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9B3 VH1

9B3 VH2

9B3 VL

15A9 VH

15A9 VL

15C11 VH

15C11 VL

22F3 VH

22F8 VL

QVQLVESGGGVVQPGRSLRLSCAASGFTFSNYALHWVRQAPGKGLE
WVALISYDGSDKYYADSVKGRFAISRDNSKNTLYLQMNSLRAEDTAVY
YCARDREYCTYSSCSYDAFDIWGQGTMVTVSS

QVQLVESGGGVVQPGRSLRLSCAASGFTFSSFAMHWVRQAPGKGLE
WVALIPFDGSSNYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVY
YCARDRNYYGSGSFSFDAFDIWGQGTLVTVSS

DIQMTQSPSSLSASVGDRVTITCRASQGISSWLAWYQQKPEKAPKSLI
YAASSLQSGVPSRFSGSGSGTDFTLTISSLQPEDYATYYCQQYNSYPY
TFGQGTKLEIK

QVQLVQSGAEVKKPGASLKVSCKASGYPFTNYGISWVRQAPGQGLE
WMGWISTYNGNTHYAQKLQGRVTMTTDTSTTTAYMDLRSLRSDDTA
VYYCARENYYGSGSYRGGMDVWGQGTTVTVSS

EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPRLLI
YDASNRATGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQRSNWP
WTFGQGTKVEIK

QVQLVQSGAEVKKPGASVKVSCKASGYSFTITYGISWVRQAPGQGLE
WMGWISTYNGNTHYAQKLQGRVTMTTDTSTRTAYMELRSLRSDDTA
VYYCARENYYGSGSYRGGMDVWGQGTTVTVSS

EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPRLLI
YDASNRATGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQRSNWP
WT

QVOLVQSGAEVRKKPGASVRKVSCKASGYTFTSYAMHWVROAPGORLE
WMGWINAGNGNTKYSOKFQGRVTITROTSASTAYMELSSLRSEDTAY
YYCARGYSSAWEDAFDIWGQGTMYTVSS

AIQLTASPSSLSASVGDRVTITCRAGQGISSALAWY QUKPGKAPKLLIY
DASSLESGVPSRFSGEGEGTRFTLTISSLAQPEDFATYYCQQENSYPLY
FGGGTKVEIK
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26B11 VH1 QVQLVESGGGVVQPGRSLRLSCAASGFTFSNYALHWVRQAPGKGLEW
VALISYDGSDKYYADSVKGRFAISRDNSKNTLYLQMNSLRAEDTAVYYC
ARDREYCTYSSCSYDAEDIWGQGTMVTVSS

26B11 VH2 QVQLVESGGGVVQPGRSLRLSCAASGFTFSSFAMHWVRQAPGKGLE
WVALIPEDGSSNYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYY
CARDRNYYGSGSFSFDAFDIWGQGTLVTVSS

26B11 VH QVQLVESGGGVVQPGRSLRLSCEASGFTFSNYAIHWVRQAPGKGLEW
MDX VALIPYDGSNNYYAASVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYC
ARDRNYYGSGSEFSFDAFDIWGQGTMVTVSS

26B11 VL DIQMTQSPSSLSASVGDRVTITCRASQGISNWLAWYQQKPEKAPKSLIY
AASSLQSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYNSYPYTF
GQGTKLEIK

7D4 VH QVQLVQSGAEVKKPGASVKVSCKASGYTFTS YGINWVRQAPGQGLEW
MGWISTYNGNTNSAQKLQGRVTMTTDTSTSTAYMELRSLRSDDTAVYY
CARAHSSSWFDAFDIWGQGTMVTVSS

7D4 VL AIQLTQSPSSLSASVGDRVTITCRASQGISSALAWYQQKPGKAPKLLIYD
ASSLESGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQENSYPLTFG
GGTKVEIK

1D1 VH QVQLVQSGAEVKKPGASVKVSCKASGYSFTYYGISWVRQAPGQGLEW
MGWISTYNGNTNYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAVYY
CARENYYGSGSYRGGMDVWGQGTTVTVSS

1D1 VL EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPRLLIY
DASNRATGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQRSNWPWTF
GQGTKVEIK




