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PENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCSVMHEALHN
HYTQKSLSLSPG

30

13E4 VH2 b

QVQLVQSGAEVKKPGASVKVSCKASGYTFINYWMHWVRQAPGQGLE
WIGEINPINGRSNY AEKFQGRVTLTVDTSSSTAYMELSRLRSDDTAVYY
CARGTRAMHYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGC
LVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPEAAGGPSVFL
FPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDGVEVHNAKTK
PREEQYNSTYRVVSVLTVLHQDWLNGKEYKCGVSNKALPAPIEKTISK
AKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHN
HYTQKSLSLSPG

31

13E4_VH2 ¢

QVQLVQSGAEVKKPGASVKVSCKASGYTFINYWMHWVRQAPGQGLE
WIGEINPINGRSNY AEKFQGRVTLTVDTSSSTAYMELSRLRSDDTAVYY
CARGTRAMHYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGC
LVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPEAAGGPSVFL
FPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTK
PREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKARPAPIEKTISK
AKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHN
HYTQKSLSLSPG

32

13E4_VH2 d

QVQLVQSGAEVKKPGASVKVSCKASGYTFINYWMHWVRQAPGQGLE
WIGEINPINGRSNYAEKFQGRVTLTVDTSSSTAYMELSRLRSDDTAVYY
CARGTRAMHYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGC
LVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPEAAGGPSVFL
FPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTK
PREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALGAPIEKTISK
AKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHN
HYTQKSLSLSPG
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13E4 VH2 e

QVQLVQSGAEVKKPGASVKVSCKASGYTFINYWMHWVRQAPGQGLE
WIGEINPINGRSNY AEKFQGRVTLTVDTSSSTAYMELSRLRSDDTAVYY
CARGTRAMHYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGC
LVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFL
FPPKPKDTLMISRTPEVTCVVVAVSHEDPEVKFNWYVDGVEVHNAKTK
PREEQYGSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISK
AKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCSVMHEALHN
HYTQKSLSLSPG

34

13E4 VH3

QVQLVQSGAEVKKPGASVKVSCKASGYTFINYWMHWVRQAPGQGLE
WMGEINPIQGRSNYAEKFQGRVTLTVDTSSSTAYMELSSLRSEDTATYY
CARGTRAMHYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGC
LVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFL
FPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTK
PREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISK
AKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCSVMHEALHN
HYTQKSLSLSPG

35

13E4 VH3 a

QVQLVQSGAEVKKPGASVKVSCKASGYTFINYWMHWVRQAPGQGLE
WMGEINPIQGRSNYAEKFQGRVTLTVDTSSSTAYMELSSLRSEDTATYY
CARGTRAMHYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGC
LVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPEAAGGPSVFL
FPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTK
PREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISK
AKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHN
HYTQKSLSLSPG

36

13E4_VH3_b

QVQLVQSGAEVKKPGASVKVSCKASGYTFINYWMHWVRQAPGQGLE
WMGEINPIQGRSNYAEKFQGRVTLTVDTSSSTAYMELSSLRSEDTATYY
CARGTRAMHYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGC
LVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPEAAGGPSVFL
FPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDGVEVHNAKTK
PREEQYNSTYRVVSVLTVLHQDWLNGKEYKCGVSNKALPAPIEKTISK
AKGQPREPQVYTLPPSREEMTKNQVSLTCLVK GFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHN
HYTQKSLSLSPG

37

13E4 VH3 ¢

QVQLVQSGAEVKKPGASVKVSCKASGYTFTINYWMHWVRQAPGQGLE
WMGEINPIQGRSNYAEKFQGRVTLTVDTSSSTAYMELSSLRSEDTATYY
CARGTRAMHYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGC
LVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPEAAGGPSVFL
FPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDGVEVHNAKTK
PREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKARPAPIEKTISK
AKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCSVMHEALHN
HYTQKSLSLSPG

38

13E4 VH3 d

QVQLVQSGAEVKKPGASVKVSCKASGYTFTNYWMHWVRQAPGQGLE
WMGEINPIQGRSNYAEKFQGRVTLTVDTSSSTAYMELSSLRSEDTATYY
CARGTRAMHYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGC
LVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPEAAGGPSVFL
FPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDGVEVHNAKTK
PREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALGAPIEKTISK
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AKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCSVMHEALHN
HYTQKSLSLSPG

