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FIG. 1
transmembrane protein PVRIG [Homo sapiens

NCBI Reference Sequence: NP_076975.

1 mrteagvpal gppepglega mghrtlvlpw viltlcvtag tpevwvgvrm eatelssfti

61 rcgflgsgsi slvtvswgegp ngaggttlav Ihpergirgw apargarwet gssislileg

121 sgasspcant tfcckfasfp egsweacgs| ppssdpglsa pptpapilra dlagilgvsg

181 vllfgevyll hllrrhkhrp aprlgpsrts pgaprarawa psgasqaalh vpyatintsc

241 rpatldtahp hggpswwasl pthaahrpag paawastpip argsfvsven glvagagerp
301 phtgpgltlf pdprgprame gplgvr

(SEQID NO: 1)
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FIG. 2

Human PVLRZ alpha isoform

>gi|5360210| ref|NP_002847.1| nectin-2 isoform alpha precursor [Homo sapiens]
MARAAALLPSRSPPTPLLWPLLLLLLLETGAQDVRVQVLPEVRGQLGGTVELPCHLLPPVPGLYISLVTW
QRPDAPANHONVAAFHPKMGPSFPSPKPGSERLSFVSAKQSTGQDTEAELQDATLALHGLTVEDEGNYTC
EFATFPKGSVRGMTWLRVIAKPKNQAEAQKVTFSQDPTTVALCISKEGRPPARI SWLSSLDWEAKETQVS
GTLAGTVTVTSRFTLVPSGRADGVTVTCKVEHESFEEPALI PVTLSVRYPPEVSISGYDDNWYLGRTDAT
LSCDVRSNPEPTGYDWSTTSGTFPTSAVAQGSQLVIHAVDSLENTTEVCTVINAVGMGRAEQVIFVRETP
RASPRDVGPLVWGAVGGTLLVLLLLAGGSLAFTLLRVRRRRKSPGGAGGGASGDGGFYDPKAQVLGNGDP
VEWTPVVPGPMEPDGKDEEEEEEEEKAEKGLMLPPPPALEDDMESQLDGSLISRRAVYV

(SEQ ID NO: 2)

Human PVLRZ delta isoform

>gi|112789532|ref|NP 001036189.1| nectin-2 isoform delta precursor [Homo
sapiens]
MARAAALLPSRSPPTPLLWPLLLLLLLETGAQDVRVQVLPEVRGQLGGTVELPCHLLPPVPGLYISLVTW
QRPDAPANHONVAAFHPKMGPSFPSPKPGSERLSEFVSAKQSTGQDTEAELODATLALHGLTVEDEGNYTC
EFATFPKGSVRGMTWLRVIAKPKNQAEAQKVTFSQDPTTVALCISKEGRPPARISWLSSLDWEAKETQVS
GTLAGTVTVTSRFTLVPSGRADGVTVTCKVEHESFEEPALI PVTLSVRYPPEVSISGYDDNWYLGRTDAT
LSCDVRSNPEPTGYDWSTTSGTFPTSAVAQGSQLVIHAVDSLENTTEVCTVINAVGMGRAEQVIFVRETP
NTAGAGATGGIIGGIIAATTATAVAATGILICRQQRKEQTLQGAEEDEDLEGPPSYKPPTPKAKLEAQEM
PSQLFTLGASEHSPLKTPYFDAGASCTEQEMPRYHELPTLEERSGPLHPGATSLGSPIPVEPGPPAVEDV
SLDLEDEEGEEEEEYLDKINPIYDALSY

(SEQ ID NO: 3)
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FIG. 3
CHA.7.518.1.H4(S241P)

What

Variable heavy
(vh) domain

vhCDR1
vhCDR2
vhCDR3

Full length HC

Variable light
(vl) domain

vICDRI1
vICDR2
viICDR3

Full length light
chain

sequence

QVQLVQSGAEVKKPGASVKVSCKASGYTEFTDYNINWVRQAPGQGLEWMGYIYPYIGGSGYAQKFQGRVTMTRDT
STSTVYMELSSLRSEDTAVYYCAREDKTARNAMDYWGQGTLVTVSS