WO 2015/073580

1D1 D5 VH

1D1 D18 VH

1D1 D21 VH

1D1 D24 VH

1D1 D25 VH

1D1 D28 VH

1D1 D29 VH

1D1 D31 VH

1D1 D37 VH
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QVQLVQSGAEVKKPGASVKVSCKASGYSFTYYGISWVRQAPGQGL
EWMGWISTYNGNTNYARMLQGRVTMTTDTSTRTAYMELRSLRSDD
TAVYYCARENYYGSGAFRGGMDGWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYSFTYYGISWVRQAPGQGL
EWMGWISTYNGNTHYARMLQGRVTMTTDTSTRTAYMELRSLRSDD
TAVYYCARENYYGSGSYRGGMDVWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYSFTYYGISWVRQAPGQGL
EWMGWISTYNGKTHYARMLQGRVTMTTDTSTRTAYMELRSLRSDD
TAVYYCARENYYGSGSYRGGMDVWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYSFTYYGISWVRQAPGQGL
EWMGWISPYNGNTHYARMLQGRVTMTTDTSTRTAYMELRSLRSDD
TAVYYCARENYYGSGSYRGGMDVWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYSFTYYGISWVRQAPGQGL
EWMGWISTYNGATHYARMLQGRVTMTTDTSTRTAYMELRSLRSDD
TAVYYCARENYYGSGSYRGGMDVWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYSFTYYGISWVRQAPGQGL
EWMGWISTYNGKTHYARMHQGRVTMTTDTSTRTAYMELRSLRSDD
TAVYYCARENYYGSGSYRGGMDVWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYSFTYYGISWVRQAPGQGL
EWMGWISSYNGNTHYARMLQGRVTMTTDTSTRTAYMELRSLRSDD
TAVYYCARENYYGSGSYRGGMDVWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYSFTYYGISWVRQAPGQGL
EWMGWISTYNGNKHYARMLQGRVTMTTDTSTRTAYMELRSLRSDD
TAVYYCARENYYGSGSYRGGMDVWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYSFTYYGISWVRQAPGQGLE
WMGWISTYNGGTHYARMLQGRVTMTTDTSTRTAYMELRSLRSDDT
AVYYCARENYYGSGSYRGGMDVWGQGTTVTVSS
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1D1 D38 VH

1D1 D39 VH

1D1 DH3 VH

1D1 DH8 VH

1D1 DH9 VH

1D1 DH10
VH

4/45

QVQLVQSGAEVKKPGASVKVSCKASGYSFTYYGISWVRQAPGQGLEW
MGWISTYNGVTHYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAVY
YCARENYYGSGSYRGGMDVWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYSFTYYGISWVRQAPGQGLEW
MGWISTYNGNTNYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAVY
YCARENYYGSGAYRGGMDAWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYSFTYYGISWVRQAPGQGLEW
MGWISTYNGNTHYAQMLQGRVTMTTDTSTRTAYMELRSLRSDDTAVY
YCARENYYGSGSYRGGMDVWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYSFTYYGISWVRQAPGQGLEW
MGWISAYNGNTHYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAVY
YCARENYYGSGSYRGGMDVWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYSFTYYGISWVRQAPGQGLEW
MGWISPYNGKTHYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAVY
YCARENYYGSGSYRGGMDVWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYSFTYYGISWVRQAPGQGLEW
MGWISTYNGNTNYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAVY
YCARENYYGSGAYRGGMDVWGQGTTVTVSS
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1D1

1D1

1D1

1D1

1D1

1D1

1D1

1D1

1D1

1.1 VH

1.2 VH

1.3 VH

1.4 VH

1.5 VH

1.6 VH

1.7 VH

1.8 VH

1.9 VH

5/45

QVQLVQSGAEVKKPGASVKVSCKASGYDFTYYGISWVRQAPGQGLE
WMGWISTYNGNTNYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAV
YYCARENYYGSGSYRGGMDVWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYNFTYYGISWVRQAPGQGLE
WMGWISTYNGNTNYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAV
YYCARENYYGSGSYRGGMDVWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYQFTYYGISWVRQAPGQGLE
WMGWISTYNGNTNYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAV
YYCARENYYGSGSYRGGMDVWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYSFTHYGISWVRQAPGQGLE
WMGWISTYNGNTNYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAV
YYCARENYYGSGSYRGGMDVWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYNFRYYGISWVRQAPGQGLE
WMGWISTYNGNTNYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAV
YYCARENYYGSGSYRGGMDVWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYNFTHYGISWVRQAPGQGLE
WMGWISTYNGNTNYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAV
YYCARENYYGSGSYRGGMDVWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYSFTYYGISWVRQAPGQGLEW
MGWISTYNGKTNYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAVY
YCARENYYGSGSYRGGMDVWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYSFRYYGISWVRQAPGQGLE
WMGWISTYNGNTHYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAV
YYCARENYYGSGSYRGGMDVWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYSFTYYGISWVRQAPGQGLEW
MGWISTYNGNTHYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAVY
YCARENYYGSGAYRGGMDVWGQGTTVTVSS
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1D1