13E4 VH3 e

QVQLVQSGAEVKKPGASVKVSCKASGYTFINYWMHWVRQAPGQGLE
WMGEINPIQGRSNYAEKFQGRVTLTVDTSSSTAYMELSSLRSEDTATYY
CARGTRAMHYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGC
LVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFL
FPPKPKDTLMISRTPEVTCVVVAVSHEDPEVKFNWYVDGVEVHNAKTK
PREEQYGSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISK
AKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHN
HYTQKSLSLSPG

40

13E4 VH4

QVQLVQSGAEVKKPGASVKVSCKASGYTFINYWMHWVRQAPGQGLE
WMGEINPINGRSNYAEKFQGRVTLTVDTSSSTAYMELSSLRSEDTATYY
CARGTRAMHYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGC
LVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFL
FPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTK
PREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISK
AKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHN
HYTQKSLSLSPG

41

13E4 VH4 a

QVQLVQSGAEVKKPGASVKVSCKASGYTFINYWMHWVRQAPGQGLE
WMGEINPINGRSNYAEKFQGRVTLTVDTSSSTAYMELSSLRSEDTATYY
CARGTRAMHYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGC
LVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPEAAGGPSVFL
FPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTK
PREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISK
AKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCSVMHEALHN
HYTQKSLSLSPG

13E4 VH4 b

QVQLVQSGAEVKKPGASVKVSCKASGYTFINYWMHWVRQAPGQGLE
WMGEINPINGRSNYAEKFQGRVTLTVDTSSSTAYMELSSLRSEDTATYY
CARGTRAMHYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGC
LVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKRVEPKSCDKTHT CPPCPAPEAAGGPSVFL
FPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTK
PREEQYNSTYRVVSVLTVLHQDWLNGKEYKCGVSNKALPAPIEKTISK
AKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCSVMHEALHN
HYTQKSLSLSPG

43

13E4_VH4 ¢

QVQLVQSGAEVKKPGASVKVSCKASGYTFTNYWMHWVRQAPGQGLE
WMGEINPINGRSNYAEKFQGRVTLTVDTSSSTAYMELSSLRSEDTATYY
CARGTRAMHYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGC
LVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKRVEPKSCDKTHT CPPCPAPEAAGGPSVFL
FPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTK
PREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKARPAPIEKTISK
AKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCSVMHEALHN
HYTQKSLSLSPG

13E4_VH4_d

QVQLVQSGAEVKKPGASVKVSCKASGYTFINYWMHWVRQAPGQGLE
WMGEINPINGRSNYAEKFQGRVTLTVDTSSSTAYMELSSLRSEDTATYY
CARGTRAMHYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGC
LVKDYFPEPVITVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSL
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goooaoano

GTQTYICNVNHKPSNTKVDKRVEPKSCDK THT CPPCPAPEAAGGPSVFL
FPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDGVEVHNAKTK
PREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALGAPIEKTISK
AKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCSVMHEALHN
HYTQKSLSLSPG
QVQLVQSGAEVKKPGASVKVSCKASGYTFINYWMHWVRQAPGQGLE
WMGEINPINGRSNYAEKFQGRVTLTVDTSSSTAYMELSSLRSEDTATYY
CARGTRAMHYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGC 10
LVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKRVEPKSCDK THTCPPCPAPELLGGPSVFL
FPPKPKDTLMISRTPEVTCVVVAVSHEDPEVKFNWY VDGVEVHNAKTK
PREEQYGSTYRVVSVLTVLHQDWINGKEYKCKVSNKAL PAPIEKTISK
AKGQPREPQVY TLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHN
HYTQKSLSLSPG

13E4 VH4 e 46
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£ R LC B ELFIE 5
DIQMTQSPSSLSASVGDRVTITCRTSENIYNNLAWYQQKPGKSPKLLIY A
ATNLADGVPSRFSGSGSGTDYTLTISSLQPEDFATYYCQHFWGTPLTFG
13E4 VL1 | GGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQW 47
KVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEV
THQGLSSPVTKSFNRGEC