GYTFTDYN
IYPYIGGS
AREDKTARNAMDY

QVQLVQSGAEVKKPGASVKVSCKASGYTFTDYNINW VROAPGQGLEWMGYIYPYIGGSGYAQKFQGRVTMTRDT
STSTVYMELSSLRSEDTAVYYCAREDKTARNAMDY WGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCL
VKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKY GPP
CP#CPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWY VDGVEVHNAKTKPREEQFNSTYRV
VSVLTVLHOQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAV
EWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHY TQKSLSLSPGK
DIQMTQSPSSLSASVGDRVTITCRVSENIYSNLAWYQQKPGKAPKLLIYEATNLAEGVPSRFSGSGSGTDFTLTISSLQ

PEDFATYYCOQHFWGTPYTFGQGTKLEIK

ENIYSN

EAT

QHFWGTPYT
DIQMTQSPSSLSASVGDRVTITCRVSENIYSNLAWYQQKPGKAPKLLIYEATNLAEGVPSRFSGSGSGTDFTLTISSLQ

PEDFATYYCOQHFWGTPYTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQ
SGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SEQ ID NO:

4

10
11
12

13
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IgG1:

ASTKGPSVEP
GLYSLSSVVT
PSVFLEPPKP
STYRVVSVLT
LTKNQVSLTC
QQGNVESCSV

LAPSSKSTSG
VPSSSLGTQT
KDTLMISRTP
VLHODWLNGK
LVKGEYPSDI
MHEALHNHYT

(SEQ ID NO:14)

IgG2:

ASTKGPSVEP
GLYSLSSVVT
LEPPKPKDTL
VVSVLTVVHC
QVSLTCLVKG
VESCSVMHEA

LAPCSRSTSE
VPSSNFGTQT
MISRTPEVTC
DWLNGKEYKC
FYPSDIAVEW
LHNHYTQKSL

(SEQ ID NO: 15)

IgG3:

ASTKGPSVEP
GLYSLSSVVT
DTPPPCPRCP
LMISRTPEVT
QDWLNGKEYK
GEFYPSDIAVE
ALHNREFTQKS

LAPCSRSTSG
VPSSSLGTQT
EPKSCDTPPP
CVVVDVSHED
CKVSNKALPA
WESSGQPENN
LSLSPGK

(SEQ ID NO:16)

IgG4:

ASTKGPSVEP
GLYSLSSVVT
FLFPPKPKDT
RVVSVLTVLH
NQVSLTCLVK
NVEFSCSVMHE

LAPCSRSTSE
VPSSSLGTKT
LMISRTPEVT
QDWLNGKEYK
GFYPSDIAVE
ALHNHYTQKS

(SEQ ID NO:17)

GTAALGCLVK
YICNVNHKPS
EVICVVVDVS
EYKCKVSNKA
AVEWESNGQOP
QKSLSLSPGK

STAALGCLVK
YTCNVDHKPS
VVVDVSHEDP
KVSNKGLPAP
ESNGQPENNY
SLSPGK

GTAALGCLVK
YTCNVNHKPS
CPRCPEPKSC
PEVQFKWYVD
PIEKTISKTK
YNTTPPMLDS

STAALGCLVK
YTCNVDHKPS
CVVVDVSQED
CKVSNKGLPS
WESNGQPENN
LSLSLGK

IgG4 from SEQ ID NO:8

ASTKGPSVEP
GLYSLSSVVT
FLEPPKPKDT
RVVSVLTVLH
NQVSLTCLVK
NVFSCSVMHE

LAPCSRSTSE
VP3SSLGTKT
LMISRTPEVT
QDWLNGKEYK
GFYPSDIAVE
ALHNHYTQKS

(SEQ ID NO:50)