1D1

1D1

1D1

1D1

1D1

1D1

1D1

1D1

10 VH

A1 VH

A2 VH

A3 VH

14 VH

15 VH

16 VH

A7 VH

18 VH

QVQLVQSGAEVKKPGASVKVSCKASGYSFTYYGISWVRQAPGQGLEW
MGWISPYNGKTHYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAVY
YCARENYYGSGAYRGGMDVWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYSFRYYGISWVRQAPGQGLE
WMGWISTYNGNTHYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAV
YYCARENYYGSGAYRGGMDVWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYNFTYYGISWVRQAPGQGLE
WMGWISPYNGKTHYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAV
YYCARENYYGSGAYRGGMDVWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYSFTHYGISWVRQAPGQGLE
WMGWISPYNGKTHYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAV
YYCARENYYGSGAYRGGMDVWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYNFTHYGISWVRQAPGQGLE
WMGWISPYNGKTHYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAV
YYCARENYYGSGAYRGGMDVWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYSFTYYGISWVRQAPGQGLEW
MGWISPYNGGTHYAQMLQGRVTMTTDTSTRTAYMELRSLRSDDTAVY
YCARENYYGSGAYRGGMDAWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYSFTYYGISWVRQAPGQGLEW
MGWISPYNGVTHYAQMLQGRVTMTTDTSTRTAYMELRSLRSDDTAVY
YCARENYYGSGAYRGGMDAWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYSFTYYGISWVRQAPGQGLEW
MGWISPYNGATHYAQMLQGRVTMTTDTSTRTAYMELRSLRSDDTAVY
YCARENYYGSGAYRGGMDAWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYSFTYYGISWVRQAPGQGLEW
MGWISPYNGNKHYAQMLQGRVTMTTDTSTRTAYMELRSLRSDDTAVY
YCARENYYGSGAYRGGMDAWGQGTTVTVSS
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1D1

1D1

1D1

1D1

1D1

1D1

1D1

1D1

1.19 VH

1.20 VH

1.21 VH

1.22 VH

1.23 VH

1.24 VH

1.25VH

1.26 VH
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QVQLVQSGAEVKKPGASVKVSCKASGYSFTYYGISWVRQAPGQGLEW
MGWISTYNGGTHYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAVY
YCARENYYGSGAYRGGMDAWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYSFTYYGISWVRQAPGQGLEW
MGWISPYNGNTHYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAVY
YCARENYYGSGAYRGGMDAWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYSFTYYGISWVRQAPGQGLEW
MGWISTYNGNTHYAQMLQGRVTMTTDTSTRTAYMELRSLRSDDTAVY
YCARENYYGSGAYRGGMDAWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYSFTYYGISWVRQAPGQGLEW
MGWISTYNGVTHYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAVY
YCARENYYGSGAYRGGMDAWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYSFTYYGISWVRQAPGQGLEW
MGWISTYNGATHYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAVY
YCARENYYGSGAYRGGMDAWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYSFTYYGISWVRQAPGQGLEW
MGWISTYNGNKHYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAVY
YCARENYYGSGAYRGGMDAWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYSFTYYGISWVRQAPGQGLEW
MGWISTYNGKTHYARMHQGRVTMTTDTSTRTAYMELRSLRSDDTAVY
YCARENYYGSGAYRGGMDAWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYSFTYYGISWVRQAPGQGLEW
MGWISTYNGNTHYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAVY
YCARENYYGSGAYRGGMDAWGQGTTVTVSS
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1D1

