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Background: PVRIG and TIGIT were identified by Compugen’s Predictive
Discovery Platform as immune inhibitory receptors and have been A) B)
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PVR|G, T|G|T, and PD1 demonstrated that PVRIG was co-expressed with : : : . E Figure 5: Anti-PVRIG/TIGIT/PD-1 synergistically increases T cell function. (A) CMVpp65 CD8* T cells were stained for
bOth TIGIT and PD1 and that PVRIG*TIGITPD1* CE”S Comprised 3 major : I 8 ) :o ; TIGIT, PD-1, _and PVRIG .expressmn, and tumor cell lines (Panc.OS.l},.CoIoZOS) were stained for PD-I?1, PVR, and PVRL2.
. . =TT B sonce argetéjﬂh,,_ Representative FACs histograms are shown. B) CMVpp65 specific T cells were co-cultured with Panc.05.04 and
proportion of exhausted Eomes*T-bet-CD8* TILs. In com parison to PD-L1, 2 A B T Colo205 cells, CMVpp65 peptide and the indicated antibodies at 10 pug/ml. IFN-y concentration in the conditioned
. — 1 I g T O e media was determined at 18hrs. Percentages above bar graphs is % increase in IFN-y secretion relative to isotype IgG.
PVRL2 expression was more prevalent across several cancer types and : LT-bet
expression of PVRL2 was detected in PD-L1 negative % Eomes* T-bet
. . . . of each PD1, PVRIG, TIGIT Expressing Subset
samples. Combination of COM701 with COM902 enhanced viral and
ifi T . . . | i Figure 2. PVRIG*TIGIT*PD1* CD8* TILs are highly prevalent and have an exhausted profile. A) CD8* TILs from human
tumor SPECITIC T ce unction in vitro. Several immune receptors were cancers were stained for PD-1, PVRIG, and TIGIT. The percentage of CD8" TILs that express combinations of PD-1,
induced in response of PVRIG blockade by COM701 on CD8* T cells. PVRIG, or TIGIT on CD8* T cells was determined by Boolean gating. B) Representative PD-1, PVRIG, and TIGIT
expression on CD4* and CD8* T cells from a lung tumor are shown. C) TILS from human cancers were stained for cell
surface PD1, PVRIG, and TIGIT on CD8* T cells, permeabilized, and stained for Eomes and T-bet. The percentage of
Eomes*T-bet CD8* T cells are shown. A paired Student’s t-test was performed and p values shown. D)
Representative TIL FACS plots showing Eomes and T-bet expression on PD-1, PVRIG, or TIGIT positive/negative
expressing CD8* T cells from an ovarian and bladder tumor are shown. E) The percentage of Eomes*T-bet” CD8* T A) % TIGIT Isotype coM701 Anti-PD-1
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T/NK CE" & PVRL2 was assessed by IHC on serial sections. Tumors e K K K K K
were grouped based on tissue type & expression of _
PVRL2 on PD-L1 -/+ is shown. PD-L1+ staining was BN S T LAG-3 Expression
defined as membranous staining on at least 1 core of a Lung Kova e ‘,;.;?I.?:.f?";f:f BTN
tumor. Bars depict mean + SEM for each group. C)_ Adenocarcinoma ' . " ‘}',{;i,, s Figure 6: Blockade of PVRIG-PVRL2 induces PD-1 & TIGIT expression. CMVpp65-specific CD8* T cells from 2 donors
Represent.at.lve .expre55|on of a PYRLZ P_D-L1 3/ 0‘::@\: f, g 1 ere co-cultured with Panc.05.04, CMVpp65 peptide, and the indicated antibodies at 10 pug/ml for 18 hrs. Cells were
fndometnmd carcinoma tumor and a PVRL2*PD-L1" lung ‘g‘e‘l’(f ,):‘Z‘ & BLATN stained and the percentage of TIGIT*, PD-1*, and LAG3* CD8* T cells following each treatment is shown.
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