STAALGCLVK
YTCNVDHKPS
CVVVDVSQED
CKVSNKGLPS
WESNGQPENN
LSLSPGK

SUBSTITUTE SHEET (RULE 26)
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FIG. 4

DCYFPEPVIVS
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HEDPEVKENW
LPAPIEKTIS
ENNYKTTPPV

DYFPEPVTVS
NTKVDKTVER
EVOENWYVDG
IEKTISKTKG
KTTPPMLDSD

DYFPEPVTVS
NTKVDKRVEL
DTPPPCPRCP
GVEVHNAKTK
GQPREPQVYT
DGSFFLYSKL

DYFPEPVTVS
NTKVDKRVES
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SIEKTISKAK
YKTTPPVLDS

DYFPEPVTVS
NTKVDKRVES
PEVOFNWYVD
SIEKTISKAK
YKTTPPVLDS

WNSGALTSGV
KSCDKTHTCP
YVDGVEVHNA
KAKGQPREPQ
LDSDGSEEFLY

WNSGALTSGV
KCCVECPPCP
VEVHNAKTKP
QPREPQVYTL
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WNSGALTSGV
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APELLGGPSV
PREEQYNSTF
LPPSREEMTK
TVDKSRWQQG

WNSGALTSGV
KYGPPCPSCP
GVEVHNAKTK
GCPREPQVYT
DGSFFLYSRL

WNSGALTSGV
KYGPPCPPCP
GVEVHNAKTK
GCPREPQVYT
DGSFFLYSRL

HIFPAVLQSS
PCPAPELLGG
KTKPREEQYN
VYTLPPSRDE
SKLTVDKSRW

HTFPAVLQSS
APPVAGPSVF
REEQFNSTFR
PPSREEMTKN
VDKSRWQQGN
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FIG. 54

From WO 2017/041004
What sequence
Heavy chain EVQLQQSGAELVRSGASVKMSCKVNDYTFTNYNMHWLRQTPGQGLEWIGYIYPGNGDTNYNQKF
(SEQ ID NO:5 from WO KGKATLTADTSSSTAYMQIISLTSEDPAVYFCARQGIHYYYIDVWCAGTTVTVSSG
2017/041004)
vhCDR1 DYTFTNYNMH
(SEQ ID NO:6 from WO
2017/041004)
vhCDR2 YIYPGNGDTNYNQ
(SEQ ID NO:7 from WO
2017/041004)
vhCDR3 QGIHYYYIDV
(SEQ ID NO:8 from WO
2017/041004)
Light chain DIEMTQSPATLSVTPGDRVSLSCRASQSIRDYLHWYQQKSHESPRLLIKYVSQSISGIPSRFSGSGSGSEF
(SEQ ID NO:3 from WO TLSINSVEPEDVGVYYCONGHSLPLTFGSGTKLEIKRTV
2017/041004)
vICDR1 RASQSIRDYLH
(SEQ ID NO:9 from WO
2017/041004)
vICDR2 YVSQSIS
(SEQ ID NO:10 from WO
2017/041004)
viICDR3 QNGHSLPLT
(SEQ ID NO:11 from WO
2017/041004)

SEQ ID NO:
18

19

20

21

22

23

24

25
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FIG. 5B

From WO 2017/041004

What

Heavy chain
(SEQ ID NO:32 from WO
2017/041004)

vhCDR1

(SEQ ID NO:34 from WO
2017/041004)

vhCDR2

(SEQ ID NO:35 from WO
2017/041004)

vhCDR3

(SEQ ID NO:36 from WO
2017/041004)