DIQMTQSPSSLSASVGDRVTITCRTSENIYNNLAWYQQKPGKAPKLLIY
AATNLADGVPSRFSGSGSGTDYTLTISSLQPEDFATYYCQHFWGTPLTF
13E4 VL2 | GGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQ 48
WEKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACE
VTHQGLSSPVTKSFNRGEC 40
DIQMTQSPSSLSASVGDRVTITCRTSENIYNNLAWYQQKPGKAPKLLIY
AATNLAEGVPSRFSGSGSGTDYTLTISSLQPEDFATYYCQHFWGTPLTF
13E4 VL3 | GGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQ 49
WEKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACE
VTHQGLSSPVTKSFNRGEC

DIQMTQSPSSLSASVGDRVTITCRTSENIYSNLAWYQQKPGKAPKLLIYA
GTNLADGVPSRFSGSGSGTDYTLTISSLQPEDFANYYCQHFWGTPLTFG
13E4 VL4 | GGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQW 50
KVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEV
THQGLSSPVTKSFNRGEC
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k. (M151) k(s Ko (pM)
13E4 WT 1st 1.0608(2)*e6 3.7(2)e-7 0.35(1)
13E4 WT 2nd 9.03(1)e5 1.50(2)e-6 1.66(1)
13E4 WT 3rd 8.402(9)e5 1.18(2)e-6 1.40(1)
Y15 (1=3) 9[1]**e5 1.0[6]e-6 1.1[7]
13E4_ZEHBAK 2-1 9.132(1)eb 3.9(2)e-7 0.43(1)
13E4_ 2 B4R 2-11 8.801(1)e5 4.3(2)e-7 0.49(1)
13E4_ZE R AR 2-
i 8.623(1)e5 8.2(2)e-7 0.95(1)
13E4_ Rk 9-1 8.427(2)e5 1.02(2)e-6 1.21(2)
13E4_% B4K 9-ii 7.843(2)e5 1.81(3)e-6 2.81(1)
13E4_ZE 84K 9-
iii 7.913(8)e5 4.17(2)e-6 5.27(1)
13E4 & R4k 15-
i 7.205(7)e5 6.13(2)e-6 8.51(1)
13E4_Z %K 15-
ii 6.966(8)e5 9.14(3)e-6 13.1(1)
13E4_ZER1K 15-
i 6.947(9)e5 6.94(3)e-6 9.99(1)
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VAT ) P A T a—il

i) | L | mHE | PK L

S | 1= 1x . 1x (HEREH)

Ty | = Ix 1x (HEREAP)

1%% 1x 1x 3x (5°, 4h) =

2HH Ix 1x 1x E

3 HH 1x a

4 HH 1z 1x 1x -

8 HH 1x 1x 1x -

15 HH Ix 1x Ix .

22 HH 1x 1x 1x 1x UPERE %)

29 H H 1x 1x 1x 2x (PENE Fh, RBRIYEH %)
Ooo00ooao
oo0oooooooooob0oooooooooooOooao Oo0oooOoooooOooooao
gotbooboooooboo0ooooooooooooouooobooooooOdd ooo
0O0oaod Oo0oo0ooooooooo0ooboo0oooboooooooooobooobooOooan
goodooooobooobooooooooooboDooboDooooooao oooooad 0
Oo0o0o0oooooooo0oooboo0o0ooboo0oo0ooooobo0oo0ooDbo0o0oo0ooooooooonodo
go0ooooooooooooooaodad Oo00o0oooooooooooooboooaoao
O OoooobooooobooooOooooooooboo0ooobooobO0toooooooooOoaa
N T e e e 6 I O N O N AR VO
Oy Ooooooooboao ooodgao oooooogoao oooood goooodd
Ooo0oo0oaoao go0oo0oooO0oooooooooooboooooooo0oooboooooao
ooooooob0ooooooboo0oooOoonOoaoo gooooooooooooOoooodgao
oooooooooooobooo0oob oo oooooooboDoooboooboOoao O
Ooooao Ooo0oooooooao Oooo Ooo0ooo0oooooOoao Oo0ooo0ooooao
Oo0o0o0oooooooo0oooboo0o0ooboo0oo0ooooobo0oo0ooDbo0o0oo0ooooooooonodo
goooooob0ooooooboooooooboooooooooOoodao
Ooo0o0oooaod
Ooo0oo0oaoao

