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Anti-CD112R antibodies bind to CD112R
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Anti-CD112R antibodies block CD112 from binding to
CD112R expressing cells
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Anti-CD112R antibodies enhance NK cell mediated killing
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Anti-CD112R antibodies enhance antigen driven
activation of CD8+ T cells, as measured by IFNy secretion
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In vivo efficacy of CD112R and Tigit combination blockade
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Increased expression of CD112R in PBMCs
following anti-CD3 activation
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36H1 GTFATYAIS 9 77.78%
44H1 GTFDNYYIS 9 660.67%
33H1 GTFGNYAIS 9 77.78%
47HL GTFSNYAIS 9 88.89%
35H1 GTFSSAAIS ° 88.89%
34H1 GTFSSAAIS 9 88.89%
32H1 GTFSSYAIS ° 100%
38H1 FTFSGHLMS 9 44 .44%
10H1 FTFDDYAVH 9 44 .44%
2H1 FTFSEYTMN 9 44 .44%
5H1 FTEFSDYAMI 9 55.56%
58H1 FTFGDYAMS 9 55.56%
46H1 FTFGDYAMS 9 55.56%
15H1 FTFGDVAMS 9 44 .44%

Fig. 14A
35H2 —--NIIPIVGIANYAQKFQG 17 82.35%
33H2 --GIIPIPGIANYAQKFQG 17 88.24%
36H2 —-—-GIFPLSGTANYAQKFQG 17 88.24%
34H2 —-—-GIFPISGHANYAQKFQG 17 88.24%
32H2 —-—-GIIPISGTANYAQKFQG 17 100%
44H2 ——GIFPIFGTANYAQKFQG 17 88.24%
47H2 —-—GIIPIFGTANYAQKFQG 17 94.12%
58H2 FIGSKEFYGGETEYTASVKG 19 23.53%
15H2 YIGSKAYGGETEYTASVKG 19 23.53%
46H2 FIGSKAYGGTTEYTASVKG 19 29.41%
10H2 ——GISWSSGLIGYADSVKG 17 41.18%
2H2 —-—AIVGSGDSTYYADSVKG 17 23.53%
5H2 -—-ATISGGGESTYYADSVKG 17 23.53%
38H2 —-—AISGSAGETYYADSVKG 17 29.41%

Fig. 14B
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15H3 —ARAGHSYG---STIASNWEDP 17 31.25%
35H3 —-—-ARDTGRG---YTRHFWEFDP 16 100%
32H3 ==ARDTGRG---YTRHFWEFDP 16 100%
33H3 —-—-ARDTGRG---YTRHFWEFDP 16 100%
34H3 ==-ARDTGRG---YTRHFWEFDP 16 100%
36H3 —--ARDTGRG---YTRHFWEFDP 16 100%
38H3 ——ARDAYYDDWSGWADWYFDL 19 31.25%
44H3 AREVGHY----- SGSPYYMDV 16 7.14%
10H3 AKG--PPT--—--YQDYFDL-- 13 18.18%
2H3 —-—-AKDYSSG---DWIDYGMDV 16 25%
5H3 —-—AKDYSSG-—--DWIDYGMDV 16 25%
58H3 ARG—=——-- P-—-RRYTYGMDV 13 9.09%
46H3 ARG—-———-- P-—--RRYTYGMDV 13 9.09%
47H3 ARGRGALAL---VGPYYGMDV 18 12.50%

Fig. 14C
1011 RASQSVS—=—-—-- RYLA 11 72.73%
38L1 RASQSVS———--—- RYLA 11 72.73%
4411 RASQSIN-———- SWLA 11 72.73%
2L1 QASQDIS———-—- NYLN 11 72.73%
511 QASQDIS————- NYLN 11 72.73%
58L1 RASQSIS——---—- SYLN 11 100%
1511 RASQSIS—-———- SYLN 11 100%
35L1 RASQSIS-—---- SYLN 11 100%
46L1 RASQSIS-———-—-- SYLN 11 100%
32L1 RASQSIS-—---- SYLN 11 100%
33L1 RASQSIS-—---- SYLN 11 100%
34L1 RASQSIS----- SYLN 11 100%
36L1 RASQSIS-—---- SYLN 11 100%
4711 RSSQSLLHSNGYNYLD 16 54.55%

