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Background PVRIGand TIGITwere identified by / 2 Y LJdzP&gicthée
Discovery Platform as immune inhibitory receptors and have been
reported to Inhibit anti-tumor activity We are pursuing clinical
developmentof antagonisticantibodiesto PVRIGCOMO01) andto TIGIT
(COMO02). Here,we analyzedorimary humancancertissuesand immune
cells to characterize expressionin the TIGIT/PVRIGxis to support
Indicationselectionand combinationstrategiesfor COM/01and COMO2
Methods: COM/01 and COM02 were identified basedon the ability to
blockthe interaction of PVRIGor TIGITwith their cognateligands(PVRE
or PVRrespectively)and for the ability to enhance primary, freshly
Isolated CB* tumor infiltrating lymphocytes(TILs)and antigenspecific
C8* T cellactivationin a co-culture with tumor celllines

Results PVRIG/PVRL and TIGIT/PVRexpression were highest In
endometrial,lung, kidney, ovarian,and headand neckcancerscompared
to normal adjacent tissue On dissociated human tumors, PVRIG
expressionvasdetectedon T and NKTILswhereasPVRR expressiornwas
detected on CD15 cells and myeloid cells A co-expressionanalysisof

PVRIGTIGIT,and PDOL demonstratedthat PVRIGvas CO-eXpreSSGdWith Figure5: Anti-PVRIG/TIGIT/PL synergisticallyincreasesT cell function. (A) CMVp$5 CLB* T cellswere stainedfor
+ ' " TIGITPD1, and PVRIGxpressionand tumor celllines (Panc05.4, Cold®05) were stainedfor PDLL, PVRand PVRE.
0ot TI_GITand POL and that PVRIGTIGITPLL cells comp_rlseda major RepresentativeFACshistogramsare shown B) CMVp®5 specific T cells were co-cultured with Panc05.04 and|
nroportion of exhaustedeomesT-bet CC8* TILS In comparisonto PDL1, Cold®05 cells, CMVp®5 peptide and the indicated antibodiesat 10 ng/ml. IFNg concentrationin the conditionec
D\/RP expressionwas more prevalent acrossseveral cancertypes and mediawasdeterminedat 18hrs. Percentagesibovebar graphsis %increasen IFN/ secretionrelativeto isotypelgG

expression of PVRR was detected in PDL1 negative
samples Combinationof COM/01 with COMO02 enhancedviral and

- r- - . - . Figure2. PVRIGTIGITPDL* C8* TlLsare highly prevalentand have an exhaustedprofile. A) CE8* TILSfrom human
tumor SpeCIfICT cell function in vitro. Severalimmune receptors were cancerswere stainedfor PD1, PVRIGand TIGIT The percentageof C8* TILsthat expresscombinationsof PD1,
iInducedin responseof PVRICbIockadeby COMOlonCI3B*Tcells PVRIGpor TIGITon CBB* T cells was determined by Booleangating B) RepresentativePD1, PVRIGand TIGIT]

expressioron CDY and CE8* T cellsfrom a lungtumor are shown C)TILSrom humancancerswere stainedfor cell
surfacePDL, PVRIGand TIGITon C8* T cells,permeabilized and stainedfor Eomesand T-bet. The percentageof
EomesT-bet CIB* T cells are shown A paired { ( dzR S4est Was performed and p values shown D)

