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S a fe  H a r b o r  S ta te m e nt

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

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: 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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D N A M - 1  a x i s  p l ay s  e s s e nt i a l  r o l e  i n  t u m o r  i m m u n o l o g y
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• PVRIG binds PVRL2 as a functional ligand and TIGIT 

binds PVR

• DNAM-1 axis – two parallel dominant complementary 

inhibitory pathways (PVRIG & TIGIT)

• TIGIT and PVRIG deliver direct inhibitory signals into T 

and NK cells

• TIGIT/PVRIG has higher affinity to PVR/PVRL2 than 

DNAM-1 (decoy effect)

Modified from Alteber et al. Cancer Discov. 2021

T / NK CELL

TUMOR CELL / APC

TIGIT
PVRIG

DNAM

PVRL2 PVR
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P V R I G ,  T I G I T  a n d  P D - 1  a r e  p l ay e r s  i n  t h e  D N A M - 1  a x i s

Modified from Alteber et al. Cancer Discov. 2021
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Po te nt i a l  i n te r s e c t i o n  b e t w e e n  P V R I G / T I G I T/ P D - 1  p a t hw ay s  s u p p o r t  
c o m b i n a t i o n  a p p r o a c h  to  o v e rc o m e  i m m u n o t h e ra p y  r e s i s ta n c e

Different tumor types may respond to different combinations depending on dominance of the pathways

Adapted from Alteber et al. Cancer Discov. 2021



Sy n e r g i s t i c  T  C e l l  a c t i va t i o n  w i t h  P V R I G ,  P D - 1  a n d  T I G I T  b l o c k a d e
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COM701 – aPVRIG

Whelan, et al., Cancer Immunol Res. 2019
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P o t e n t  a c t i v a t i o n  o f  t h e  i m m u n e  s y s t e m  w i t h C O M 7 0 1 ,  n i v o l u m a b  a n d  B M S -
9 8 6 2 0 7  ( a n t i - T I G I T )  t r i p l e  b l o c k a d e  i n  p a t i e n t s  w i t h  a d v a n c e d  c a n c e r
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Dumbrava et al, SITC November 2021 Poster Presentation, modified

I n c r e a s e d  T  a n d  N K  c e l l  a c t i v a t i o n ,  m e m o r y  T  C e l l  p r o l i f e r a t i o n  a n d  I F N g

i n d u c t i o n  i n  b l o o d  a t  a l l  C O M 7 0 1  d o s e s
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Ea r l y  d i f fe r e nt i a te d  T  s te m - l i ke  c e l l s  a r e  p o te nt  i n d u c e r s  o f  
a nt i - t u m o r  a c t i v i t y  fo l l o w i n g  a d o p t i v e  T  c e l l  t ra n s fe r

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

Klebbanoff et al., 2005, PNAS.

Gatiinoni et al., 2009, Nat Med

Krishna et al., 2020, Science



G r o w i n g  e v i d e n c e  o f  e a r l y  d i f fe r e nt i a te d  T  s te m - l i ke  m e m o r y  c e l l s  
( Ts c m )  i m p o r ta n c e  i n  r e s p o n s e  to  c h e c k p o i nt  b l o c k a d e

9

9

The fraction of Tscm cells is predictive of 
PD-1 response in melanoma

Modified from Chen and Mellman Nature 2017Sadeh-Feldman et al., 2018, Cell

Anti-PD-(L)1 expands a key population of PD-1-positive Tscm cells 
which also express TIGIT



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

P V R I G  u n i q u e l y  c l u s te r s  w i t h  e a r l y  d i f fe r e nt i a te d / Ts c m  g e n e s
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GSE108989_CRC Dataset internally analyzed 
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Internal FLOW cytometry Data (n=11, CRC, Ovarian and Bladder cancers)
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GSE99254_NSCLC Dataset internally analyzed 
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Alteber et al, Oral presentation SITC 2022



Gene model  correct ion for  PVRIG in  s ing le  ce l l  data  
enables  accurate  detect ion of  i t s  funct ional  re levance
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https://www.biorxiv.org/content/10.1101/2022.11.02.514879v1



12 PVRIG blockade may enhance Tscm-DC interaction and induce potent Tscm activation

DC Population in SCC/BCC

P V R L 2  h a s  a  d o m i n a nt  ex p r e s s i o n  o n  d e n d r i t i c  c e l l s