R13. AT bN—TqPCRT7 v BEAIERA LT TOsIRNAT v F A, 757414~
—. BL U7 o —7DE%|

WE_ 4% | K5I (65 -3)
s
SSB v A (| UUACAUUAAAGUCUGUUGUUU
1K)
GTCGTATCCAGTGCAGGGTCCGAGGTATTCGCACTGGATACGACA
SSB RT
AACAAC
7 el P
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AUCo20a |5 E| CL CL altllea beta ti
AOC RER (mg/mL)*min| mg/kg mL/min/kgul/min/kgl h h
(mg/kg)
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etk TfR1 A=V4HFIL CDT1
@ hTfR1.l9G2 mAb-SSB DAR1 % hTfR1.IgG2 mAb-SSB DAR1
& hTfR1.1gG2 mAb 4 hTfR1.1gG2 mAb
31 3 -
2-
o
o @
po <
< <
1-
T T T T J 0 . - - - .
0:1 1 10 199 1080 10900 0.1 1 10 100 1000 10000
PM mAD pM mAb
FTTRT19G2 mAb-SSB DART | RTTR1.19G2 mAb hiTR1.\ge2mabSSEDARE | hTiR1.lg62mab
EL AR CORREGRE ELSETORRNENA
BEEAE SEHAE
Bmax 2339 2371 Emex 2283 2218
h 1.794 177 h 1.959 1.86
Kd 3179 3.224 Kd 4.994 4.872
oooodao oooodao
Hel92 ErB1EEEMERE
g s i e v -~ hTfR1.19G2 mAb-SSB DAR1
g # hTfR1.19G2 mAb-MSTN DARH1
# hTfR1.9G2 mAb-MSTN DAR1 1251
1251 "
N 2
2 Q
- <
< & =
Z ~ o
g E R
E g 3 7]
¥ o
» o B R
® 7
7
0 T T T
-2 0 2