Light chain

(SEQ ID NO:33 from WO
2017/041004)

vICDR1

(SEQ ID NO:37 from WO
2017/041004)

vICDR2

(SEQ ID NO:38 from WO
2017/041004)

vICDR3

(SEQ ID NO:39 from WO
2017/041004)

sequence

QVQLOQQSGAELAKPGASVKMSCKASGYTFTSDWMHWVKQRPGQGLEWIGYINPSTGYTEYNQKFK
DKATLTADKSSSTAYMQLRSLTSEDSAVYYCARGSSGSWFAYWGQGTLVTVSA

SDWMH

YINPSTGYTEYNQKFKD

GSSGSWFAY

DIVLTQSPASLAVSLGQRATISCRASQSVSTSSYSYMHWYQQKPGQPPKLLIKY ASNLESGVPARFSGS
GSGTDFTLNIHPVEEEDTATYYCQHSWEIPYTFGGGTKLEIK

RASQSVSTSSYSYMH

YASNLES

QHSWEIPYT

SEQ ID NO:

26

27

28

29

30

31

32
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FIG. 5C

From WO 2017/041004

What

Heavy chain
(SEQ ID NO:32 from WO
2017/041004)

vhCDR1

(SEQ ID NO:34 from WO
2017/041004)

vhCDR2

(SEQ ID NO:35 from WO
2017/041004)

vhCDR3

(SEQ ID NO:36 from WO
2017/041004)

Light chain

(SEQ ID NO:40 from WO
2017/041004)

vICDR1

(SEQ ID NO:41 from WO
2017/041004)

vICDR2

(SEQ ID NO:42 from WO
2017/041004)

vICDR3

(SEQ ID NO:43 from WO
2017/041004)

sequence

QVQLOQQSGAELAKPGASVKMSCKASGYTFTSDWMHWVKQRPGQGLEWIGYINPSTGYTEYNQKFK
DKATLTADKSSSTAYMQLRSLTSEDSAVYYCARGSSGSWFAYWGQGTLVTVSA

SDWMH

YINPSTGYTEYNQKFKD

GSSGSWFAY

DVVMTQTPLTLSVTIGQPASISCKSSQSLLNSDGKTYLNWLLOQRPGQSPKRLIYLVSKLDSGVPDRFTG
SGSGTDFTLKISRVEAEDLGVYYCWQGTHFPRTFGGGTKLEIK

KSSQSLLNSDGKTYLN

LVSKLDS

WQGTHFPRT

SEQ ID NO:

34

35

36

37

38

39

40

41
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FIG. 5D

From WO 2018/017864 (334M5 antibody)

What

Heavy chain
(SEQ ID NO:30 from WO
2018/017864)

vhCDR1

(SEQ ID NO:31 from WO
2018/017864)

vhCDR2

(SEQ ID NO:32 from WO
2018/017864)

vhCDR3

(SEQ ID NO:33 from WO
2018/017864)

Light chain

(SEQ ID NO:25 from WO
2018/017864)

vICDR1

(SEQ ID NO:26 from WO
2018/017864)

vICDR2

(SEQ ID NO:27 from WO
2018/017864)

vICDR3

(SEQ ID NO:28 from WO
2018/017864)

sequence

EVOQLQQSVAELVRPGTSVTISCKASGYTFTNYWLGW VKQRPGHGLEWIGDIFPGGDYPNYNEKFKG
KATLTADTSSSTAYMQLSSLTSEDSSVYFCTRGYFDVWGAGTTVTVSS

TNYWLG

DIFPGGDYPNYNEKFKG

TRGYFDV

DIQMTQSPSSLSVSAGEKVTMSCKSSQSLLNSENQKNYLAWFQQKPGQPPKMLIYGASTR
ESGVPDRFTGSGSGTDFTLTISSVQAEDLAVYYCQNDHSYPFTFGSGTKLEIKR

KSSQSLLNSENQKNYLA

GASTRES

QONDHSYP

SEQ ID NO:

42

43

45

46

47

48

49
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FIG. 7

CD8+ T cells- all cycles

ooz

wi,.ml_._ms
B
e 75
[
o
w
o 50-
o
|
O
B 25—
@
(%]
a
0w
25

Time{hours)

