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Chimeric and Humanized Variants of 7D9
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Secatchard Analysis of Humanized 22410 Yardants on gD-Mesothelin BJAB Stable Celis

?agzaﬁ - Cyno Cyno+Hu | Cyno
h22hig Graftnl | Graft | v nld ywi vi7 nif wi7 w83 nid vB3
Yersion Sites Sites SHes Sites
Cyno BJAB 1.0 ZR000 1.0 21000 10 25600 1.3 45000
Human BJAR 1.6 18000 1.8 16000 17 17600 1.8 31000
Rat BJAB 1.9 22400 28 15000 3.6 24600 2.7 31000
- o it =3
nZ2A10 = ¥ 8 B
Al S R
= & 2 &
o oy Ly e
Cyno
Human

Rat
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Humanized Antibody SEG
709 Region Sequence i NG
H7D%W1, 7003 HVR-LT KESQSVLYSENGOKNYLA 17
H7D%.v1, h7D8.v3 HVR-L2 WASTRES 18
h7D8.v1, h7DS.V3E HVR-L3 HQYLSSYT 19
h7D%.v1, h7D9.v3 HVR-H1 GYTFTTYWMH 20
R7DG VT, h7D9.v3 HVR-HZ GYIRPSTGYTEYNGQKFKD 21
h7E39.v1, 7083 HVR-H3 ARSRWLLDY 22
7DV, 7093 VL-FRY DIGMTOSPSSLSASVGDRVTITC 23
h7D8 vl VL-FR2 WY QQKPGKAPKLLYY 24
h7D9 w3 VL-FR2 WEOQKPGKAPKLLIY 25
h7D%v1 VL-FR3 GYPSRFSGEBGSCTOFTLTISSLOPEDFATYYC | 26
h7D9.v3 VL-FR3 GVPBRFSGSGSGTDFTLTISSLOPEDFATYFC | 27
n709.v1, h708.v3 VL-FR4 FGOQGTKVEIKR 28
h7DYv1T, H7D8.v3 VH-FRY EVOLVESGGGLVOPGGSLRLECAAS 29
h708.v1, h7DS V3 VH-FR2 WVRQAPGKGLEWY 30
h7DGv1, h7DOV3 VH-FR3 RFTISADTSKNTAYLOMNSLRAEDTAVYYC 31
arDovt, h7DO.v3 VHFR4 WGEOGTLYTVS 32
. T0A
Humanized Antibody SEQ
22410 Region Sequence D NO:
H22A10gralt, h22A10.083 HVR-LT | RASQIHSNYLN 33
h22A10graft, h22A10v 83 HYR-L2 IYTSRLHS 34
h22A10graft, h22A10v .83 HVR-L3 | QQGNTLPYT 35
h22A10graft, h22810v .83 HVER-HT | GFTFSDYFMS 36
h22A10graft, h22A10v .83 HYR-H2 | ATISNGGTYTYYPDSVKG 37
h22A10graft HVR-H3 ARFDGYYFDY 38
h22A10v.83 HVR-H3 ARFDGYIFDY 38
h22A10graft, h22A10.683 VL-FRT | DIGMTQEPSELSASVGDRVTITC 23
h22410graft, h22A10.v83 VL-FRZ | WYQQKPGKAPKLLIY 24
h22Ai0graft, n22A10.v83 VL-FR3 | GVPSRFSGSGEGTDRTLTISSLOPEDRFATYYC T 28
h22A10graft, h22AT0.v83 VL-FR4 | FGOGTRVEIKR 28
h22A10graft, h22A10.983 VH-FRYT | EVOLVESGGGLVOPGOSLRLSCAAS 29
h22A10graft, h22A10.v83 VH-FRZ | WWRQAPGKGLEWY 30
h22A10graft, h22A10.v83 VH-FRY | RFTISRDNSKNTLYLOGMNSLRAEDTAVYYC 40
h22A10graft, h22A10583 VH-FR4 | WGQGTLYTVSES 41
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Mesothelin Sequencs Homology Among Different Species
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Lross-reactivities of h7D8v3 and hZ2A10.V8B3

E::} Human
Cyno

4300

3500+

3000+

1]

2500+

%

2000+

1500

1600

800

Mean Fluorescence intensity

h7D08.v3

Anti-mescthelin Antibody Affinities
Scatchard Analysis on Mesothelin Stably Transfected and Endogenous Cell Lines:

o | oot | "Hotar | oo
Muman BJABR .25 24000 1.8 45000
Cyno BJAB n.d. 1.3 31000
Rat BJAB .. a7 31000
Human 283 0.2 .. 2.7 SO500
2yno 283 n.b. 4.3 356000
Rat 293 n.d. 7.3 81000
Human HT1080 0.97 130600 6.2 38000
Cyno HT1080 n.d. 6.4 113000
Rat 4/4-8M4 . 6.2 171000
OvCard 0.53 14178 9.2 5516
2 OvCardx2. ] 0.58 39963 G 15284
£ | PAC 1 2600 94 7300
g Capan2 .83 10006 4.2 14250
5 AsPCH 0.58 2300 3.3 7100
HPAR- 0.41 4200 10.45 5400

.13
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fts Expressing Chimeric Mesothelin

706 and 22ZAT0 FACS on Ce
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scanning Mutant FACS Fine-maps 709 and 22A10 Epitopes
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fficacy of h7D8.v3~veMMAE Similar to h22A10-veMMAE
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fficacy of h7D9.v3-veMMAE Similar to h22A10-voMMAE
H226.x2 Mssothelioma Xenograft Mode!
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7 BMUCTS Complexes with Mesothslin,
and the Two Profeins are Co-shed
from Dual-positive Cell Lines
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