1D1

1D1

1D1

1D1

1D1

1D1

1D1

1.27 VH

1.28 VH

1.29 VH

1.30 VH

1.31 VH

1.32 VH

1.33 VH

1.34 VH

8/45

QVQLVQSGAEVKKPGASVKVSCKASGYDFTYYGISWVRQAPGQGLE
WMGWISTYNGNTHYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAV
YYCARENYYGSGSYRGGMDVWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYDFTYYGISWVRQAPGQGLE
WMGWISTYNGNKHYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAV
YYCARENYYGSGSYRGGMDVWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYDFTYYGISWVRQAPGQGLE
WMGWISTYNGGTHYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAV
YYCARENYYGSGSYRGGMDVWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYDFTYYGISWVRQAPGQGLE
WMGWISTYNGVTHYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAV
YYCARENYYGSGSYRGGMDVWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYDFTYYGISWVRQAPGQGLE
WMGWISTYNGNTHYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAV
YYCARENYYGSGAYRGGMDVWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYDFTYYGISWVRQAPGQGLE
WMGWISTYNGGTHYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAV
YYCARENYYGSGAYRGGMDAWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYDFTYYGISWVRQAPGQGLE
WMGWISTYNGVTHYARMLQGRVTMTTDTSTRTAYMELRSLRSDDTAV
YYCARENYYGSGAYRGGMDAWGQGTTVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYDFTYYGISWVRQAPGQGLE
WMGWISTYNGKTHYARMHQGRVTMTTDTSTRTAYMELRSLRSDDTAV
YYCARENYYGSGAYRGGMDAWGQGTTVTVSS
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Alignment
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7D4 1
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of Light Chain Variable Domains:

DIOMTQSPSSLSASVGDRVTITCRASQGISNWLAWY QOKPEKAP
ATQLTQSPSSLSASVGDRVTITCRASQGISSALAWYQQKPGKAP
EIVLTOQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAP

KSLIYAASSLQSGVPSRFSGSGSGTDFTLTISSLQOPE 81
KLLIYDASSLESGVPSRFSGSGSGTDFTLTISSLQPE 81
RLLTYDASNRATGIPARFSGSGSGTDFTLTISSLEPE 81

DFATYYCQQYNSYPYTFGQOGTKLEIK 107
DFATYYCQQFNSYPLTFGGGTKVEIK 107
DFAVYYCQQORSNWPWTEFGOGTKVEIK 107

Alignment of Heavy Chain Variable Domains:

1D1
D4
20B11

1D1
D4
20B11

1D1
D4
20B11

1
1
1

46
46
46

81
81
81

QVOLVQOSGAEVKKPGASVKVSCKASGYSFTYYGISWVRQAPGQOGL
QVOLVQSGAEVKKPGASVKVSCKASGYTFTSYGINWVRQAPGOGL
QVOLVESGGGVVQPGRSLRLSCAASGFTFSSFAMHWVRQAPGKGL

EWMGWISTYNGNTNYARMLQGRVTMTTDTSTRTAYM 80
EWMGWISTYNGNTNSAQKLQGRVTMTTDTSTSTAYM 80
EWVALIPFDGSSNYYADSVKGRFTISRDNSKNTLYL 80

ELRSLRSDDTAVYYCARENYYGSG. . SYRGGMDVWGQGTTVTVSS
ELRSLRSDDTAVYYCARAHSS. .... SWEDAFDIWGQOGTMVTVSS
QMNSLRAEDTAVYYCARDRNYYGSGSFSFDAFDIWGQGTLVTVSS

44
44
44

45
45
45

113
113
113
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1J

Alignment of Light Chain Variable Domains:

22F9
D4

22F9
D4

22F9
D4

VL
VL

VL
VL

VL
VL

1
1

35
35

82
82

ATQLTQSPSSLSASVGDRVTITCRASQGISSALA 34
ATQLTQSPSSLSASVGDRVTITCRASQGISSALA 34

WYQQOKPGKAPKLLIYDASSLESGVPSRFSGSGSGTDFTLTISSLQPE 81
WYQQOKPGKAPKLLIYDASSLESGVPSRFSGSGSGTDFTLTISSLQPE 81

DFATYYCQQFNSYPLTFGGGTKVEIK 107
DFATYYCQQFNSYPLTFGGGTKVEIK 107

Alignment of Heavy Chain Variable Domains:

D4
22F9

1D4
22F9

D4
22F9

VH
VH

VH
VH

VH
VH

1
1

39
39

81
81

* k%

QVQLVQOSGAEVKKPGASVKVSCKASGYTFTSYGINWVR 38
QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYAMHWVR 38

* k% * k% *

QAPGQOGLEWMGWISTYNGNTNSAQKLOGRVTMTTDTSTSTAYM 80
QAPGORLEWMGWINAGNGNTKYSQKFQGRVTITRDTSASTAYM 80

* * % *

ELRSLRSDDTAVYYCARAHSSSWEFDAFDIWGQOGTMVTVSS 113
ELSSLRSEDTAVYYCARGYSSAWFDAFDIWGQGTMVTVSS 113

|
85
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Alignment of Light Chain Variable Domains:

