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FIG. 1

Human PYRIG WT Fult length
Human PVRIG sequence starting from position 21 - alternative methionine

MOHRTLIVIPWYLLTLCVTAGTPEVWYOVRMEATELSSFTIRCGRLGSGSISLVTIVSWGGPNGAGGTTLAVEHPERGIR
OWAPARQARWETOSSISLILEGSGASSPCANTTFCCKFASEPEGSWEACGSLPPSSDPGLSAPPTPAPILRADLAGILGY
SGVLLFGOVYLLHLERRHKHRPAPRLOPSRTSPOAPRARAWAPSOA

(SEQID NO: 1)

Human PVRIG sequence starting from position 1 methionine

MRTEAQVPALOPPEPGLEGAMGHRTEVEPWVILETLCVIAGTPEVWYOVRMEATELSSETIRCGELGSGSISLVTVEWG
GPNGAGGTTLAVIHPERGIROWAPARCARWETOSSISLILEGSGASSPCANTTFCCKFASFPEGSWEACGSLPPSSDEG
LSAPPTPAPILRADIAGHGVSGVLLFGOVYLLHLLRRHKHRPAPRLOPSRTSPOAPRARAWAPSQA

(SEQ ID NO:2)
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FIG. 2

gi{536021C | ref|NP 002847.11 nectin-2 isoform alpha precursor [Homo sapilens]

OVRVOVLPEVRGOLGCTVELPCHLLPPVPGLY ISLVTW

MARAAALLPSRSPRTPLILWE

QRED yDTEAELODATLALEGLTVEREGNYTC
EFATFPKGSVRGMTWLRVIAKPRNQAEAQRVIFSQDPTTVALCISKEGRPPARTISWLSSE

LVPSGRA

ISGYDDNWYLGRTDAT

GTLAGTVTIVTS

LECDVRENPERTGYDWSTTS

DAL L S

AQGEOLVIHAVDELFNTTEVCTVINAVGMGRAEQVIFVRETE

KSPGGAGGGASGLGCEY DFPRAQGVLGNGDE

AR TCDT UICAVCETT T T
ASPRODVGPLVWGAVGGTLLVL

-

VEWTPVY EEEKAEKGLMLPPPPALEDD

(SEQ ID NO:3)

PVLRZ del isoform

CEERLSEVS

VIAKPK qga AQVVT“S,

PSRETLVPSGRADGVTVTCKVEHESE
LSCDVRSNPEETGYDWSTTSGTFPTSAVAQGSQLVIRAVDS
i AVAVATGGIIS(I'AEII‘TAVAATG :LCROORKEQ
MPRYHEL

EFATFPKGSVROMI

F %
‘!
2y

(SEQ ID NO:4)
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FIG. 5A
Antibody ECs HEK OEfpar Jurkat
{mig&} {HEK OF, nivi} {3.3ug/mi, {3.3ug/mi,
gMiFir} ghiFir)

CHA.7.502 40.18 71.89 6.21
CHA7.503 1.05 260.98 23.59
CHA7.506 No binding 0.76 No binding
CHA.7.508 330 45.86 6.50
CHA7.510 G2.81 16.32 4.19
CHA7.512 52.99 5.12 1.47
CHA.7.514 531 49.82 7.67
CHA.7.516 0.79 37.90 5.73
CHA.7.518 0.3¢6 42.24 6.58
CHA.7.520 No binding 1.01 No binding
CHA7.522 91.44 10.12 2.99
CHA.7.524 0.46 48.33 7.87
CHA.7.525 3.05 41.86 4.30
CHA7.526 2.99 47.28 3.98
CHA.7.527 N binding £.98 No binding
CHA7.528 731 44.88 6.17
CHA.7.530 (.33 51.14 8.04
CHA7.534 1.87 43.72 5.05
CHA7.535 3.67 40.44 2,78
CHA.7.537 2.47 36.61 5.53
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FIG. 5B
CHA.7.538 0.52 35.80 7.37
CHA.7.543 0.52 49.81 6.73
CHA.7.544 .76 42.60 5.68
CHA.7.545 .76 44.31 6.53
CHA.7.546 0.61 43.14 6.42
CHA.7.547 14.37 10.94 1.02
CHA.7.548 0.27 45.26 7.37
CHA.7.549 2.60 28.71 2.23
CHA.7.550 1.34 27.72 2.10
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Antibody

