansion and increased effector T cells in TME

PCA Analysis of CD8+ T cell genes, NSCLC Unsupervised correlation analysis of scRNA, CRC

TRM

ZNF683
(HOBIT)

60 -

Compenent 3 (0.88 9

-20-

Cyto’icoxif/|ﬁ|

Naive

PDCD1
LAG3

ZNF683 (HOBIT)
HAVCR2 (TIM3)
CTLA4

TOX

TIGIT

LAYN

ITGAE (CD103)
ENTPD1 (CD39)
CCR7

CXCR5

GZMK

EOMES

PVRIG
SELL \
CD226

CcD28
TCF7
IL7R

corr
i 1
0.5
0
0.5

-f:- ¥ 4 .8 PVRIG | e
gl L

ré;LAa, | [poco1| [Tieim |
80

1 T T T T
GSE99254_NSCLC Dataset -60 -40 -20 0 20 40 60
internally analyzed Compenent 2 (1.25 %)

TOX
TIGIT
IL7R

LAYN

ITGAE (CD103)
ENTPD1 (CD39)

CCR7
CXCR5
GZMK
EOMES
SELL
CD226
CD28
TCF7

arly Memory

PDCD1
CTLA4
PVRIG

ZNF683 (HOBIT)
HAVCR2 (TIM3)

100
GSE108989_CRC Dataset internally analyzed

I

11 Alteber et al, SITC November 2021 Poster Presentation, modified
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PVRL2 PVRIG

PVRL2 Has a Dominant Expression on Dendritic Cells

DC Population in SCC/BCC Multiple scRNA cancer datasets

GSE127465 1
GSE139555_R

.@ ® DC1
. ® DC2
2 # @ Activated DC
1

GSE139555_L 1
GSE139555_C 1
20 0 20
tSNE_1

DC2 GSE139324
DL1
(@) g::
20
R s 15
Uy 10
< 05

GSE134809 1
0.0

40

DC1

20

GSE131907 1
GSE123814 1 Pércent
GSE123139{ - 3
GSE127465 1 . . Expressed
GSE139555_R 1 . o
GSE139555_L 1 ° - . -
DC1 GSE139324{ - . 8 b DC2
GSE134809 1 - . =g
GSE131907 1
GSE123814 -
GSE127465
GSE139555_R
GSE139555_L 1
Activated GSE139555_C
GS€139324
DC GSE134809 -
GSE131907
GSE123814
GSE123139 1

tSNE_2
o

tSNE_2

-20

Average
Expression

tSNE_2
tSNE_2

2
1
0

20 0 20
tSNE_1

Total DCs

o(\, N ERE N B
LS TTTRY TRY R

PVRL2

GSE123814 Dataset internally analyzed Internal FLOW cytometry Data

PVRIG blockade may enhance interaction and activation of Tscm by DCs
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PVRIG* Stem-like Memory T cells (Tscm) Interaction with
PVRL2* DCs Hypothesis

In-situ MERFISH analysis of tertiary
lymphoid structure in tumor of CRC

Lymph Node/Tertiary Lymphoid Structure ume patient
-~ CD3/TRAC/LAMP3/PVRL2/

PVRIG+ T-cell

Activation,
proliferation,
migration

\
=¥COM701 d ‘
\._/

Stem-like Memory
T cell

o Cancer

I};N.v
Effector/Exhausted g cell death

T cell

SITC, Nov 2021, Alteber et al. Granit et al. Keystone Mar 2022, oral presentation; Vizgen

I

This hypothesis may support PVRIG activity in less inflamed PDL1'°W 3compugen
tumor types = pugen
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COM701 Clinical Programs — Focus on less Inflamed
Indications, Less Responsive to Current Treatments

‘ Phase 1 Arm A — Monotherapy

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

Identifier: NCT03667716

Dual Combination Cohort Expansion

Monotherapy Cohort Expansion Dual Combination: Escalating doses of

Monotherapy
Liesie Bogzlkiiely (20 patients; progressed on SOC) COM701 with fixed dose of nivolumab (progressed on SOC)
All-comers q .
ey o Breast Endometrialand CRE(MSS), All-comers (progressed on SOC) Ovarian, Breast, Endometrial and CRC (MSS)
(progressed on SOC) NSCLC
Enroliment completed; data presented at Enrollment completed; data presented at Initial data presented at AACR ‘20; updated First patient dosed Q2 ‘21
ASEOL L data presented at ASCO June 21 N=20 per arm