26B11
9B3

26B11
9B3

26B11
9B3

VL
VL

VL
VL

VL
VL

*

1 DIQMTQSPSSLSASVGDRVTITCRASQGISNWLA 34
1 DIQMTQSPSSLSASVGDRVTITCRASQGISSWLA 34

35 WYQOKPEKAPKSLIYAASSLQSGVPSREFSGSGSGIDFTLTISSLQPE 81
35 WYQOKPEKAPKSLIYAASSLQSGVPSREFSGSGSGIDFTLTISSLQPE 81

*

82 DFATYYCQQYNSYPYTFGQGTKLEIK 107
82 DYATYYCQQYNSYPYTFGQGTKLEIK 107

|
83

Alignment of Heavy Chain Variable Domains VH1 and VH2 of
antibodies 9B3 and 26Bll, and MDX-VH of 26B11(9B3 and 26Bl1
produce multiple functional heavy chains which have the same

sequences)

9B3/26B11
9B3/26B11

26B11

9B3/26B11
9B3/26B11

26B11

9B3/26B11
9B3/26B11

26B11

VH1
VHZ2
MDX

VH1
VHZ2
MDX

VH1
VHZ2
MDX

=

39
39
39

81
81
81

* kK

QVQLVESGGGVVQPGRSLRLSCAASGFTFSNYALHWVR 38
QVQLVESGGGVVQPGRSLRLSCAASGFTFSSFAMHWVR 38
QVQLVESGGGVVQPGRSLRLSCEASGFTFSNYATHWVR 38

* * * * *

QAPGKGLEWVALISYDGSDKYYADSVKGRFATSRDNSKNTLYL 80
QAPGKGLEWVALIPFDGSSNYYADSVKGRFTISRDNSKNTLYL 80
QAPGKGLEWVALIPYDGSNNYYAASVKGRFTISRDNSKNTLYL 80

|
68

* Ak kK kK *

OMNSLRAEDTAVYYCARDREYCTYSSCSYDAFDIWGQGTMVTVSS 113
OMNSLRAEDTAVYYCARDRNYYGSGSFSFDAFDIWGQGTLVTVSS 113
OMNSLRAEDTAVYYCARDRNYYGSGSFSFDAFDIWGQGTMVTVSS 113

|
108
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15A9 1
15C11 35
1D1 35
15A9 35
15C11 79
1D1 79
15A9 79
Alignment
15A9 1
15C11 1
1D1 1
15A9 36
15C11 36
1D1 36
15A9 81
15C11 81
1D1 81
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Alignment of Light Chain Variable Domains:

EIVLTQSPATLSLSPGERATLSCRASQSVSSYLA 34
EIVLTQSPATLSLSPGERATLSCRASQSVSSYLA 34
EIVLTQSPATLSLSPGERATLSCRASQSVSSYLA 34

WYQOKPGQAPRLLIYDASNRATGIPARFSGSGSGTDEFTLTISSL 78
WYQOKPGQAPRLLIYDASNRATGIPARFSGSGSGTDEFTLTISSL 78
WYQOKPGQAPRLLIYDASNRATGIPARFSGSGSGTDEFTLTISSL 78

EPEDFAVYYCQQRSNWPWTEFGQGTKVEIK 107
EPEDFAVYYCQQRSNWPWTEFGQGTKVEIK 107
EPEDFAVYYCQQRSNWPWTEFGQGTKVEIK 107

of Heavy Chain Variable Domains:

* *

QVQLVQSGAEVKKPGASLKVSCKASGYPFTNYGIS 35
QVQLVQSGAEVKKPGASVKVSCKASGYSFTTYGIS 35
QVOLVOSGAEVKKPGASVKVSCKASGYSFTYYGIS 35

* K *

WVRQAPGQGLEWMGWISTYNGNTHYAQKLOGRVTMTTDTSTTTAYM 80
WVRQAPGQGLEWMGWISTYNGNTHYAQKLOGRVTMTTDTSTRTAYM 80
WVRQAPGOGLEWMGWISTYNGNTNYARMLOQGRVTMTTDTSTRTAYM 80

|
76

*

DLRSLRSDDTAVYYCARENYYGSGSYRGGMDVWGQGTTVTVSS 113
ELRSLRSDDTAVYYCARENYYGSGSYRGGMDVWGQGTTVTVSS 113
ELRSLRSDDTAVYYCARENYYGSGSYRGGMDVWGQGTTVTVSS 113

|
81
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Percentage identity of variable heavy domains for 101 and variants
{(1D1 varianis share the same light chain as parent antibody 1D1)

01 127 128 128 130 131 132 133 134
D1 100 984 976 976 G976 976 960 860 952
127 964 100 9892 902 992 0992 e 976 968
128 076 992 100 984 084 984 968 968 960
128 076 992 964 100 882 984 984 U976 968
130 976 U892 984 992 100 984 U768 884 968
131 976 992 U84 984 0984 100 U84 884 976
132 960 976 968 U84 0§76 984 100 892 984
133 060 978 968 976 084 984 B892 100 984
134 952 Y68 960 968 968 U786 884 884 100