{migG)

CHA7.502
CHA7.503
CHA.7.506
CHA.7.508
CHA7.510
CHA7.512
CHA.7.514
CHA.7.516
CHA7.518
CHA7.520

CHA.7.522

Human
D56 int.
MK

{ghFir,
10ug/mi}

1.97

3.15

Not tested
3.6

3.13

1.30

4.22
5.08
1.13

2.06

FIG. 6A

Human CD8+T Expi cyno

cells

{gMFir,
10ug/mi}

141
1.96
Not tested
4.08
273
115
5.15
4408
6.69
1.04

1.90

OE/par

{zMFlr,
3.3ug/mi}

60.49
106.3

0.77

41.49
38.21
8.96

£5.20
60.05
83.51

Not tested

27.24
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Cyno NK celis

{gVIFlr,
10ug/mi}

Not tested
Not tested
Not tested
Not tested
Not tested
Not tested
Mot tested
1.76

1.92

Mot tested

Not tested
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Cyno CO8+ T celis

{ghiFlr, 10ug/mi}

Not tested
Not tested
Not tested
Not tested
Not tested
Mot tested
Not tested
2.09

2.09

Not tested

Not tested
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CHA7.524

CHA.7.525

CHA7 526

CHA.7.527

CHA.7.528

CHA.7.530

CHA.7.534

CHA.7.535

CHA.7.537

CHA.7.538

CHA.7.543

CHA.7.544

CHA.7.545

CHA.7.54¢6

CHA.7.547

CHA.7.548

CHA.7.548

CHA.7.550

1.98

2.08

1.16

3.08

5.04

2.60

2.24

3.80

6.49

4.48

2.36

2.54

2.75

2.21

3.15

1.60

6.12

1.76

1.71

0.29

6.47

136

1.28

3.41

1.13

1.42

1.29

FIG. 6B

66.32

G.85

0.79

Not tested

122

60.80

46,27

0.82

1.55

0.83

61.09

0.91

(.85

26.65

4.25

1.00

(.90
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1.78

Not tested

Not tested

Not tested

1.21

.73

Not tested

Not tested

1.18

1.36

1.35

Not tested

Not tested

Not tested

Not tested

1.18

Not tested

Not tested
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2.02

Not tested

Not tested

Not tested

118

1.89

Not tested

Not tested

1.19

1.45

1.39

Mot tested

Not tested

Not tested

Not tested

1.09

Mot tested

Not tested
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Antibody
{migG}
CHA.7.502
CHA7.503
CHA.7.5086
CHA.7.508
CHA7.510
CHA.7.512
CHA7.514
CHA7.516
CHA7.518
CHA.7.520
CHA7.522
CHA7.524
CHA.7.525
CHA.7.526
CHA7.527
CHA.7.528
CHA.7.530
CHA.7.534
CHA7.535
CHA7.537
CHA.7.538

CHA.7.543

FIG. 7A
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H:g;g) (nMP

39.90
No ECSQ

3165

38.88
33.11
23.15
619.3
50.48
30.20
85.52
58.88
No ICs
28.88
34.56
181.4
821.1
38.85
51.87

No !ng
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CHA7.544
CHA.7.545
CHA.7.546
CHA.7.547
CHA.7.548
CHA.7.549

CHA.7.550

FIG. 78
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No ICs
96.06
92.05
27.94
18.98
36.12

58.34
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Figure 13 humanized CHA.7 VH-VL Pairs