AACR 20 and ASCO June ‘21

Phase 1/2- Triple Combination Identifier: NCT04570839 Phase 1 — Combination with COM902 Identifier: NCT04354246

Dls. Comblnat!t?n vl e o Dual Combination Cohort Expansion
Safety/Tolerability

COM902 + COM701 (both at RDFE)

Triple Combination Dose Escalation
Escalating doses of COM701 with fixed doses Triple Combination Cohort expansion

of nivolumab + BMS-986207

COM902 + COM701

Ovarian, Endometrial, HNSCC, additional HNSCC, NSCLC, CRC (MSS)

All-comers (progressed on SOC) tumor types with high PVRL2 expression All-comers (progressed on SOC) First patient dosed Q4 '21
Data presented at SITC Nov 2021 First patient dosed Q3 "21 First patient dosed Q3 ‘21 N=20 per arm
N=20 per arm

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

!

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



COM701 Monotherapy and Nivolumab Combination
Therapy: Swimmer Plot

Arm: COM701 Dose Freq/Nivo Dose

B: 0.2 me/ke TV QIW/360 me 10 676
. 14 557
B: 10 mg/kg IV Q4W/480mg 22 _————* 526
A: 0. 03 mgkg NQa 02 179 Adenoid cystic ) .
b '— —— ) Patient with
433 .
23 253 p rrm.
ME: 20 N 4w 38 241 H H
Al O g b 210 p..m.&‘s-m. Patient with MSS- .
g/xg |
0 4WAS0mg 78 1 peritonea
£ S 3D Shneons 157 CRC with PR t
: 3 mglkg 10 .
ME: 20 mg/k NQ4W | eMe— —— ]G F wi o W|th PR to
ﬁ- 0;&( s W 03 | O — ———— 127 CRC (MSS COM701+niVO
1 g 05 | rOROMMSSym ——— 6
B: 20 mg/k N184W!480 mg 20 | ISreEs——— 13 CO M 70 1
ME: 20 mg%k Q4w 37 | ISOkC— e ] 10
ME: 20 mgﬂ(g NQ-lW 42 | OMOA— e 110
Al m e e 105 Pleural mesothelioma
B 10 mg'k Q4W1480 mg 27 | o——— e 95 NSCL (Large cell)
g QJW.-” 60mg 25 —C_ 89 Neureendocrine lung
A 10 mg/kg IVOIW 1| CRGMMSS) O —
]del ngjcg& SWI260mg 0 _:_ 67 (‘R(‘(MSSunk)
: 20 mg/kg 40
B: 20 mg/kg IV Q4W/480 mg 30 _ 5?-
B: 20 mgfkgIVQ4W&ir80 mg 31 | nCesvcaldenccamm—m gg
ME: 20 mg/kg IV Q4 i | Endometrial
ME: 20 Egnc:wqu 32 | Endemersale—n 56 4m—
ME: 20 mg/kg IV Q4W 35 | Endemetiale— SO
ME: 20 mg/kg IV Q4W ] ‘_DEENSCLC
ME: 20 mg/kg IV Q4W o | MCRC(MSS)y
EE I:g ﬁﬁiwéfw “ _gg
: 20 mg/kg 21 | ICRC(MSS)ymsm—m
ME: 20 mg:}(\g’ IV Q4W =] _5%3
Al 3 CRC (MSS)
A zénrifkfﬁ QQ-IW ‘3; ‘Malis melanoma "
Bl ?N QIW/260 mg 24 | s 5 Pleural motklilm_
ME m;fkg NQ4W s | CRCMSS)um 47
Al oz | OMGA—
A:0.01 QW o1 | — 4 NSCLC (Adensca)
B:0.2m g%\/Q 1360 mg 1o | Endensralen 42
ME: 20 mg/kg gQ:& <0 | IBrEsT— O
ME: 20 mg/k; 47 | Bressa— 2 + _
B: lmgﬂrf;gl\g QZ‘%’%O mg 22 | e 29 Endometrial PVRL2 PDLILOW {TPSSl)
ﬁ}:l Izgfkg vVQ (;4W 08 | %g CA unk primary
2 44 | Bresst.
ﬁ: fo“mg,k E}} ‘:: .:-_ _af f P:;E:::“m Monotherapy and Combination Dose Escalation DLT-Evaluable Population and Monotherapy Expansion Arm (N = 51):
ME: 20 mgﬁ( I\?Qm' 45 | mmmm 15 Breast Il 1-Ongoing W 2-PD (RECIST v1.1/clinical PD/Inv discretion) B 3-Death O CR <© PR O SD
EE: gg Q:ﬁ: xgﬁ :3 -sgc:.?(;sgﬂ A = monotherapy B = combination therapy ME = monotherapy expansion Q3W = every 3 weeks Q4W = every 4 weeks
Ll Ll Ll T 1 1 1 1 1 I I I Ll Ll Ll
0 50 100 150 200 250 300 350 400 450 500 550 600 650 700
Days on Study Datacut 04152021