§\§v.
\x\\.\&\\\\

2

$
¥

0002-1101- 0.01 mg/kg
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FIG. 8

PVRIG IS A Novel Checkpoint in the TIGIT/DNAM-1 AXIS

TUMOR / APC

T CELL / NK Cell
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FIG. 9

PVRIG INHIBITION REDUCES TUMOR GROWTH IN MOUSE CANCER MODELS

PVRIG KNOCKOUT OR INHIBITION REDUCES TUMOR GROWTH IN
COMBINATI VIODELS
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FIG. 11

PATIENT CHA - | RACTERISTICS

*includes a pt with carcinoma of unknown primary
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FIG. 12
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*Pt with intrasubject dose
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FIG. 14
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Causality assessment per investigator
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Best % Change in Target Lesions

FIG. 16
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FI1G. 17

PATIENTS

WITH STABLE DISEASE - DOSE-RESPONSE REL?

5% "

*MS-S: microsa ; KRAS mutat

Datacut 10/15/19 _
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FIG. 18

BEST ON TREATMENT TIMEPOINT RESPONSE IN PATIENTS WITH PRIOR
TREATMENT REFRACTORY DISEASE

Carcinoma of
unknown primary

Best timepoint response of SD in 5/8 pts who had best respanse of PD to prior treatment {prior treatment refractory disease)
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FIG. 19

Concentration versus Time Profile Data
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FIG. 20

Receptor Occupancy Assay to Measure PVRIG
Engagement by Anti-PVRIG
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FIG. 21

PATIENT BASELINE CHARACTERSTICS
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DLT evaluable set

CRC — colorectal cancer; NSCLC - non-small cell lung cancer; PPSC - primary peritoneal serous carcinoma; PDAC - pancreatic ductal adenocarcinoma;

primary; SCC - squamous cell carcinoma; RCC — renal cell carcinoma

’

CUP

carcinoma of unknown
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FIG. 22

PATIENT DISPOSITION SUMMARY
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FIG. 24

SUMMARY OF ADVERSE EVENTS -~ SAFETY ANALYSIS SET
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Safety analysis set — all subjects who received = 1 dose of any of the study drugs
AEs/SAEs leading to study treatment discontinuation were deemed related to disease per investigator assessment.

*Cardiac arrest
**progressive disease
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FIG. 25
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Safety analysis set —all subjects who received 21 dose of any of the study drugs
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FIG. 26

INCIDENCE OF TREATMENT EMERGENT ADVERSE EVENTS
{TEAE) IN 23 PATIENTS - MONOTHERAPY
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Safety analysis set — all subjects who received 21 of any of the study drugs

' No Grade 4 events*. 1G 5 SAE (cardiac arrest) was reported in Any TEAE.

Cardiac arrest unrelated to study drug, related to disease progression per T
investigator assessment.
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INCIDENCE OF TEAEs IN 23 PATIENTS - COMBINATION THERAPY
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Safety analysis set — all subjects who received >1 of any of the study drugs

No Grade 4 events*. 1G 5 SAE (cardiac arrest) was reported in Any TEAE.
Cardiac arrest unrelated to study drug, related to disease progression per
investigator assessment.
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FIG. 28

MONOTHERAPY (N = 18)
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Safety analysis set — all subjects who received 21 of any of the study drugs
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*Deemed related to disease per investigator assessment

+Deemed possible related to CHA.7.518.1.H4(S241P) per investigator
assessment
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FIG. 29

INCIDENCE OF SERIOUS TEAEs IN ALL PATIENTS - COMBINATION
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Safety analysis set — all subjects who received 21 of any of the study drugs

*Deemed related to disease per investigator assessment

No Serious TEAEs deemed related to CHA.7.518.1.H4(S241P) per investigator assessment
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FIG. 31

SUMMARY OF INVESTIGATOR-ASSESSED RESPONSE (per
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