Antibody CHA 7518

YH YL
ch51% chimVH chimVL
h518-1 h518HHI h318HL1 {optional)
h318-2 BSIRHH2 BSE8HL2
h518-3 h518HH3 h518HL2
h5318-4 h318HH3 h318HL3
h51%-3 h518HH4 h518HI3
Antibody CHA.7.538 |
VH VL
ch338.1 chimVH chimVL
h538.1-1 h338 1HH!1 h338 1HL1 {optional)
h538.1-2 h538 1HH2 h538.1HL2
h338.1-3 h338 1HH3 h338 1HL2
h538.1-4 k538 1HH4 h538 . 1HL2
Antibody CHA7.538 2
VH VL
ch338.2 chimVH chimVL
h538.2-1 k538 2HH1 k3538 1HL1 (optional}
h33%.2-2 h33% 2HH2 h538 iHL2
h538.2-3 h538 2HH3 h338 1HL2
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FiG. 38A
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peptide TIGIT § 544 | 538 | o518 § TIGiT+cB1R
.5ugfmi
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Ny 32% § <5% | <5% 11% 47%
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FIG. 40A FIG. 40B
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FIG. 44
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FIG. 45A
Cells antibody Kd gMFI
HEK hPVRIG CPA7.0211gG4 2.939 18,17
HEK hPVRIG CHA7.518 M1 0.36 4224
furkat CPA.7.021 igG4 318 10.08
Jurkat CHA7.518 M1 0.24 6.58
FIG. 458
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Figure 474 & 478
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Figure 484 & 488
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Figure 48C
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Figure 494, 498, 49C, & 49D
A

AB-407 (BOJ}-5G4-F4)

Heavy chain: Amino acid sequence

MEWNWVFLFLLOVTAGVHSOQVOLQQSGAELAKPGSSVMISCKASGYTFTN
YAVHWIKOTTGOALEWTGYIAPGSGVTKYNEKFKGKATLTVDKSSTTAYMOLSSLTPYDTAVYYCASGTTRFAYWGO
GTLVTVSSAQTTAPSVYPLAPGCGDTTSSTVTLGCLVKG (SEQ 1D NO:84)

B}
AB-407 (BOI-5G4-F4)
Heavy chain: DNA sequence

ATGGAATGGAACTGGGTCTTTCTCTTCCTCCTGTCAGTAACTGCAGGAGTCCACTCCCAGGTCCAGE
TGCAGCAGTCTGGAGCTGAGCTGGCAAAGCCTGGCTCTTCAGTGATGATTTCCTGCAAGGCTTCTGE
TTACACCTTTACCAACTATGCTGTGCACTGGATAAAGCAGACGACTGGACAGGCCCTTGAGTGGACT
GGATATATTGCTCCTGGAAGTGGAGTTACTAAATACAATGAGAAGTTCAAGGGCAAGGCCACATTGA
CTGTAGACAAATCCTCAACCACAGCCTACATGCAACTCAGCAGCCTGACACCTGTGGACACTGCGGT
CTATTACTGTGCAAGCGGAACTACGAGGTTTGCTTATTGGGGCCAAGGCACTCTGGTCACTGTCTCT
TCA GCCCAAACAACAGCLCCATCTGTCTATCCACTGGCTCCTGGATGTGGTGATACAACCAGE
TCCACGGTGACTCTGGGATECCTGETCAAGGGE (SEQ ID NO:85)

€}
AB-407 (BOI-5G4-F4)
Light chain: Amino acid sequence

METDTLLLWVLLLWVPGSTGDIVLITOSPALAVSLGORATISCRASOSVSLSSYNEMOWYQOKPGQOEP
KILIYDASNLPSGIPARFSGSGSGTDRFTLTIDPVOADDIATYYCQOSKDDPLTFGSGTKLEIK {(SEQ 1D NO:88)