ASCO, June 2021, Vaena et al., Oral presentation
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Preliminary anti-tumor activity also in patients with PVRL2*PDL1'°" tumors



Confirmed PR in Patient with Primary Peritoneal PD-L1"¢8
Cancer Treated with COM701 Monotherapy

Patient received 3 prior lines of anti cancer therapy

PVRL2 PVRIG

TIGIT

Increase in IFNy induction and immune
activation in peripheral blood

* Pre-treatment Archival

biopsy (>1 year)
¢ 3001
3 g s -e- IFNg
. * Negative PD-L1 staining © -o- IFNg Avr. all Mono Pts.
. @ 200
* PVRL2 expression found 8 - CD8+ CMKi67
on tumor and endothelial = -o- CD8+ CM Ki67 Avr. all Mono Pts.
© 100+
cells s
o -- CD8+ EM Ki67
3 Immune ”desert”' no _rCCU o- -®- CD8+ EM Ki67 Avr. all Mono Pts.
: ()
immune cells detected in S - NK-TKi67
biopsy 100 : : : . NK-T Ki67 Avr. all Mono Pts.
Q@ o&‘b c?/o'» 00)0'»

ASCO, June 2021, Vaena et al., Oral presentation
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PR in patient with non-inflamed TME demonstrating immune activation in 3 ompuaen
peripheral blood following COM701 monotherapy h it b




Increased TME Immune Activation and TCR Clonality in Patient with

CRC (MSS) with PR to COM701+Nivolumab Combination Therapy

Patient with PVRL2* (H-score=25) PDL1'°% (1% TPS) Tumor

4 prior lines of chemotherapy; Best response of PD to anticancer therapy prior to study enroliment:

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

PVRL2 PVRIG

TIGIT

TCRa pre

TCRP pre
58

TCRa pre
TCRa On
TCRp pre
TCRB On

17

0.9 6 Pre
S o084 “ On
o
= 074
©
8 0.6
TCRB On S 05
1748 O
0.4 T T
TCRa  TCRB

Proportion of top 10 clones

[N
(6]
]

-©- Pre

RNAseq Score
I =
1 1
—
N
w
(<)
L
N
ul
D
o)
S

ImmunolD NeXT™ Personalis

T cells recruitment and activation

- /
VA

T T T T
CXCL10 CXCL9 CD137 HLA_DRA

T cell effector function

1)

T T T T T
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©- Pre
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Combination of COM701+Nivolumab Induced Markers of Activated
Dendritic Cells (DCs) in Serum of 2 Responding Patients

Responders (R) vs non-responders

(NR) differential gene expression

NR

! R

%

-, FooRR
e% 5., p<0.05
® ':é . ®
,,,,,,,, re®
"sx e S e

Olink® Explore 1536

Induction of activated-DC markers in serum of 2 patients that clinically

Max Log Differences
to Pre-Treatment

b 0.0

LAMP3
% %k
1.5
° § -
1.0 R c 5
o E
QT
0.5 £ o
° =
..... U 20
- 0O
X O
0.5 ° g -
-1.0 T T
NR R

SITC, Nov 2021, Alteber et al.

HLA-DR
3 *
24 ‘ .
1- L]
0 - =
.
I 1
NR R

Max Log Differences

to Pre-Treatment

-0.5

2.0

1.5

1.0

0.5

0.0

PVRL2 PVRIG 4

CD83

e responded to COM701+nivolumab, compared to non-responders
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Summary

* Co-blockade PVRIG and TIGIT checkpoints, discovered computationally by Compugen, synergize
with PD-1 blockade pre-clinically to drive anti-tumor immunity

* PVRIG, a novel checkpoint in the DNAM-1 axis, has a unique dominant expression on early
differentiated stem-like memory T cells (Tscm)

* PVRIG blockade may lead to increased T cell expansion and infiltration into less ‘inflamed’ tumors

* Preliminary data shows that COM701 (anti-PVRIG) increase infiltration and activation of T cells in
TME and induce signs of anti-tumor activity in patients with PVRL2*PD-L1'°% tumors

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

I
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