RepresentativeTIL FACSlots showing Eomesand T-bet expressionon PD1, PVRIGpr TIGITpositive/negative
expressingCE8* T cellsfrom an ovarianand bladdertumor are shown E) The percentageof EomesT-bet C8* T
cellsexpressing’D 1, PVRIGand TIGITexpressiorwasdeterminedfrom humancancers
Tu mor/APC A) PVRL2 Is Induced in the Tumor B) Similar PVRL2 Expression in PD-L1* and PD-L1" tumors
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Figure3. PVRR is inducedin cancer& expressedin PD N 'ﬁ'@)’}? é b Nk,
/ L1- tumors. A) PVRR expressionvasassessedby IHCon Endometrioid § gty y - "
’) lung,ovarian/endometrial preast,colon,kidney,and skin Cancer 2" ‘;p{: 3
= tumors. Barsdepict mean+ SEM B) Expressiorof PDLL "‘ \ s A i’jf,‘;,7,:~ £ T
T/NK Cell & PVRR wasassessedby IHCon serialsections Tumors PO e I
were grouped based on tissue type & expressionof
PVRR on PDL1 -/+ is shown PDL1+ staining was ; T
defined as membranousstainingon at least 1 core of a Lung }‘ Mt ':I“ o
tumor. Bars_depict mean * SEMfor each gro+up C_) Adenocarcinoma»'-"-.";‘,'.'."':f-"i{_’»'.f:‘ (55 GV e § - Figure6: Blockadeof PVRIGPVRR inducesPD1 & TIGITexpression CMVpw5-specificCE8* T cellsfrom 2 donors
Representative  expression of  a P+VRQ PDLL o ‘Ts»‘,if BaR i ‘ ere co-cultured with Panc05.04, CMVpiB5 peptide, and the indicatedantibodiesat 10 ng/ml for 18 hrs. Cellswere
tendometr|0|d carcinomatumor and a PVRE'PDLL" lung e ANt s A%e. stainedandthe percentageof TIGIT, PD1*, and LAG* CB* T cellsfollowing eachtreatment is shown
umor.
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Endomtya D =+ » « — TP | ———liy —¥ A Immunohistochemistry and flow cytometry were performed to assess
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PVRIG Fold Expression PVRIG Fold Expression TIGIT Fold Expression TIGIT Fold Expression resection T cell Isolation L@ Target) £ - N[N 2| A Coexpressionanalysisof PVRIGTIGITand PDL demonstratedthat PVRIGvas
e B R B e ey B = & ——— o3 Col ) 1 Wi co-expressedwith both TIGITand PD1 and that PVRIGTIGITPDL* cells were
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2 e €, S Y2, L iR 3 3 3 A Combinationof COM/01 with anti-PD1 antibody or COMB02 enhancedC8* T
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e R I SO I R 12 T i 2 = = anti-PD1 antibodyyieldingthe greatestincreasen functionalactivity.
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] S 8, i|p0 =TT Y A PD1 and TIGITexpressionwere induced in responseto PVRIGblockade by

] B <4 —— AN AN Tt COMO01 on CE8" T cells, suggestingpotential biomarkers of response for

N 2(I)?VRL;OExpression (;I(‘)l CD452‘0CeIIs ?(’(::old over Ig(:)) v v PVR Expression on CD45- Cells (Fold over IgG) CO I\/VO 1.
_IIZ_'I%ulfl_ee )1( Ir‘::SQi’ngseergC;?]rgleg;ac:gr?gc&?:;% rg%gjgrcl;ﬁ;?ropr\n/Féli?;\)/cli?aﬁe?;ﬂ;ﬁﬁ?ﬁi?hgzés(ﬁ;jg E)\(/F‘;‘Ieci?gn Figure4: COM/01land/or COMBO2 have similar or greater potency than Pembrolizumabon freshly isolated human A COWO]: ar_]d C_OI\’902 enhancedthe. aCtIV‘TﬂK_)n of freSth purlfled humanCLB

P ©anay yrals Press] TILs Humantumors obtained within 24 hours of surgicalresectionwere dissociatedand CIB* TILswere purified. tumor infiltrating lymphocytes with similar or greater potency than
was calculatedby dividing the MFI of PVRIGor TIGITby the MFI of the IgG control. Greyline = No expression N . . : : ) _
' L : ) IsolatedCB* TILswere co-culturedwith a modified MEL624 tumor cellline, expressingurfacebound anti-C38, and P brol b
detected Eachorangedot is a distincttumor sampleand medianof samplesshownby the blue bar. C,D)Expression . . o . : emprolizuma
of PVRIGon CO8* T cells vs PVRP on CDI5 cellsor TIGITon CIB* T cellsvs PVRon COI5 cellsis olotted from the indicated antibodiesat 10 ng/ml. IFNg secretionin the conditioned media was measuredat 72 hours The _
: . . P percentagechangein IFNgfor eachtreatment overthe higGisotypecontrolis shown A AnINDfor COM/Olis plannedfor 2018

dissociatechumantumors. Eachdot representsanindividualtumor sample




