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PVRIG, a novel T cell checkpoint, is
preferentially expressed in TLS on stem-
like memory T cells, potentially inhibiting
their expansion
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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

”n u n u n o«

terminology such as “wil
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may,” “expects,” “anticipates,” “believes,
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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.
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DNAM-1 axis plays an essential role in tumor immunology

TUMOR CELL / APC
 DNAM-1 axis — two parallel dominant complementary

inhibitory pathways (PVRIG & TIGIT)

TIGIT and PVRIG deliver direct inhibitory signalsinto T
and NK cells

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

* PVRL2 and PVR expressed on PD-L1 positive and

negative tumors; PVRL2 broadly expressed on Dendritic
cells subtypes

Alteber et al. Cancer Discov. 2021
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Potential intersection between PVRIG/TIGIT and PD-1 pathways
supports combination approach to overcome immunotherapy resistance

TUMOR CELL or APC

comMm701 TCELL

TUMOR CELL or APC

CoOM902

Adapted from Alteber et al. Cancer Discov. 2021

COM701 - High affinity, humanized 1gG4 anti-PVRIG mAb, blocks PVRIG/PVRL2 binding interaction
COM902 - High affinity, humanized 1gG4 anti-TIGIT mAb, blocks TIGIT/PVR binding interaction

Different tumor types may respond to different combinations depending on dominance of the pathways
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Growing evidence of early differentiated T stem-like memory cells
(Tscm) importance in response to checkpoint blockade

The fraction of Tscm cells is predictive of Anti-PD-(L)1 expands a key population of PD-1-positive Tscm cells
PD-1 response in melanoma which also express TIGIT
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PVRIG uniquely clusters with early differentiated/Tscm genes

PCA Analysis of scRNA of CD8* T cell genes, NSCLC

Unsupervised correlation analysis of scRNA, CRC
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PVRIG,

TIGIT and

PD-1
protein
expression

TIGIT Expression (FOI)

PVRIG Expression (FOI)
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Spatial transcriptomic analysis of TLS regions shows enrichment
of Tscm and DCs while exhausted cells localize to the tumor

In-situ MERFISH analysis of tertiary lymphoid structures (TLS) in TME of CRC patients

Annotated ceII_s in-situ

TLS region
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TLS are predictive of response to immunotherapy
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PVRIG and other genes of the DNAM-1 axis are dominantly expressed
in TLS region
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PVRL2 PVRIG

PVRIG* Tscm interaction with PVRL2* DCs hypothesis

TIGIT

Lymph Node/Tertiary Lymphoid Structure Tumor
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This hypothesis may support COM701 activity in less inflamed PD-L1'°" tumor types
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Immune modulation in peripheral blood of a patient with PD-L1"¢8
primary peritoneal cancer responding to COM701 monotherapy

PVRL2 PVRIG

Patient received 3 prior lines of anti cancer therapy

PVRL2 PD-L1 Increase in IFNy induction and immune
activation in peripheral blood
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COM701 monotherapy induces TME immune modulation in

patients with ovarian cancer

PD-L1 expression
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COM701 monotherapy induced immune activation in the TME of
patient with ovarian cancer

CD8 distribution in TME Protein expression in CD8 regions (NanoString, DSP)
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COM701+ nivolumab combination induces TME immune modulation in
patients with MSS-CRC

PD-L1 expression CD8 IHC IFNy signature
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Extensive TME modulation in MSS-CRC patients partially
responding to COM701+ nivolumab

Increased CDS8 infiltration and immune modulation Increased TCR clonality and clonal expansion
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Combination of COM701+nivolumab induced markers of
activated DCs in serum of 3 responding patients
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Summary

PVRIG has a unique dominant expression on Tscm, its ligand, PVRL2, is expressed also on dendritic cells (DCs)

Spatial transcriptomic analysis showed that Tscm and DCs preferentially localize to TLS regions while exhausted
T cells localize to the tumor

* PVRIG is dominantly expressed on CD8+ T cells in TLS region

PVRIG blockade may enhance Tscm activation by DCs in lymph-nodes and TLS, a potential mechanism which
could lead to increased T cell expansion and infiltration also into less ‘inflamed’ tumors

COM701+/- nivolumab induced preliminary anti tumor activity and TME immune-modulation in patients with
MSS-CRC and ovarian cancer, typically not responsive to approved CPI

Translational data analysis of immune-modulation following PVRIG, PD-1 and TIGIT triplet blockade is ongoing

Further clinical evaluation of PVRIG blockade is being pursued
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