GSE123814 Dataset internally analyzed 
PVRL2

Total DCs

DC1

DC2

Internal FLOW cytometry Data

Ovarian cancerMultiple scRNA cancer datasets 

Alteber et al , Poster presentation SITC 2021

T cell



S p a t i a l  t ra n s c r i p to m i c  a n a l y s i s  o f  T L S  r e g i o n s  s h o w s  e n r i c h m e nt  
o f  Ts c m  a n d  D C s  w h i l e  ex h a u s te d  c e l l s  l o c a l i ze  to  t h e  t u m o r
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Annotated cells in-situ

TLS regionTLS

Stroma
Tumor

• TLS - Tertiary Lymphoid structures are the intra-
tumoral niches in which local T cell activation 
occur

• TLS are predictive of response to immunotherapy

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

Alteber et al, Oral presentation SITC 2022
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P V R I G  a n d  o t h e r  g e n e s  o f  t h e  D N A M - 1  a x i s  a r e  d o m i n a nt l y  ex p r e s s e d  
i n  T L S  r e g i o n
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Expression in CD8+ T-cells
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In-situ MERFISH analysis of tertiary lymphoid structures (TLS) in TME of CRC patients

TLS

Alteber et al, Oral presentation SITC 2022



15

COM701 may turn  less  inf lamed tumors  into  hot  tumors

COM701 might play a dominant role controlling T cells expansion

Alteber et al, Oral presentation SITC 2022
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COM701 shows c l in ica l  act iv i ty  in  p lat inum res istant  ovar ian 
cancer

S t r o n g  p r e l i m i n a r y  ( a n d  o n g o i n g )  s i g n a l  i n  a n  i n d i c a t i o n  w i t h  h i g h  u n m e t  
n e e d  a n d  t y p i c a l l y  i m m u n o l o g i c a l l y  u n r e s p o n s i v e

COM701 
Mono’*

COM701 + 
nivolumab

COM701 + 
BMS986207
+ nivolumab

ORR 1 (16.6%) 2 (10%) 4 (20%)

PR 2 (34%) 2** (10%) 4 (20%)

SD 3 (50%) 7 (35 %) 5 (25%)

DCR 4 (66%) 9 (45 %) 9 (45%)

Historical ORR PFS

PD(L)1 blockers/ Pembro + Vibostolimab
(aTIGIT)*

<10% 2.1m

* Keyvibe-001; 0% ORR in PDL1 CPS<1

SOC 2L+ ORR % mPFS (months) mOS (months)

Single agent chemo ~8-12 ~3-4 ~13



C o n f i r m e d  P R  i n  p a t i e nt  w i t h  p r i m a r y  p e r i to n e a l  P D - L 1 n e g

o va r i a n  c a n c e r  t r e a te d  w i t h  C O M 7 0 1  m o n o t h e ra p y

PR in patient with non-inflamed TME demonstrating immune activation in peripheral blood 
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PVRL2 PDL1

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

Patient received 3 prior lines of anti-cancer therapy
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Alteber et al, Oral presentation SITC 2022
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C O M 7 0 1  m o n o t h e ra p y  i n d u c e s  T M E  i m m u n e  m o d u l a t i o n  i n  
p a t i e nt s  w i t h  o va r i a n  c a n c e r
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Alteber et al, Oral presentation SITC 2022



C O M 7 0 1  m o n o t h e ra p y  i n d u c e d  i m m u n e  a c t i va t i o n  i n  t h e  T M E  o f  
p a t i e nt  w i t h  o va r i a n  c a n c e r

19

0 cell >5cel
l

ONPRE

% CD8 cells 5.2 15.8

Maximum CD8 Density 
(CD8/μm²)

0.005 0.012

Av. Distance Tumor-
CD8 (μm)

51.027 23.190 CD45RO
4

5

6

7

8

9

10

P
ro

te
in

 E
x

p
re

s
s

io
n

 (
L

o
g

2
) ✱

Ki67
0

5

10

15

P
ro

te
in

 E
x

p
re

s
s

io
n

 (
L

o
g

2
)

✱✱

PDL1
0

2

4

6

P
ro

te
in

 E
x

p
re

s
s

io
n

 (
L

o
g

2
) ✱✱

SMA
8

9

10

11

12

P
ro

te
in

 E
x

p
re

s
s

io
n

 (
L

o
g

2
)