Log siRNA conc nM

Log siRNA conc nM
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BERR AR PN E
- PBS & 5%288H
-®- hTfR1.1gG2 mAb-SSB DAR1 3 mg/kg
200 1 hTfR1.19G2 mAb-SSB DAR1 6 mg/kg ® PBS
a ® hTfR1.19G2 mAb-SSB DAR1 3 mg/kg
g 2004 ©® hTfR1.1gG2 mAb-SSB DAR1 6 mglkg
T s N
= i 2
= ﬁ 100 0( )
+ = i
< T I T L
o -
>
9 uh g
(7] ﬂ I; Eg L
.‘;6 50 R
E e\o o 0 [ B
g o @
o A
25 T r r % § 25 e m$—- .....
7 21 28 E
&'—5—&0)5& 0.6 nM 2.0 nM siRNA
12.5 T T T
oooad oooad
- = O
® PBsS HhZOAFILCDTIZ T B4R
100 - IgG1-TRWT
hTfR1.lIgG2 mAb-SSB DAR1 3 mg/k y
- 9 g/kg = higG1TR2i
X - hTfR1.lgG2 mAb-SSB DAR1 6 mg/kg ig 2 higG1TfR-v2i
. b = higG1TfR-v2ii
g - higG1TfR-vOi
° * higG1TfR-VOii
8 o B=F= . . . . hlgG1TfR-v9iii
& 0.1 1 10 100 1000 10000 higG1TfR-v15i
g pM mAb higG1TfR-v15ii
£ higG1TfR-vA15iii
E IgG1-TRWT higG1TfR-v2i higG1TfR-W2ii higG1TfR-V2iii _higG1TR-V9i
% Bmax 99.11 93.14 94.21 94.32 94.96
ﬂs h 1.339 1.559 1.58 1.349 1513
@ Kd 5819 11.95 12.72 9.2 11.01
higG1TfR-V3ii_higG1TfR-Wiii higG1TfR-v15i higG1TfR-v15ii higG1TfR-v15iii|
Bmax 94.32 94.02 94.21 94.39 96.37
h 1.743 1.736 1.551 1.535 1.539
Kd 11.37 13.69 12.46 17.95 10.31
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ERFCD71ISH T B84 T+TIR #&&
100 -+ 13E4 IgG1 WT 4-
+ hlgG1TfR-v2i
;g + higG1TR-v2i 34
K 50 + hIgG1TR-V2ii
[ -3 -~ hIgG1TfR-v9i o 2
R —* hIgG1TR-v9ii 3
0 - e — hIgG1TfR-v9ii < 1]
0.1 1 10 100 1000 10000 higG1TfR-v15i
pM mAb hlgG1TR-v15ii 0-
higG1TfR-v15iii 1 10 100 1000 10000
I9G1-TR WT_higG1TiR2i__higG1TiRV2ii _higG1TR-V2iii_higG1 TiRvAi -1- pM mADb
Bmax 98.26 94.18 92.89 95.01 95.74
h 1.181 1352 1.434 1.202 1223
Kd 6.196 8.175 9643 9.578 9.729
higG1TIRQii_higG1 TIR-vSiii_higG1TRv15i_higG1TR-v15ii_higG1 TR-v15iii S UQEITIEWT == (higB il
95.16 93.76 95.31 937 96.48  MEAF2474 ¥ higCITRVAS!
1571 156 1.201 1.252 1.351 4+ higG1TR2 = higG1TR-v15i
8235 11.97 7127 9.874 6.295 = hIgGITR2ii -+ higG1TR-v15ii
+ hIgG1TiR-v2ii
& higG1 TRV
& higG1TR-vSii
goooao oooooao
IgG1 TR A
B : HFE+TfR &4
Kd %
Kd(Tr+TRYKA(TR) 5 4
Bmax 3.509]
h 1.481
Kd 56.99|
Kd(T+TRYK(TR) i 3
Q24
n
<
< 1
0-
1 10 100 1000 10000
== pPM mADb
% IgG1 TIRWT =& higG1TfR-v9iii
& [BEFEAF2474  higG1TfR-v15i
-+ hlgG1TfR-v2i == higG1TfR-v15ii
-+ hlgG1TfR-v2ii =% higG1TfR-v15iii
-+~ hlgG1TfR-v2iii
© hlgG1TfR-v9i
= hlgG1TfR-v9ii
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[FrEs < a
ISQZ“R = CD16a 158V =X 3 5#5 & higG1 TR IgG1 WT
h .368]
[Ka 40.9) - higG1 TIR-ZER#& 5i
[Kd(HFE+TR)/Kd(TR) 13.6} .
- higG1 TIR-ZRtk 2i
Bmax B G1m-2‘2;6 E— 3.136 - G1m‘2.:‘aem1mm:|7sh GmRTa?:‘ & hlgG1 TR-ZERK 9
o . S—rY — p——r) = higG1 TIR-EERHE 2i
Kd(HFE +TfRY/Kd(TR) 10.4] 11.4] 8.5) 10.2] 8.5 hIgG1 TfR—x;f* 9ii
- higG1 TIR-ZE&H 2ii
higG1 TIR-ZER4k gii
0.01 0.4 1 10 100 1000 @ higG1 TR-ZE& 15ii
nM mAb * higG1 TIR-ZRHK 15ii
10
Ooo00oaoao Ooo00ooano
- TfR2 Ab B-6
TfR2 (= a 1504
1< ¥ o8 & higG1TR-V2i
41 -+ hIgG1TR-V2i
3 * higG1TfR-2ii s ‘Zt 1004
g 2 - hlgG1TfR-vOi il L‘é
3 - higG1TfR-vIii fé &
" & higG1TR-Vii @ 501
0 2 higG1TfR-v15i N 20
0.001 0.01 0.1 1 10 100 1000
" M mAb = hlgG1TfR-v15ii
-~ hlgG1TfR-v15iii 0 T T 1
-+ higG1 TR-WT 4 =2 g &
-a- hlgG1 TfR-Var2i-SSB + hlgG1 TfR-Var2i-scr
v higG1 TIR-Var2ii-SSB il -+ hlgG1 TIR-Var2ii-Scr
hlgG1 TIR-Var2iii-SSB |+ hlgG1 TIR-Var2iii-Scr
- higG1 TR-Var9i-SSB i| = hlgG1 TR-Vardi-Ser
~ higG1 TIR-Var9i-SSB i -+ hlgG1 TIR-Vardii-Ser
hlgG1 TIR-Vargii-$SB i -+ hlgG1 TR-Vargiii-Ser
hlgG1 TR-Var15i-5SB i| =+ hlgG1 TIR-Var15i-Scr
= higG1 TIRVart5ii-sB | -+ hlgG1 TR-Var1i-Ser § 30
& hlgG1 TIR Var15ii-5SBY o~ hlgG1 TfR-Var15ii-Ser}
hlgG1 TIR-WT-SSB o hlgG1 TIR-WT-Scr
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higGT TIR Var2SSB_higG1 TIRVar2i-SSB_higG1 TIRVar2irSSB | higG1 TIRVar9-SSB___higG1 TIRVaroi-SSB . ( . )
- Y e HEL92:PBMC (1:20
[P 1458 89 4 538 5482
LogEC50 04851 056479 05046 05777 08734
EC50 (nM) 03273 225 0.312 0. 14 0.1338
Ry 528 6046 518, 4526 4837
Emax (%KD) 55.42 3.11 49.57 46.17 45.18
higG1 TIR-Var9ii SSB_higG1 TR Vari5r-SSB_hlgG1 TIR Var15i-SSB_higG1 TiR-Var15i- SSB] higG1 TIRWT Chim SSB - higG1 TfR-WT
RbL 01 103 9.32 104
ro s 34 504 304 5436 5106 ¢ hlgG1 TfR-WT, ASC DAR1
LogEC50 5671 0.4047 02551 ~0.289 04791
EC50 (M) 2709 03938 5557 0514 03318 Q
RN 4767 5250 4537 4962 47.38 8 A V2i LALA-KG
Emax (%KD) 49.66 4956 46.06 45,64 3894 2
< v V9i, LALA-KG
EN ¥ V2ii, LALA-LR
© V2ii, LALA-LR, ASC DAR1
- V9ii, LALA-LR
© Vi, LALA-LR, ASC DAR1

