WO 2011/110642

Figure 1

i/22

VE Comparison 1:

IgHV1-18-1
VH1016~-181
VH1016-066
VH1016-065
VH1016-06%9
VH1016-082
VH1016-089
Consensus

IgHVi-18-1
VH10l6-181
VH10156~066
VH1016-065
VH1016-069
VH1016-082
VH1016-08%9
Censensus

QVQLVQSGAEVERKPGASVREVSC
QVQLVQSGREVKKPGASVEVSC
QVQLVQSGAEVKKPGASVEVSC
QVQLVQSGAEVEKKPGASVKVSC

ASGYTF THYGI SWVROAPGRGLEWMGH I SEYNGRTNY2AQ
SGYTF YGISWVRQAPG LEWMGWIS§YNG¥TNYBQ

KLQGRVTMT&DTSTgTAYMELRSLRSDDTAVYYCAR
e TgT%TAYMELRQLRSDDTAVYYCAR

KLQGRVTMTTDTSTS?AYMELRSLRSDDTAVYYCARDLRGTNYFDYWGQGTL\TVSS

VH Comparison 2:

IgEV1-69-4
VH1016-005
VH1016~031
VE1016-006
VH1016-007
VH1016-011
Consensus

TgHV1-69-4 }

VH1016-005 ¥

VH1016-031
VH1016-006

VH1016-007 }

VH1016-011
Consensus

VH Comparison 3:

OVOLVQSGAEVKKPGSSVKVSCKASGETESSHR
QVQLVQSGAEVKKPGSSVKVSCKASGGTFSS
QVOLVQSGAEVKKPGS SVRVSCRASGGTESS
QVQLVOSGAEVKKPGSSVKVSCKASGGETFSS
QVOLVQSGAEVKKPGSSVKVSCKASGGTEFSS
QVQLVQSGAEVKKPGSSVKVSCKASGGTESS
QVQLVQSGAEVKKPGSSVKVSCKASGGETESS

.ifVRQAPGQGLEWMG :
WVRQAPGQGLEWMG 3:§PI LG

‘FQGRVTZTADKSTSTA ‘ELSSLRSEDTAVYYCAR

iFQGRVTITADKSTSTAYMEL%SLRSEDTAVYYCAR

_FQGRVIITADKSTSTAY%EL SLRSEDTAVYYCAR
MFQGRVTITADKSTSTAYMEL SLRSEDTAVYYCAR;
MFQGRVTITADKSTSTAYMELSSLRSEDTAVYYCARDVGYDSADAFDIWGQGTMVTVSS

TgAV3-30-3-
VH1016-017
VH1016-025
VH1016-022
Ceonsensus

IgHV3-30-3-

VH1016-017
VH1016-025
VHE1016-022
Consensus

i QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYAMHWVRQAPGKGLEWVA?ISYDGSNK
QVQLVESGGGVVQPGRSLRLSCAASGF TFSSYAMEWVRQAPGKGLEWV, ISYDGSEK
QVQLVESGGGVVQPGERELRLSCAASGF TFSSYAMEWVRQAPGKGLEWV, ISYDGS\K
QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYAMHWVRQAPGKGLEWVAVIoYDGSﬁK

QVOLVESGGGVVQPGRSLRLSCAASCGF TFSSYAMEWVRQAPGKGLEWVAVISYDGSNKYYAD

1
SVKGRETISRDNSKNTLYLQMISLRABDTAVY YCAR]
SVKGRFTI&RDNSKNTLYLQM%SLRA%DTAVYYCA
SVKGRFT I§RDNSKNTLYLOMESLRAEDTAVYYCA
SVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCA

VE Comparison 4:

IgHV3-23-1
VH1016-040
VH1016-045
VE1016-039
Consensus

EVQLLESGGGLVQPGGSLRLSCAASGFTF; AM%WVRQAPGKGLEWVS%ISGSGG§TYYAD
EVQLLESGGGLVQPGGSLRLEGCAASGE TF: ROQAPGKGLEWVSRISGSGEEETYYAD
EVQLLESGGGLVQPGGSLRLSCAASGFTFH AMEWVRQAPGKGLEWVS ISGSGGETYYAD
EVQLLESGGGLVQPGGSLRLSCAASGFTF§§YAM5WVRQAPGKGLEWVSRISGSGGETYYAD

EVQLLESGGGLVQPGGSLRLSCAASGE TF SSYAMEWVRQAPGKGLEWVSAISGSGGITYYAD

b

PCT/EP2011/033646



WO 2011/110642

PCT/EP2011/053646
2722

Figure 1 {continued)
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Figure 2 (continued)
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Figure 4
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Figure 6
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Figure 8
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Figure 9

KP4 xenograft model
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Figure 10
MKN45 xenograft model
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Figure 11

MKN45 xenograft model
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Figure 12

Survival assay with KP-4 cells and 5D5 mAbs
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Figure 13
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Figure 14
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Figure 15
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Figure 16

NCI-H441 proliferation assay
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Figure 17

KP4 viability assay
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Figure 18

cMet down-modulation/degradation
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Figure 19
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Figure 20
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