Variable Light Chain % identity of TL1A antibodies

101 15A8 15C11 9B3  28B11 7D4 22F9
1 100 100 100 882 682 729 72.9
1549 100 100 100 682 682 729 728
15C11 100 100 100 682 682 7298 72.9
983 882 682 682 100 881 888 88.8
26B11 682 682 682 881 100 888 88.8
04 729 728 729 888 888 100 100
22F8 720 729 729 888 888 100 100

Variable heavy chain % identity of TL1A antibodies

aB3/ gB3/f
26811 26B11  26BH
101 1548 15C11 VH1 VH2 MDX 704 22F8

101 100 835 968 566 57.0 59.4 6.0  7h2Z
15A9 835 100 980 561 55.6 58.9 851 752
1501 96.8 96.0 100 54.5 54.8 57.3 86.8  76.9

SBI2EBTIVHT 566 561 545 100 87.3 88.9 592 803
SB3/26B11VHZ 570 556 548 873 100 93.7 582 612
26811 MDX 594 588 573 8839 93.7 100 617 620
D4 860 851 868  5B2 59.2 61.7 100 84.3
22F9 752 752 769 603 61.2 62.0 843 100
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Unstimulated
-=3&=- Immune Complex + 101 1.31
========== Iimmune Complex + [solype

Cell Count

PP E TR

ﬂha“““

i l!i!iili m!;i!!!i

O SRS : ; [ l!ii
0 102

103 104 10
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Count

Sample Name
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0 ,:':i ‘u“ RNE—————
0102 108 104 109

PE-A Anti-DR3

~ TF1 GMCSF Starved_Anti-DR3 Bio.fcs
- TF1 GMCSF Starved_Streptavidin Alone fcs

Light Units

S g0t 102 103 1o

101 1.31

Light Units

Light Units

PCT/US2014/065293

-8~ TL1A (n=3)

101 102 103 104
TLAA (pM)

EC50 | 1343

G. 14D

~@- TL1AIn isotype
~& TL1A in media

e e
100 101 102 108 104
TL1A (pM)

TL1A n isotypel TL1A in medial

| EC50

124.2 1371 §
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st §§@%§§§§§§

Light Units

100 101 102 103 104
al T Isotype Control Ab (pM)

2 5x106
2.0x106-

1.5x108-

Light Uniis

EC5(=94.17

[#>)]

1.0x105-
5 X105 g

100 101 102 103 104
TL1A (pM)

IC50754.26

10,000  —

S L PN S
10-1 100 107 102 108 404
101 1.31 (pM)
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R S ———
104 102 100 102 404
Ab (pM)

Free sTL1A (pg/mi)

TR

PCT/US2014/065293

= D1 1.3

¥ isotype contll
¥ NoAb

& 1L-12/18 alone

= 1011.31

v isolype

% HWB+HL-12/18+1C
* HWB+HL-12/18
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150~
£
& 100 s 101131
?2-; & isolype
i
50—
106104102100 102 104 106
Ab (pM)
1D11.311Csq = 7.792pM
2000~ 3
£ 1500-
e
=
= 1000 s 101 1.31
e 4 isotype
2 500
Li.
0

106 104 102100 102 104 106
AB (pM)

101 1.311Cqq = 0.165pM
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CDHR H1 CDR H2