log [ug/ml]

goooaod goooad

HEL-92 CDC
50% HFHk

m 10 nM

ay
m 1nM

- higG1 TIR-WT
21 =& higG1 TR, v2ii
- higG1 TfR voii
- AICC

% 3% HEL-92
£
-

log[ug/ml]

8 $ B 8 2 ° o
% %, %, 9
(LEY %) SAD B9 %, %%



Oooooo ooooo
1209 —
= 0.25-
2
100 w i
< 0.20
2 80
{z T 015
iR
26 ™ £ 0.10-
£ E .Ea
o g 40 #5 0.05-
- é 0.00-
0 T T T T '0-05 1 T I 1 1 1
-4 -2 0 2 Q N
Log siRNA Conc. (nM) N > ® N
BEHOBK
- EFteoL
-8~ TfR1.hIgG2 MAb-SSB DAR 1 —— IgGZ_SSB (6 mg/kg SlRNA)
T = higG1 TfR-Var2ii-SSB DAR 1 (6 mg/kg SIRNA)
= LRAGGHIMALV a1 SIS BID AR -= hlgG1 TfR-Var9ii-SSB DAR 1 (6 mg/kg siRNA)

(119)

JP 2022-513482 A 2022.2.8

TfR1.hlgG1mAb-Var2ii-SSB DAR 1
~¥- TfR1.hlgG1mAb-Var9ii-SSB DAR 1
TfR1.higG1mAb-Var9ii-SSB DAR 1
—4 TfR1.hilgG1mADb-Var15i-SSB DAR 1

TfR1.hIgG1mAb-Var15ii-SSB DAR 1
-@: TfR1.h1gG2 mAb- RS> FIJL DAR 1

-A- TfR1.higG1mAb-Var2ii- R%5>F)JL DAR 1
-¥: TfR1.hIgG 1mAb-Vardii- 45> FJL DAR 1

ooooad

SSBmRNA LAL
(BEH/T D% )

100+

o
o
1

254+

oooooao

g
(RN RY
W
]
¥k
YWELR
RIE
By
U EA
e
wWE—+ W
Wy
L
il
L]
i
W8
oy
we
WEIR)
T
HEE=
WEMY
wEE
Wi e
i pA
Wyreq
HEE
LEE )

1000 5

=
=
-

10000 5

()
11 YNY!S 858

10 4

10

20

30

40

50



goooaoano

g
(BB
Y
W
ke
YELR
Hig
1)
W W
WiE

wWai=+

WY "¢
By
L L
Ll
B
1)
F-0
i
HEHR)
e T
HEE=
HEHY
e
W Tlige
Tl A
HYrea
BEE
UL

T T
w 2
~ o

1254
754
0

(%@(433)
1y YNYW gSS

ooooad
2022513482000001.app

(120)

JP 2022-513482 A 2022.2.8

10

20

30

40

50



(121)

gooooboag

INTERNATIONAL SEARCH REPORT Intemational application No.