Fig. 14D
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4712 LGSHRAS 7 28.57%
212 DASNLAT 7 42.86%
512 DASNLAT 7 42.86%
10L2 DASNRAT 7 28.57%
38L2 DASNRAT 7 28.57%
4412 DASSLES 7 71.43%
5812 AASSLQS 7 100%
3512 AASSLQS 7 100%
4612 AASSLQS 7 100%
3212 AASSLQS 7 100%
3312 AASSIQS 7 100%
3412 AASSLQS 7 100%
3612 AASSIQS 7 100%
15L2 GASSLQS 7 85.71%

Fig. 14E
4713 -MOALRAPT- 8 %
1513 —QQGFYTPWT 9 14.29%
4413 QQOVGPYL--T 8 28.57%
5813 QOSSTPL--T 8 42.86%
4613 QQSSTPL--T 8 42.86%
35L3 QQSDILYT-- 8 100%
32L3 OQSDILYT-- 8 100%
33L3 QQSDILYT-- 8 100%
34L3 QQSDILYT-- 8 100%
36L3 QQSDILYT-- 8 100%
10L3 QQOVSFFPPIT 10 25%
213 QQFDLLPPT- 9 50%
513 QQOFDLLPPT- 9 50%
38L3 QQVSLLPPT- 9 37.5%

Fig. 14F
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ER1
36VH QVQLVQSGAEVKKPGSSVKVSCKASG 100%
33VH QVQLVQSGAEVKKPGSSVKVSCKASG 100%
35VH QVQLVQSGAEVKKPGSSVKVSCKASG 100%
32VH QVQLVQSGAEVKKPGSSVKVSCKASG 100%
34VH QVQLVQSGAEVKKPGSSVKVSCKASG 100%
44VH QVQLVQSGAEVKKPGSSVKVSCKASG 100%
477VH EVQLVQSGAEVKKPGSSVKVSCKASG 96.15%
58VH EVQLVESGGGLVQPGRSLRLSCTASG 53.85%
46VH EVQLVESGGGLVQPGRSLRLSCTASG 53.85%
15VH EVQLVESGGGLVQPGRSLRLSCTASG 53.85%
10VH EVQLVESGGGLVQPGRSLRLSCAASG 53.85%
38VH EVQLLESGGGLVQPGGSLRLSCAASG 50%
2VH EVQLVESGGGLVKPGGSLRLSCAASG 57.69%
5VH EVQLLESGGGLVQPGGSLRLSCAASG 50%

Fig. 15A
FR2

36VH WVRQAPGQGLEWMG 100%
33VH WVRQAPGQGLEWMG 100%
35VH WVRQAPGQGLEWMG 100%

32VH WVRQAPGQGLEWMG 100%
34VH WVRQAPGQGLEWMG 100%
44VH WVRQAPGQGLEWMG 100%
47VH WVRQAPGQGLEWMG 100%
58VH WERQAPGKGLEWVG 78.57%
46VH WERQAPGKGLEWVG 78.57%
15VH WERQAPGKGLEWVG 78.57%
10VH WW-———————- WvVsS 60%
38VH WVRQAPGKGLEWVS 78.57%
2VH WVRQAPGKGLEWVS 78.57%
5VH WVRQAPGKGLEWVS 78.57%

Fig. 158
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FR3
36VH RVTITADESTSTAYMELSSLRSEDTAVYYC 100%
33VH RVTITADESTSTAYMELSSLRSEDTAVYYC 100%
35VH RVTITADESTSTAYMELSSLRSEDTAVYYC 100%
32VH RVTITADESTSTAYMELSSLRSEDTAVYYC 100%
34VH RVTITADESTSTAYMELSSLRSEDTAVYYC 100%
44VH RVTITADESTSTAYMELSSLRSEDTAVYYC 100%
47VH RVTITADESTSTAYMELSSLRSEDTAVYYC 100%
58VH RFTISRDGSKSIAYLOQMNSLKTEDTAVYYC 60%
46VH REFTISRDGSKSIAYLQMNSLKTEDTAVYYC 60%
15VH RFTISRDGSKSIAYLOQMNSLKTEDTAVYYC 60%
10VH REFTISRDNAKNSLYLOMNSLRAEDTAVYYC 53.33%
38VH RFETISRDNSKNTLYLOQMNSLRAEDTAVYYC 60%
2VH RETISRDNSKNTLYLOMNSLRAEDTAVYYC 60%
5VH RFTISRDNSKNTLYLQMNSLRAEDTAVYYC 60%