HY27\H S28H T30 |H Y31{HW50{H S52H'Y 53jH N54{HN56, H T57|HN58

TL1A totall 0 | 235, 202|57.7{332| 99 | 284| 55 152.7| 58.1} 48.2} 0.7 |13.1

AK113 1 25 18.8 1 42.1

AT115 {12.7 28.6

AY118 {1181 15.5 | 48.8| 50.4|36.8

AP121} 7 14.6

AT122 {43.7 28 59.2

AQ123116.9 43.5

AM1471 0.2 17.6w

AF1481 55 28.3

A S149139.1 71.6h

AQ151138.8

BV31 {11.8

BV32 }16.3

BR33 {934

BES0 {204

BH51 {122 12.7 | 26.6

BE5S2 | 111 36.2 {15.8 224hi 331} 6.4 {34.8h

BL53 {118 33.4 5.9

BG4 1513 95 1219} 45

BL55 534 2141356 62.7wW

BA56 {11.9 18.7 118.8h

BF57 126.3 30.7 1 30.2

BT58 {20.1 33.2

BE91 | 6

BY16815.6

BT169} 33

BK170} 46

BE171} 49 224

CONTINUED
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CONTINUED

CDR H3

HY97\H Y98|H G99H S100{H G100A|H S100B{H Y100C{H R100D

TL1A 3921126 | 451 501 | 722 | 794 | 144 54

AK113

AT115 50.5h

AY118

AP121

AT122

AQ123

AM147

AF148

AS149

AQ151y 71.9

B V31 288

B V32 249

B R33 225w | 432

B E50 50.5S

B H51
B E52
B L53 44.7 16.4 55.8

B G54 42.6 19.6
B L55

B A56
B F57
B T58
B E91 205

BY168 147 | 336h

B T169 31 1121 1 103 | 277 15

BK170 259 1402 | 11.8 | 10 21 15.8
B E171 343|365 | 13.8

CONTINUED
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% CONTINUED
L1 CDR L3

L S30 (L S31, LY32{ LW94, L W96
TL1A 96 1565 | 297, 261, 64
AK113
AT115
AY118
AP121
AT122
AQ123
AM147
AF148
AS149
AQ151
B V31
B V32 74
BR33 {| 23.2 {34.7h56.8w
B E50
B H51
B E52 42.7 h
BL53 21.2 27
B G54
BL55
B A56
B F57
B T58
B E91
BY168
B T169
BK170
BE171
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1.31 CDHR H1 CDR H2

TL1A HG26{ HY27 | HD28 | HT30 {HY31 {HW50: HS52| HY53  HN54 [HN56 | HH58

total} 3281 18 | 763 | 341|881} 252 96 | 1511 505 | 351 | 111

AKNM3 | 17.7 293S| 18

ASTT7 14191 245 7.7

AY118 14891 162 | 37.3 | 54.2

AP1191142 28.8

AT122 1439 374h 50.2

AQ1231 16,5 422 7.8

AM147¢ 0 32.7

AF148 | 6.1 71.8h

AS1491354

AQ151}493 66 | 416

BV31 | 13.1

BV32 | 117

BR33 | 31.6

BES0 | 19.6

BH51 | 64 14.1

BE52 {110.9 3331 16.2 258h| 56.3 {3335

BL53 {113.8 33.1

BG4 | 51.3 12 1232 | 41

BL55 |{56.3 218 | 38.9 57.8

BA5S6 | 10.7 202 {17.3h

BF57 264 302 | 31

BY168}25.6

BT169 |43.6

BK170} 15.2

BE171} 51.2 26.4

BD172} 0

CONTINUED
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CONTINUED

CDR H3

TL1A HR76 {HY97\ H G99 {H S100 |H G100A{H S100B{ H Y100C {H R100D

24 1 36| 385 482, 68 | 469 | 84 | 417

AK113

AS117 44.5

AY118

AP119

AT122

AQ123

AM147

AF148

AS149

AQ151} 47.2

B V31 32

B V32 276

BR33 13.2

B E50 420 S

B H51

B E52

BL53 43 16 46.3

B G54 40.9 19.8

BL55

B A56

B F57

BY168 1.7 159 | 432h

B T169 5 145h| 106 | 288h | 21.7

BK170 256 | 7.1 8.2 2.8

BE171 309h| 369 | 143

BD172 5.9

CONTINUED
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C contnuep

L1

CDR L3

TL1A

LY32

L W94

L W96

209

26.3

8.1

AK113

AS117

AY118

AP119

AT122

AQ123

AM147

AF148

AS149

AQ151

B V31

B V32

BR33

45.5

B E50

B H51

B E52

402 h

BL53

225

30.2

B G54

BL55

B A56

B F57

BY168

B T169

BK170

BE171

BD172
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Reactivity with TNFSFG

@ TNFSG/An-TNFSFG
wte TNFS6/Is0type cirl 8.8
TNFS6/1D1 1.31

- TL1AMDT 1.31

0D 450
j

0 (((((((((
10-8 107 108 10-5 104 10-3 10-2 101 100 101 102

[Antibody] {ug/mb)
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inhibition of TL1A-Biotin binding with a-TL1A

& a-TL1A (#1.31)
B Isolype (#8.8)

Positive
control -

2000 -]

Geometric Mean of
Fluorescence Intensity
]

o ; ; ; E
-1 0 1 2 3
Log Ab concentration (ug/mL)
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BAL Macrophages