Pre

On

✱✱

CD8 distribution in TME

CD8
PanCK
nuclei

p<0.05

Patient with ovarian cancer demonstrating shift  from stromal markers towards immune 
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Alteber et al, Oral presentation SITC 2022
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Plat inum res istant  ovar ian  cancer
COM701 Combinat ions –swimmer  p lot

Yeku et al, Poster presentation ESMO-IO 2022

COM701+Nivolumab COM701+ BMS-986207 (a-TIGIT)+ nivolumab

All 4 responders on triplet are ongoing with 3 responders with >9 months duration of response 

Moroney et al, Poster presentation ESMO-IO 2022

Pre PDL1 CPS 3

Pre PDL1 CPS<1



21

Plat inum res istant  ovar ian  cancer
COM701 Combinat ions –waterfa l l  p lots

Moroney et al, Poster presentation ESMO-IO 2022

COM701 + nivolumab COM701 + BMS-986207 (anti-TIGIT) + nivolumab

Yeku et al, Poster presentation ESMO-IO 2022
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CLINICAL  VIGNET TE - COM701 +  n ivolumab 
53yr old female, histology - high grade serous adenocarcinoma .
Received 7 prior lines including 4th line: nivolumab/+lucitanib (TKI) [best response PD]

Yeku et al, Poster presentation ESMO-IO 2022

PR – 35% reduction in target lesion at 1st post imaging assessment 

Reduction in target lesion Increased CD8+ T cell infiltration post-treatment
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CLINICAL  VIGNET TE -
COM701+ BMS-986207 (ant i -T IGIT)+  n ivolumab 
68yr old female, histology: high grade serous ovarian carcinoma with a history of 3 prior lines of non-maintenance therapy: 
carboplatin/paclitaxel, Y90 hepatic radioembolization, carboplatin/pegylated liposomal doxorubicin/bevacizumab [best response
for all: PD at 1st re-staging]

On study treatment with confirmed partial response. 

Moroney et al, Poster presentation ESMO-IO 2022



COM701 with  n ivolumab induce c l in ica l  response in  
pat ients  with  MSS CRC and l iver  metastas is

24

• * Investigator assessed responses
1. Fakih M et al Journal of Clinical Oncology 2021
2. Bullock AJ et al, 2022 ESMO GI
3. Wang et al, JAMA 2021
4. Mayer et al. N Eng J Med. 2015;372:1909-1919
5. Van Cutsem,, 2012, ASCO

17/22 patients with liver mets
2 PR with liver mets

ORR (all MSS CRC pts): 2/22 (9%)

ORR (liver met pts): 2/17 (12%)

Adapted from Overman et al, Oral presentation SITC 2022

Difficult to treat MSS-CRC + liver mets

MSS CRC with liver mets

ORR

Regorafenib + Nivo 1 0/47

MSS CRC Benchmark

Last Line SoC ORR PFS OS

Regorafenib 1% 2m 6.4m

MSS CRC with liver metsNivo/ atezo/ pembro/ 
durvalumab 3

0/54

Baltsilimab+botensilimab 2 MSS CRC with liver mets0/17
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PR = patient with partial 
response per RECIST

PR = patient with partial 
response per RECIST

Alteber et al, Oral presentation SITC 2022

Personalis - ImmunoID NeXT™
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Increased CD8 infiltration and immune modulation
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Alteber et al, Oral presentation SITC 2022



PVRIG is  h ighly  expressed on Tscm and PVRL 2 on DCs  in  
l iver  metastases  of  pat ients  with  MSS CRC

27

High PVRIG on Tscm CD8+ T-cells Dominant PVRL2 on Dendritic cells

GSE173351, 6 MSS CRC patients (samples taken from liver metastases)
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Responders (R) vs non-responders (NR) differential gene expression
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C o m b i n a t i o n  o f  C O M 7 0 1 + n i v o l u m a b  i n d u c e d  m a r ke r s  o f  
a c t i va te d  D C s  i n  s e r u m  o f  3  r e s p o n d i n g  p a t i e nt s

Induction of activated-DC markers in serum of 3 patients that clinically responded to COM701+nivolumab
compared to non-responders
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S u m m a r y

• 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 anti tumor activity and TME immune-modulation in patients with MSS-CRC and 
ovarian cancer, typically not responsive to approved CPI

• Favorable safety profile across combinations

• 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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