Fig. 15C
FR4

36VH WGQGTLVTVSS 100%
33VH WGQGTLVTVSS 100%
35VH WGQGTLVTVSS 100%
32VH WGQGTLVTVSS 100%
34VH WGQGTLVTVSS 100%

44VH WGKGTTVTVSS 81.82%
47VH WGQGTTVTVSS 90.91%
58VH WGQGTTVTVSS 90.91%
46VH WGQGTTVTVSS 90.91%
15VH WGQGTLVTVSS 100%

10VH WGRGTLVTVSS 90.91%
38VH WGRGTLVTVSS 90.91%
2VH WGQGTTVTVSS 90.91%
5VH WGQGTTVTVSS 90.91%

Fig. 15D
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FR1
477VL DIVMTQSPLSLPVTPGEPASISC 52.17%
10VL EIVLTQSPATLSLSPGERATLSC 52.17%
38VL EIVLTQSPATLSLSPGERATLSC 52.17%
2VL DIQMTQSPSSLSASVGDRVTITC 100%
5VL DIQMTQSPSSLSASVGDRVTITC 100%
44VL DIQMTQSPSTLSASVGDRVTITC 95.65%
15VL DIQMTQSPSSLSASVGDRVTITC 100%
58VL DIQMTQSPSSLSASVGDRVTITC 100%
46VL DIQMTQSPSSLSASVGDRVTITC 100%
35VL DIQMTQSPSSLSASVGDRVTITC 100%
32VL DIOMTQSPSSLSASVGDRVTITC 100%
33VL DIQMTQSPSSLSASVGDRVTITC 100%
34VL DIOMTQSPSSLSASVGDRVTITC 100%
36VL DIQMTQSPSSLSASVGDRVTITC 100%

Fig. 15E
FR2
47VL WYLQKPGQSPQLLIY 76.33%
10VL WYQQKPGQAPRLLIY 86.67%
38VL WYQQKPGQAPRLLIY 86.67%
2VL WYQQKPGKAPKLLIY 100%
5VL WYQQKPGKAPKLLIY 100%
44VL WYQQKPGKAPKLLIS 93.33%
15VL WYQQKPGKAPKLLIY 100%
58VL WYQQKPGKAPKLLIY 100%
46VL WYQQKPGKAPKLLIY 100%

35VL WYQQKPGKAPKLLIY 100%
32VL WYQQOKPGKAPKLLIY 100%
33VL WYQQKPGKAPKLLIY 100%
34VL WYQQOKPGKAPKLLIY 100%
36VL WYQQKPGKAPKLLIY 100%

Fig. 15F
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GVPDRESGSGSGTDETLKISRVEAEDVGVYYC
GIPARFSGSGSGTDEFTLTISSLEPEDFAVYYC
GIPARFSGSGSGTDETLTISSLEPEDEFAVYYC
GVPSRESGSGSGTDETFTISSLOPEDIATYYC
GVPSRESGSGSGTDETFTISSLOQPEDIATYYC
GVPSRESGSGSGTEEFTLTISSLOPDDEATYYC
GVPSRESGSGSGTDETLTISSLOQPEDEFATYYC
GVPSRESGSGSGTDETLTISSLOQPEDEFATYYC
GVPSRESGSGSGTDETLTISSLOQPEDEFATYYC
GVPSRFSGSGSGTDFTLTISSLQPEDFATYYC
GVPSRFSGSGSGTDFTLTISSLQPEDFATYYC
GVPSRFSGSGSGTDFTLTISSLQPEDFATYYC
GVPSRFSGSGSGTDFTLTISSLQPEDFATYYC
GVPSRFSGSGSGTDFTLTISSLQPEDFATYYC

71.
87.
87.
93.
93.
93.