D}
AB-407 {BOJ-5G4-F4)
Light chain: DNA sequence

ATGGAGACAGACACACTCCTGLTATGGGTGCTGCTGCTCTGGGTTCCAGGCTCCACTGGTGACATTG
TGCTGACCCAGTCTCCTGCTTTGGLTGTGTCTCTAGGGCAGAGGGLCACAATCTCCTGTAGAGCCAG
CCAAAGTGTCAGTTTATCCAGCTATAATCTCATGCAGTGGTACCAACAGAAALCAGGACAGGAACCC
AAAATCCTCATCTATGATGCATCCAACCTACCATCTGGGATCCCTGLCAGGTTCAGTGGCAGTGGGT
CTGGGACAGACTTCACCCTCACCATTGATCCTGTGCAGGLTGATGATATTGCAACCTATTACTGTCA
GCAGAGTAAGGATGACCCGLTCACGTTCGGTTCTGGGACCAAGCTGGAGATCAAA (SEQ 1D NO:87)
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Figure 50

Human lgG1 constant region (SEQ iD NO:88)

a]

ASTKGPSVEPLAPSSKSTSGGTAALGCLVKDY FPEPVTVEWNSGALTSGVHTEFPAVLQSSGLYSLS

VIVPSSSLGTOTYICNVNHEPSNTKVDREVEPKSCDRKTHTCPPCPAPELLGGPSVELEPPRKPKDTLM]

SRTPEVICVVVDVEHEDPEVKENWYVDGVEVANAKTKPREEQYNSTYRVVSVLTVLHODWINGKEYKC
VONKALPAPIEKTISKARGOPREPOQVYTLEPPSREEMTRNQVSLTCLVRGEYPSDIAVEWESNGOPEN

NYKTTPPVLDSDGSFFLY SKLTVDKSRWOQGNVESCSVMHEEALHNHYTQKSLSLSPGK

w

7
Y

t“'

,__

Human igGl D265A constant region {SEQ D NO:89)

ASTKGPSVEPLAPSSKSTSGCTAALGCLVEKDYFPEPVTVSWNSGALTSGVHTEFPAVLOESGLYSLSSY
VIVPSSSLGTOQTYICNVNHKPSNTRVDRKEVEPKSCDRKTHTCPPCPAPELLGGPSVELEFPPKPRDTLMI
SRT PF\/"‘CV\/‘HV SHEDFEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKC
KVSNKALPAPIEKTISKAKGOPREPOVYTLPPSREEMTKNQVSLTCLVKGEFYPSDIAVEWESNGOPEN

NYKTTPPVLDSDGSFFLY SKLTVDKSRWOQGNVESCSVMHEEALHNHYTQKSLSLSPGK
Human igG1 N297A constant region (SEQ 1D NO:80)

ASTKGPSVEPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLOSSGLYSLSEV
VPSSSLGTOQTYICNVNHEPSNTRKVDKEVEPKSCDKTHTCPPCPAPELLGGPSVELEPPKPEDTLY
SRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHR 'AKTP\PRMFQYUJTVT FSVLTVLHODWLNGKEYKC
KVSNKALPAPIEKTISKAKGOPREPOVYTLPPSREEMTKNQVSLTCLVKGEFYPSDIAVEWESNGOPEN
NYKTTPPVLDSDGSFEFLY SKLTVDKSRWOQGNVESCSVMHEALHNHEYTQKSLELSPGK

Human IgG2 constant region {SEQ D NO:81)

ASTRKGPSVERPLAPCSRSTSESTAALGCLVKDYFPEPVTIVSWNSGALTSGVHTFPAVLOSSGLY SLSSV
VIVPSSNFGTQTYTCNVDHKPSNTRVDKTVERKCCVECPPCPARPPVAGPSVELEFPPKPEDTLMISRTE
EVTCVVVDVSHEDPEVQENWYVDGVEVHNAKTKPREEQENSTEFRVVSV "“\f‘\/'“{QM WLNGRKEYKCKVSN
KGLPAPIEKTISKTKGOPREPQVY TLRPPSREEMTKNOVSLTCLVKGEYPSDIAVEWESNGOPENNYKT

TPPMLDSDGSEFFLYSKLTVDESRWOQGNVESCSVMHEALENHY TOKSLSLEPGK

Human 1gG3 constant region {SEQ ID NO:92)