JP 2022-513482 A 2022.2.8

PCTIUS 19/68078

A

IFC -

CLASSIFICATION OF SUBJECT MATTER

CPC - AB1K 39/39558, CO7K 16/40, COTK 16/2881,
CO7K 2317/567, COTK 2317/528, CO7K 2317/71, CO7K 2317/33, COTK 2317/92, COTK 2317190,
CO7K 2317524, CO7K 2317/55, CO7K 2317/84, CO7K 2317/52, CO7K 2317/41, COTK 2317/565,
COTK 2317/72, COTK 2317/24, COTK 2317/732

According to International Patent Classification (TPC) or to both national classification and IPC

CO7K 16/28, COTK 16/40, AB1K 39/395, AG1K 38/00 (2020.01)

CO7K 16/283, A61K 2039/505, CO7K 2317/31,

B.

FIELDS SEARCHED

Minimun documentation searched {classification system followed by classification symbols)
Sea Search Histery document

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched
See Search History document

Electronic data base consulted during the intemational search (name of data base and, where practicable, search terms used)
See Search History document

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

Citation of document, with indication, where appropriate, of the relevant passages Relevant to ¢claim No.

A

wherein X1is N and X2 is Q

158

*|KR20140026045 A (KNU INDUSTRY COOPERATION FOUND.IKR], ot al.) 05 March 2014 1-5
(05.03.2014) SEQ:22, amine acids 50-66, 82.0% idenity to EINPIX1GRENYAXZKFQG,

WO 2018/081643 A1 (GENENTECH INC.[US]) 26 May 2016 (26.05.2016) Claim 1; SEQ ID NO [1-5

D Further documents are kisted in the continuation of Box C.

E] See patent family annex.

*

g

wpm

“gm
upn

wpr

o

Special categories of cited documents:

document defining the general state of the art which is not considered
10 be of particular relevance

docwment cited by the appli in the injernational application

“T* later d 1 published after the i | filing date or pricrity
date and not in conflict with the application but cited to understand
the principle or theory underlying the invention

“X™ d of ignl ] : the claimed inventien cannot be
idered novet or cannot be considered o imvalve an inventive step

earlier application or patent but published on or after the international
filing date

document which m# throw daubts on prierity claim(s) or which
is cited to establish the d)uhllcauon date of another citation or other
special reason {as specified

document referring to an oral disclosure, use, exhibition erother means
document published prior to the internationat filing date but later than
the priarity date claimed

when the document is taken alone

“Y* document of particular relevance; the claimed invention cannot
be considered to involve an inventive step when the docurment is
combined with one or more other such d 3, such
being obvicus to a persan skilled in the art

“&" document member of the same patert family

Date of the actual completion of the intermational search
10 March 2020

Date of mailing of the intemnational search report

24 APR 2020

Natne and mailing address of the 1ISA/US

Mail Stop PCT, Attn: ISA/US, Commissioner for Patents
P.O. Box 1450, Alexandria, Virginia 22313-1450

Facsimile No. 571-273-8300

Authorized officer
Lee Young

Telephone No. PCT Helpdesk: 571-272-4300

Form PCT/ISA/210 (second sheet) (July 2019)

10

20

30

40

50



(122) JP 2022-513482 A 2022.2.8

INTERNATIONAL SEARCH REPORT International application No.

PCT/US 19/68078

Box No. 1 Nucleotide and/or aming acid sequence(s) (Continuation of item 1.c of the first shect)

1. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search was
carried out on the basis of a sequence listing:

a. D forming part of the international application as filed:
D in the form of an Annex C/ST.25 text file.
D on paper or in the form of an image file.

b. I:l furnished together with the international application under PCT Rule 13rer. [{a) for the purposes of intemational search
only in the form of an Annex C/ST.25 text file.

[ furnished subsequent to the intemational filing date for the purpeses of international search only:
m in the form of an Annex C/ST.25 text file (Rule 13fer L(a)).
D on paper or in the form of an image file (Rule 13ter.1{b} and Administrative [nstructions, Section 713).
2 E] in addition, in the case that more than one version or copy of a sequence listing has been fited or furnished, the required

statements that the information in the subsequent or additional copies is identical 1o that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were fumished.