88%
5%
5%
75%
75%
75%

100%
100%
100%
100%
100%
100%
100%
100%

Fig. 15G

FGGGTKVEIK 100%
FGGGTKVEIK 100%
FGGGTKVEIK 100%
FGGGTKVEIK 100%
FGGGTKVEIK 100%
FGGGTKVEIK 100%
FGGGTKVEIK 100%
FGGGTKVEIK 100%
FGGGTKVEIK 100%
FGGGTKVEIK 100%
FGGGTKVEIK 100%
FGGGTKVEIK 100%
FGGGTKVEIK 100%
FGGGTKVEIK 100%

Fig. 15H
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Variable Region Sequences

36VH QVQLVQSGAEVKKPGSSVKVSCKASGGTFATYAI SWVRQAPGQGLEWMGGIF--PLSGTA
33VH QVQOLVQSGAEVKKPGS SVKVSCKASGGTFGNYAI SWVRQAPGQGLEWMGGII--PIPGIA
35VH QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSAAI SWVRQAPGQGLEWMGNII--PIVGIA
32VH QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSYAI SWVRQAPGQGLEWMGGII--PISGTA
34VH QVQOLVQSGAEVKKPGS SVKVSCKASGGTFSSAAI SWVRQAPGQGLEWMGGIF--PISGHA
44VH QVOLVQOSGAEVKKPGSSVKVSCKASGGTEDNYYISWVRQAPGQGLEWMGGIF--PIFGTA
47VH EVOLVQSGAEVKKPGSSVKVSCKASGGTEFSNYAT SWVRQAPGOGLEWMGGII--PIFGTA
58VH EVQLVESGGGLVQPGRSLRLSCTASGFTFGDYAMSWFROAPGKGLEWVGEFIGSKEFYGGET
46VH EVQLVESGGGLVQPGRSLRLSCTASGFTFGDYAMSWFROAPGKGLEWVGEFIGSKAYGGTT
15VH EVQLVESGGGLVQPGRSLRLSCTASGFTFGDVAMSWEFROAPGKGLEWVGYIGSKAYGGET
10VH EVQOLVESGGGLVQPGRSLRLSCAASGFTFDDYAVHWVROQAPGKGLEWVSGIS—--WSSGLI
38VH EVQOLLESGGGLVQPGGSLRLSCAASGFTFSGHLMSWVRQAPGKGLEWVSATIS--GSAGET
2VH EVQLVESGGGLVKPGGSLRLSCAASGFTFSEYTMNWVROQAPGKGLEWVSAIV--GSGDST
5VH EVOLLESGGGLVQPGGSLRLSCAASGFTFSDYAMIWVROQAPGKGLEWVSAIS—--GGGEST
36VH NYAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCARDTGRG--YT-RHFWFDPWGQ
33VH NYAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCARDTGRG--YT-RHFWFDPWGQ
35VH NYAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCARDTGRG--YT-RHFWFDPWGQ
32VH NYAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCARDTGRG--YT-RHFWFDPWGQ
34VH NYAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCARDTGRG--YT-RHFWFDPWGQ
44VH NYAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCAREVGHY--SG-SPYYMDVWGK
47VH NYAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCARGRGALALVG-PYYGMDVWGQ
58VH EYTASVKGRFTISRDGSKSIAYLOMNSLKTEDTAVYYCARGPRRY--TY—-—---GMDVWGQ
46VH EYTASVKGRFTISRDGSKSIAYLOMNSLKTEDTAVYYCARGPRRY--TY—-—-—--GMDVWGQ
15VH EYTASVKGREFTISRDGSKSIAYLOMNSLKTEDTAVYYCARAGHSY--GSIASNWEDPWGQ
10VH GYADSVKGRFTISRDNAKNSLYLOMNSLRAEDTAVYYCAKGPPT—————- YODYFDLWGR
38VH YYADSVKGRETISRDNSKNTLYLOMNSLRAEDTAVYYCARDAYYDDWSGWADWYFDLWGR
2VH YYADSVKGREFTISRDNSKNTLYLOMNSLRAEDTAVYYCAKDYSSGD-—--WIDYGMDVWGQ
5VH YYADSVKGRETISRDNSKNTLYLOMNSLRAEDTAVYYCAKDYSSGD-—-WIDYGMDVWGQ
36VH GTLVTVSS 123 96.75%