ASTKGPSVEPLAPCSRSTSGGTAALGCLVKDY FPEPVTVEWNSGALTSGVHTFPAVLOSSGLYSLSSY
VIVESSSLGTQTYTCNVNHKPSNTRVDRKRVELKTFLGDTTHTCPRCPEPKSCRDTRPPPCRPRCPEPKSCD
TPPPCPRCPEPKSCDTPPPCPRCPAPELLGGPSVELEPPREPKDTIMISRTPEVTICVVVDVSHEDPEVD
FRWYVDGVEVHNAKTKPREEQYNSTEFRVVSVLTVLHODWINGKEYKCKVSNKALPAP IEKTISKTKGD

REPOVYTLPPSREEMTENQVSLTCLVRKGEYPSDIAVEWESSGOPENNYNTTPPMLDSDGSFFLY SKL

TVDESRWOOGNIFSCSVMHEALHNRETOKSLSLSEGK

62/120



WO 2018/033798 PCT/IB2017/001256

Figure 50 continued

Human Ig(G34 constant region (Wild Type) (SEQ ID NO:83)

NPT

STRKGPSVEFPLAPCSRSTSESTAALGCLVKDY FPEPVIVSWNSGALTSGVHTFPAVLOSSGLYSLSS
VIVPSSSLGTRTYTCNVDHKPSNTRVDRKRVESKYGPPCPSCPARPEFLGGRPSVELEFPPKPRKDTIMISRKRT
PEVICVVVDVSQEDRDPEVOENWYVDGVEVHNAKTKPREEQENSTYRVVSVLTVLHQDWLNGKEYRKCKVS

Vo

v

NKGLPSSIEKTISKAKGOPREPQVYTLPPSOEEMTKNQVSLTCLVEKGEYPSDIAVEWESNGDPENNYK

TTPPVLDSDGSEFFLY SRLTVDKSRWQEGNVESCSVMHEALHENAYTQRKSLSLSPGK

Human lgG4 constant region {S241P hinge mutant) (SEQ ID NO:84)

ASTKGPSVEPLAPCSRSTSESTAALGCLVKDY FPEPVTVEWNSGALTSGVHTFPAVLQSSGLYSLSSY
VIVEPSSSLGTKTYTCNY DHKPSNTKVDK&VEJKYGPPCPI PAPEFLGGPSVELEFPPKPRKDTIMISRT
PEVICVVVDVSOEDPEVOFNWYVDGVEVHENAKTKEREEQFNSTYRVVSVLTVLHODWLNGEEYRKCKVS
NKGLPSSIEKTISKAKGOPREPOVYTLPPSQEEMTENQVSLTCLVKGEYPSDIAVEWESNGOPENNYE
TTPPVLDSDGSFFLY SRLTVDKSRWQEGNVESCSVMHEALHNHY TQRKSLSLSPGK

-1

S

Human kappa light chain (SEQ ID NO:85)

REVAAPSVEIFPPSDEQLKSGTASVVCLLNNEY PREAKVOWKVDNALQSGNSOESVTEQDSKDSTYSL
SSTLTLSKADYEREKVYACEVTHOGLSSPVTKSEFNRGEC

Human lambda light chain  {SEQ ID NO:96}

LOANKATLVCLISDEYPGAVIVAWKADSSPVKAGVETTTPSKQSNNEKYAA
COVTHEGSTVEKTVAPTECS

GOPKAAPSVTLEPPS
SSYLSLTPEQWKSHRSY:

UJ
0 m
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Figure 51
Human TIGIT ECD  {SEG 1D NO:97)

MMTGTIETTGNISAEKGGS T ILOCHLS STTAQVTQVNWEQQDOLLAICNADLGWHLSPSFKDRVAPGE
GLGLTLOSLTVNDTGEYEFCIYRTYPDGTYTGRIFLEVLESSVARHGAREFQIP

Cyno macaque TIGIT ECD  {SEQ 1D NO:88)