3. Additional comments:

Form PCT/ISA/210 {continuation of first sheet {1}) (July 201%)

10

20

30

40

50



(123) JP 2022-513482 A 2022.2.8

INTERNATIONAL SEARCH REPORT International application No.
PCTAIS 19/68078

Box No. II Observations where certain claims were found unscarchable {Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

L D Claims Nos.:
because they relate o subject matter not required to be searched by this Autherity, namely:

2. D Claims Nos.:

because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3 Claims Nos_: §-106

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. III  Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

1 D As all required additional search fees were timely paid by the applicant, this international search repert covers all searchable
claims.

2. D As all searchable ctaims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3 D As only some of the required additional search fees were timely paid by the applicant, this internaticnal search report covers
only those claimns tor which fees were paid, specifically claims Nos.:

4. D No required additionat search fees were timely paid by the applicant. Consequently, this international search report is restricted.
to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark oo Protest D The additional search fecs were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.
D The additional search fies were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.
D No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (July 2019)

10

20

30

40

50



(124) JP 2022-513482 A 2022.2.8

gboooooooog

Gynoooooo oo gbooobooooood
U Ooooo  14/52 (2006.01) ooooo 14/52 ooooooo
U oooo  15/63 (2006.01) ooooo 15/63 ooooooo
U oooo  39/395(2006.01) ooooo 15/113 0000 000
U oooo  35/00 (2006.01) ooooo 39/395 0000 OOO
U oooo  47/68 (2017.01) ooooo 35/00 ooooooo
U oooo  31/7088(2006.01) ooooo 47/68 ooooooo
U oooo  31/713(2006.01) ooooo 31/7088 0O0O0O0O OOO
U oooo  31/537(2006.01) ooooo 31/713 0000 OO0
U oooo  38/05 (2006.01) ooooo 31/537 0000 OOO
U Oooo  48/00 (2006.01) ooooo 38/05 ooooooo
U Oooo  45/00 (2006.01) ooooo 48/00 ooooooo
U oooo  31/7125(2006.01) ooooo 45/00 ooooooo
U oooo  31/712(2006.01) ooooo 31/7125 0000 OOO
U oooo  35/02 (2006.01) ooooo 31/712 0000 OOO
U oooo  21/02 (2006.01) ooooo 35/02 ooooooo
U oooo  16/28 (2006.01) ooooo 21/02 ooooooo

goooo 16/28 oooo ooo

MK,MT,NL,NO,PL,PT,RO,RS,SE,SI,SK,SM,TR),0A(BF,BJ,CF,CG,CI,CM,GA GN,GQ,GW ,KM,ML,MR,N
E,SN,TD,TG),AE,AG,AL,AM,AO,AT,AU,AZ,BA,BB,BG,BH,BN,BR,BW BY,BZ,CACH,CL,CN,CO,CR,CU,
CZ,DE,DJ,DK,DM,DO,DZ,EC,EE,EG,ES,FI,GB,GD,GE,GH,GM,GT,HN,HR,HU,ID,IL,IN,IR,IS,JO,JP KE K
G,KH,KN,KP KR KW ,KZ,LA,LCLK,LR,LS LULY MAMD,MEMGMKMNMWMXMY,MZNANG,N
I,NO,NZ,0M,PA,PE,PG,PH,PL,PT,QARO,RS,RU,RW,SA,SC,SD,SE,SG,SK,SL,SM,ST,SV,SY, TH,TJ, TM,
TN, TR, TT,TZ,UAUGUSUZVCVN,ZAZM,ZW

O

gobgobooooobobobobooo

ubogoodaod

goooooooao
ubooooob ooobo bobooboob obobo bobobooboboboobooobooo

oobo0o 0000 000
(720000 DOoooooooogod
ooboooobOo oooobo booobooooo ocooboo oboboooooobooboboooboooo
gbobogo booo ooo
000000000 4C076 AA95 CC27 EE41 EES9 FF68
4C084 AAO01 AAO2 AA13 AA17 BA10 BA14 BA23 BA32 DA27 NA13
ZA941 7B072 ZB261 ZB271
4C085 AA14 AA16 AA26 AA27 BB11 BB36 BB42 CC21 DD62 EEO1
4C086 AAO01 AAO2 AAO3 CB22 EA16 MAO1 MAO4 MAS55 NA13 ZA94
ZB26 ZB27
4H045 AA11 AA20 AA30 BA40 BA54 BA72 CA40 DAO1 DA76 DA83
EA20 EA28 FA74



	biblio-graphic-data
	abstract
	claims
	description
	drawings
	reference-file-article
	search-report
	overflow