33VH GTLVTVSS 123 96.75%

35VH GTLVTVSS 123 96.75%

32VH GTLVTVSS 123 100%

34VH GTLVTVSS 123 97.56%

44VH GTTVTVSS 123 84.55%

47VH GTTVTVSS 125 86.99%

58VH GTTVTVSS 122 55.00%

46VH GTTVTVSS 122 55.83%

15VH GTLVTVSS 126 55.28%

10VH GTLVTVSS 120 54.17%

38VH GTLVTVSS 126 53.66%

2VH GTTVTVSS 123 54.55%

5VH GTTVTVSS 123 53.72%

Fig. 16A
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DIVMTQSPLSLPVTPGEPASISCRSSQSLLHSNGYNYLDWYLOKPGQSPQLLIYLGSHRA

EIVLTQSPATLSLSPGERATLSCRASQSV-———— SRYLAWYQQOKPGOAPRLLIYDASNRA
EIVLTQSPATLSLSPGERATLSCRASQSV-———— SRYLAWYQQKPGOAPRLLIYDASNRA
DIOMTQOSPSSLSASVGDRVTITCOASQDI————— SNYLNWYQQOKPGKAPKLLI YDASNLA
DIOMTQOSPSSLSASVGDRVTITCOASQDI————— SNYLNWYQQKPGKAPKLLI YDASNLA
DIQMTQSPSTLSASVGDRVTITCRASQSI————— NSWLAWYQQOKPGKAPKLLISDASSLE
DIOMTQOSPSSLSASVGDRVTITCRASQSI————— SSYLNWYQQOKPGKAPKLLIYGASSLQO
DIOMTQOSPSSLSASVGDRVTITCRASQSI————— SSYLNWYQQKPGKAPKLLIYAASSLO
DIQMTQSPSSLSASVGDRVTITCRASQSI————— SSYLNWYQQKPGKAPKLLIYAASSLQO
DIQMTQSPSSLSASVGDRVTITCRASQSI————— SSYLNWYQQKPGKAPKLLIYAASSLQ
DIQMTQSPSSLSASVGDRVTITCRASQSI————— SSYLNWYQQKPGKAPKLLIYAASSLQ
DIQMTQSPSSLSASVGDRVTITCRASQSI————— SSYLNWYQQKPGKAPKLLIYAASSLQ
DIQMTQSPSSLSASVGDRVTITCRASQSI————— SSYLNWYQQKPGKAPKLLIYAASSLQ
DIQMTQSPSSLSASVGDRVTITCRASQSI————— SSYLNWYQQKPGKAPKLLIYAASSLQ

SGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCMQA--LRAPTFGGGTKVEIK 111 62.
TGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQOVSFFPPITFGGGTKVEIK 108 71.
TGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQOVSLLPP-TFGGGTKVEIK 107 72.
TGVPSRFSGSGSGTDFTFTISSLOPEDIATYYCQQF-DLLPPTFGGGTKVEIK 107 86.
TGVPSRFSGSGSGTDFTFTISSLOPEDIATYYCQQOF-DLLPPTFGGGTKVEIK 107 86.
SGVPSRFSGSGSGTEFTLTISSLOPDDFATYYCQQV--GPYLTFGGGTKVEIK 106 86.
SGVPSRFSGSGSGTDEFTLTISSLOPEDFATYYCQQOG-FYTPWTFGGGTKVEIK 107 94.
SGVPSRFSGSGSGTDFTLTISSLOPEDFATYYCQQS--STPLTFGGGTKVEIK 106 96.
SGVPSRFSGSGSGTDEFTLTISSLOQPEDFATYYCQQS—--STPLTFGGGTKVEIK 106 96.

PCT/US2019/042545

26%
7%

38%
79%
79%
79%
34%
23%
23%

SGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQS--DILYTFGGGTKVEIK 106 100%
SGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQS--DILYTFGGGTKVEIK 106 100%
SGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQS--DILYTFGGGTKVEIK 106 100%
SGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQS--DILYTFGGGTKVEIK 106 100%
SGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQS--DILYTFGGGTKVEIK 106 100%
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