
Figure3. PVRL2 is inducedin cancer& expressedin PD-
L1- tumors. A) PVRL2 expressionwasassessedby IHCon
lung,ovarian/endometrial,breast,colon,kidney,andskin
tumors. Barsdepict mean+ SEM. B) Expressionof PD-L1
& PVRL2 wasassessedby IHCon serialsections. Tumors
were grouped based on tissue type & expressionof
PVRL2 on PD-L1 -/+ is shown. PD-L1+ staining was
defined as membranousstainingon at least 1 core of a
tumor. Bars depict mean + SEM for each group. C)
Representative expression of a PVRL2+PD-L1-

endometrioidcarcinomatumor and a PVRL2+PD-L1- lung
tumor.

Figure1. Lungand endometrial cancersare high for both PVRIG-PVRL2 and TIGIT-PVRpathway. (A, B) PVRIGand
TIGITexpressionwere analyzedon CD4+ and CD8+ T cellsfrom dissociatedhumantumors by FACS. Foldexpression
was calculatedby dividing the MFI of PVRIGor TIGITby the MFI of the IgGcontrol. Grey line = No expression
detected. Eachorangedot isa distinct tumor sampleandmedianof samplesshownby the bluebar. C,D)Expression
of PVRIGon CD8+ T cells vs PVRL2 on CD45- cells or TIGITon CD8+ T cells vs PVRon CD45- cells is plotted from
dissociatedhumantumors. Eachdot representsan individualtumor sample.
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Background: PVRIGand TIGITwere identified by/ƻƳǇǳƎŜƴΩǎPredictive
Discovery Platform as immune inhibitory receptors and have been
reported to inhibit anti-tumor activity. We are pursuing clinical
developmentof antagonisticantibodiesto PVRIG(COM701) and to TIGIT
(COM902). Here,we analyzedprimaryhumancancertissuesandimmune
cells to characterize expression in the TIGIT/PVRIGaxis to support
indicationselectionandcombinationstrategiesfor COM701andCOM902.
Methods: COM701 and COM902 were identified basedon the ability to
block the interaction of PVRIGor TIGITwith their cognateligands(PVRL2
or PVRrespectively)and for the ability to enhance primary, freshly
isolated CD3+ tumor infiltrating lymphocytes(TILs)and antigen-specific
CD8+ Tcellactivationin a co-culturewith tumor cell lines.
Results: PVRIG/PVRL2 and TIGIT/PVRexpression were highest in
endometrial,lung,kidney,ovarian,and headand neckcancerscompared
to normal adjacent tissue. On dissociated human tumors, PVRIG
expressionwasdetectedon T andNKTILswhereasPVRL2 expressionwas
detected on CD45- cells and myeloid cells. A co-expressionanalysisof
PVRIG,TIGIT,and PD1 demonstratedthat PVRIGwas co-expressedwith
both TIGITand PD1 and that PVRIG+TIGIT+PD1+ cells compriseda major
proportion of exhaustedEomes+T-bet- CD8+ TILs. In comparisonto PD-L1,
PVRL2 expressionwas more prevalent acrossseveralcancer types and
expression of PVRL2 was detected in PD-L1 negative
samples. Combination of COM701 with COM902 enhanced viral and
tumor specificT cell function in vitro. Severalimmune receptors were
inducedin responseof PVRIGblockadeby COM701on CD8+ Tcells.
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Figure2. PVRIG+TIGIT+PD1+ CD8+ TILsare highly prevalentand havean exhaustedprofile. A)CD8+ TILsfrom human
cancerswere stainedfor PD-1, PVRIG,and TIGIT. Thepercentageof CD8+ TILsthat expresscombinationsof PD-1,
PVRIG,or TIGITon CD8+ T cells was determined by Booleangating. B) RepresentativePD-1, PVRIG,and TIGIT
expressionon CD4+ andCD8+ Tcellsfrom a lung tumor areshown. C)TILSfrom humancancerswere stainedfor cell
surfacePD1, PVRIG,and TIGITon CD8+ T cells,permeabilized,and stainedfor Eomesand T-bet. Thepercentageof
Eomes+T-bet- CD8+ T cells are shown. A paired {ǘǳŘŜƴǘΩǎt-test was performed and p values shown. D)
RepresentativeTIL FACSplots showing Eomesand T-bet expressionon PD-1, PVRIG,or TIGITpositive/negative
expressingCD8+ T cells from an ovarianand bladder tumor are shown. E)Thepercentageof Eomes+T-bet- CD8+ T
cellsexpressingPD-1, PVRIG,andTIGITexpressionwasdeterminedfrom humancancers.