MMTGTIETTGNISARKGGSVILQCHLSSTMAQVTOVNWEQHDHSLLATRNARLGWHIYPAFPKDRVAPG
PCGLGLTLOSLIMNDTGEY FCTYHTYPRGTYRGRIFLEVLESSVAEESAREDQIP

Human PVRECD {SEQ ID NOG:89)

PVVVQAPTOVPGFLGDSVTLPCYLOVPNMEVTHVSOLTWARHGESGSMAVEFROTQGPSYSESKRLEEV
AARLGAELRNASLEMEGLRVEDEGNYTCLEVTEFPQGSRSVDIWLRVLAKPONTAEVOKVQLTGEPVPM
ARCVSTGGRPPAQITWHSDLGGMPNT SOQVEPGFLEGTVTIVTSIWILVEPSSOQVDGKNVTICKVEHESEFEKE
QLLIVNLTVYYPPEVSISGYDNNWYLGONEATLTCDARSNPEPTGYNWSTTMGPLPPFAVAQGAQLL T
RPVDKPINTTLICNVITNALGARQAELTVOVKEGPPSEHSGMERN
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Figure 52

PCT/IB2017/001256

1 CPA.5.002 58 ND
1 CPAS.009 87 ND
1 CPAS.011 12 ND
1 CPAB.012 12 ND
1 CPAS.DL3 25 ND
1 CPAS.014 110 ND
1 CPA.B.015 10 ND
1 CPAB.018 16 ND
1 CPAS.053 4.4 ND
2 CPA.9.0587 30 ND
2 CPAB.059 11 ND
2 CPAS.064 5 ND
2 CPAS.069 5 ND
2 CPAR.071 57 ND
2 CPAB.077 18 ND
2 CPAS.081 7.6 ND
3 CPA9.027 110 ND
3 CPAB.049 54 ND
4 CPAS.DES 170 57
4 CPAS.086 36 34
4 CPA.9.089 110 52
4 CPA.5.083 80 60
4 CPAS.101 130 22
4 CPA.9.103 85 30
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Figure 66
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Figure 72
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Figure 77
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Figure 78
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Figure 79
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Figure 80
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Figure 81
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Figure 84

Charian
lung Erdometiad Brawst
34 QU
24 @ o ovR ESY

o
g
| W

e

PVRL2 Score

&

seaheae

:
¥
§ {Q& &
H
1
i
P ; R
!
1
5 B
WD R
M
SR = i
A

\ Skin
i

!

!

i

i

:

: @ pa]
:

i

: N

PCT/IB2017/001256

Pathology
c €45 Cells DCs TAMs
32 N 32 . o o a2
£ 16 ; 14 * ® g 16 s * .:,“7 ® £
XY 7@ e %2 §
Pee v %, ¥ HEdte Broddg., o
TR B o SR g £3 4 :f » * 53
w O ® o ® ] 22 epe B w3
33 2 < ?ﬁ-ﬁ-a@ v ® N2, ® ®® »® B
£3 R XY o ;1S god o ¥ 5 RS
AR . LR T TS . £ 4420 T g~
& & &gﬁ R & @Qé” & & é;‘ \5553’ & bg»*» & 0"?0 & &
@ o T S o o
< (0\\%’ e&@
Sancer Type Cancer Type Cancer Type
s Bladder § »
% & * 4
g
8 .
ki s s )
R LS
& »
s ]
3
B n i
Tw
=
8
o
9 2
<
& i
g Gl 2 :
g Colorectal | s Kidney 4 2 Prostate
‘: Py Py X
E £ B3 &
4 :
3 I
A 5 it 2 20 5 5 o n & P B 3 ) 1 B
PYRL2 TAMS PYRLY CD45 PYRLZ TAMS PYRL2 CDAS PVYRLZ TAMS PVRL2 CD45

{Foid over igG} {Fold over g6}

gFaid aver igG)

100/120

{Fold over IgG}

{Foid over igG}

{Fold over igG)




WO 2018/033798 PCT/IB2017/001256

Figure 84F
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Figure 88
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Figure 100
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