5x 104 - 5 ns i

BAL Neutrophils
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HS31{H Y32 {H W47{H W50{H S52 {H T52A1H Y53 | H N54 | H N56

total {194 1253 | 556 {211 | 67 | 221 3 | 09 |143 468 [ 125

AR103 108.4

AQ104} 35.6 8.2

AT105{ 51.3 3821 50

AP106| 6351 8 | 21.7 [ 42.0h 34.3

AT107 | 18.7 | 244 13.4 7.1

AQ108f 25 | 117 38.5

AH109{ 93 43.1 129 79.6

AF110 | 6.5 16.3

Q13 | 131 285

AF114 | 02 g

AP115 | 24.2 52.7

AR156 | 100.9

AG157¢ 6.3

AM158} 144.5 25 | 395

AT159 | 47.6

AS206 | 26.6

AN207 | 58.9

AS231} 105 226

AD232 | 425 5 472h 28.6

A1233 | 229

AS234 1 91.2 276 | 13.9 133

AL235} 86

AV236{ 8.7

AD237} 3.9

AY238 | 71

AT239} 44

CONTINUED
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CONTINUED

7D4 {1 HN58{HQ61{HQ64|HT73{HH6H S97{H S98 | H S99 { HW100 | HF100A | H D100B

538 { 168 | 51 133 {152 {387 | 674 | 285 | 90.7 | 1069| 18.1

AR103 419 1 30 2825

A Q104 28.8 |31.8h

AT105 14 | 44

AP106 17.3

AT107

AQ108

AH109 276

AF110

Q113

AF114

AP115

AR156 35.0h} 52

A G157 291

AM158] 52.6 66.2

AT159 || 51.7 ¢ 14 | 10

A S206 222

AN207 13.6

A §231

A D232

A 1233 394 13.1

A 234 27 | 263 ¢ 235 10.8

AL235 3.7 21 15.3

AV236 11 194

A D237 27.1

AY238 9.5 19.3 37.1h} 236

AT239 15.9

CONTINUED
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CONTINUED

L FO1

L N92

L S93

L Y94

6.4

285

13

7.9

AR103

9.7

A Q104

AT105

AP106

AT107

AQ108

AH109

AF110

Q113

AF114

AP115

AR156

133

64.8 h

7.6

A G157

AM158

51.3

AT159

215

A S206

33.5

AN207

374

46.7 h

A S231

AD232

A 1233

A S234

AL235

AV236

A D237

AY238

10.7

16

AT239
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26B11 Hi{H{H| H}| Hj{H H H{ H{H|H
A33 {50 | P52 |F52A | D53 {S55 | Y58 | R96 | N97 | Y99:S100A

total | 24 67 43| 96304 266 294 | 256142 | 6 | 329

D T105 | 23.2 16.2

D P106 | 40.9 10.9

D T107 | 316 229 351

D Q108 {1729 13.9 26.3145.2h(29.1h; 18.6 16.5w

D H109 | 61.3

D F110 {150.9 18.1 47

D K111 {1264 54

DN112 | 54

DQ113 | 15.8 24.7

DG169 | 6.7 17.7

DR170§{ 0

DP171 | 773 30.7h{ 17.8 414

DN172 | 66.5 127 113.9h

D K173 | 68.8 7.2

DP174 | 20.8

DD175 | 80

D S176 | 133

D 5234 | 294

CONTINUED
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CONTINUED

segtq | H I H | H H H I H i LIL LiL | L|L
G100B$100C|F100D S100E|F100F|D100G S30 | N31|W32| Y49 | AS0 | 853

29 | 322 {1029 565 66 9 1159 45 736|314 176 |15.8

D T105 30.3

D P106 68.6

D T107 19.3

D Q108 34.1hi 111372

D H109 33 | 46.6 138.0h

D F110 8.8 | 472

D K111 0.5 33.1h129.0w 203 S 50

D N112

D Q113

D G169

DR170 6.5

DP171 i} 116 | 166 4.7 9

D N172 246h 12.5h 16.4 w 26962 | 12

D K173 16.7h14.1 146.5h 241 | 33

D P174 17.9135.2

D D175 48.4 1.3

D S176 29 142

D S234 || 445 | 16.7

CONTINUED
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G. 24C conrnuen

PCT/US2014/065293

L
(66

L
S67

L
Y91

L
N92

S93

Y94

Y96

D95

13.4

16.3

1.2

43

283

35.6

114

D T105

D P106

D T107

D Q108

13.3w

D H109

14

D F110

8.7

10.3

20.7

51.8

295

D K111

401w

283

2.3

D N112

416 h

41

271w

D Q113

56

D G169

DR170

D P171

2.3

D N172

9.8w

D K173

D P174

D D175

410w

41.2

D S176

D 5234