Figure4: COM701and/or COM902havesimilar or greaterpotencythan Pembrolizumabon freshly isolatedhuman
TILs. Humantumors obtained within 24 hours of surgicalresectionwere dissociatedand CD3+ TILswere purified.
IsolatedCD3+ TILswere co-culturedwith a modifiedMEL624tumor cell line, expressingsurfaceboundanti-CD3, and
the indicated antibodiesat 10 mg/ml. IFN-gsecretion in the conditioned media was measuredat 72 hours. The
percentagechangein IFN-gfor eachtreatment over the hIgGisotypecontrol isshown.

Figure5: Anti-PVRIG/TIGIT/PD-1 synergisticallyincreasesT cell function. (A)CMVpp65 CD8+ T cellswere stainedfor
TIGIT,PD-1, andPVRIGexpression,and tumor cell lines(Panc.05.4, Colo205) were stainedfor PD-L1, PVR,andPVRL2.
RepresentativeFACshistogramsare shown. B) CMVpp65 specific T cells were co-cultured with Panc.05.04 and
Colo205 cells,CMVpp65 peptide and the indicatedantibodiesat 10mg/ml. IFN-gconcentrationin the conditioned
mediawasdeterminedat 18hrs. Percentagesabovebargraphsis%increasein IFN- sɹecretionrelativeto isotypeIgG.

Figure6: Blockadeof PVRIG-PVRL2 inducesPD-1 & TIGITexpression. CMVpp65-specificCD8+ T cells from 2 donors
were co-cultured with Panc.05.04, CMVpp65 peptide,and the indicatedantibodiesat 10mg/ml for 18 hrs. Cellswere
stainedandthe percentageof TIGIT+, PD-1+, andLAG3+ CD8+ Tcellsfollowingeachtreatment isshown.

ÅImmunohistochemistry and flow cytometry were performed to assess
PVRIG/PVRL2 andTIGIT/PVRexpressionin multiple tumor types. Highexpression
of thesepathwayswere detectedin lung, endometrial,headand neck,ovarian,
andkidneycancers.
ÅCo-expressionanalysisof PVRIG,TIGIT,and PD1 demonstratedthat PVRIGwas

co-expressedwith both TIGITand PD-1 and that PVRIG+TIGIT+PD1+ cells were
highlyprevalentin tumors.
ÅPVRIGexpressioncorrelatedwith Eomes+T-bet- transcriptionfactor expression,a

phenotype known to be associated with T cell exhaustion. Triple positive
PVRIG+TIGIT+PD-1+ cellswerealsohighin percentageof Eomes+T-bet- Tcells.
ÅCombinationof COM701 with anti-PD-1 antibody or COM902 enhancedCD8+ T

cellcytokineproduction,with the triple combinationof COM701, COM902, and
anti-PD-1 antibodyyieldingthe greatestincreasein functionalactivity.
ÅPD-1 and TIGITexpressionwere induced in responseto PVRIGblockade by

COM701 on CD8+ T cells, suggestingpotential biomarkers of response for
COM701.
ÅCOM701 and COM902 enhancedthe activationof freshlypurified humanCD3+

tumor infiltrating lymphocytes with similar or greater potency than
Pembrolizumab.
ÅAnINDfor COM701isplannedfor 2018
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