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goooaoano

#1

CDR

1 2 3

Vu

GFTFSDDY[fd 5135 5 1] | ISGSGGST[AZ4IFE 5 2] | ATGVPYCSTTRCPPYYYT
MDV[E 5% 5 3]

Vi

QSVDSTA[BLHIE = 4] AAS[EHEE 5 5] QODGEYPLT[E.FIE & 6]

EVQLLESGGGLVQPGGSLRLSCAASGFTFSDDYMSWVRQAPGKGLEWVSVISG
SGGSTDYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCATGVPYCSTT
RCPPYYYTMDVWGQGTTVTVSS[HFE 5 7]

EIVLTQSPGTLSLSPGERATLSCRASQSVDSTALAWYQQKPGQAPRLLIYAASSR
ATGIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQDGEYPLTFGQGTKVEIK[#!

S5 8]

Vi-Vu
scFv

EIVLTQSPGTLSLSPGERATLSCRASQSVDSTALAWYQQKPGQAPRLLIYAASSR
ATGIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQDGEYPLTFGQGTKVEIKGG
GGSGGGGSGGGSGGGGSEVQLLESGGGLVQPGGSLRLSCAASGFTFSDDYMSW
VRQAPGKGLEWVSVISGSGGSTDYADSVKGRFTISRDNSKNTLYLQMNSLRAE
DTAVYYCATGVPYCSTTRCPPYYYTMDVWGQGT TVTVSS[#l 51/& & 9]

goooaod

O

Vi-Va
scFv @
DNA

GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTCTTTIGTCTCCAGGGGAAC
GIGCCACCCTCTCCTGCCGTGCCAGTCAGAGTGTTGACAGCACCGCCTTAGC
CTGGTATCAGCAGAAACCTGGCCAGGCTCCCCGACTCCTCATCTATGCCGCA
TCTAGCCGTGCCACTGGTATCCCAGACCGTTTCAGTGGCAGTGGGTCTGGGA
CAGACTTCACTCTCACCATCAGCAGACTGGAGCCTGAAGATTTITGCAGTIGTA
TTACTGTCAGCAGGACGGCGAGTATCCTCTGACGTTCGGCCAAGGTACCAAG
GTGGAAATCAAAGGTGGTGGTGGTTCAGGTGGTGGTGGTTCTGGCGGCGGCT
CCGGTGGTGGTGGATCCGAGGTGCAGCTGTTGGAGTCTGGGGGAGGCTTGGT
ACAGCCTGGGGGGTCCCTGCGACTCTCCTGTGCAGCCTCTGGATTCACCTTT
AGCGACGACTATATGAGCTGGGTCCGCCAGGCTCCAGGGAAGGGGCTGGAG
TGGGTGTCAGTGATTAGCGGTAGCGGTGGTAGCACAGACTACGCAGACTCC
GTGAAGGGCCGGTTCACCATCTCCCGTGACAATTCCAAGAACACGCTGTATC
TGCAAATGAACAGCCTGCGTGCCGAGGACACGGCTGTGTATTACTGTGCGAC
AGGGGTCCCATATTGTAGTACTACCAGGTGCCCCCCATACTACTACACTATG
GACGTCTGGGGCCAAGGGACCACGGTCACTGTCTCNTCA[BLFE 5 10]

OOooooooooao
O OoOOooOooood
UOoooogooogoo
Uooooooogogao
Uooooooogogo
Dooooooo Od

O

O

O
O
Oooogobo
Oo0ooogobo
Oo0ooogobo
O o0ooogobo

O o
i |
i |
I |
0 o
0 o

gooooobO boboOoobooobooboooboobboooan
boooooooouoooooopgbOOoOOoOOoObObobobooonno
gooooboobogooboboobobbooboobooobooboonn
ubobooobooboooboooboobooobooooado
gooooboobogooboobobobooboobogooboobooann

ooooodo OoooooooooooobobobbopOO0OO0Ond
oooboooboooboooobobbooboobooooooboaoao

10

20

30

40

50



Ooooooooo0oo0o0oooDooooo0oo oo oooDoDooooooo0oooooDoDoooogoQgg
Ooooooooo0oo4o0oo oo ooooo0oo oD oo oDooooooo0oooooDoDoooogoQgg
Ooooooooo0ooo0 oo oo ooDoooo00 oo oo oDooooooo0ooooDoDoooogQgg
Ooooooooo0o oo oo oD oo oooo00 oo oD oDoDoDooooo00 oo oDoDooooogQgog
e e ) e [y [
OoooooooooOoo0 DD o0OOO0CO0C00D DD Do oODoooo0o oo ooDoooooogQgog

I [ |

O s A A
o A s
S A
Oooag
Oooag
Oooag
OUooag
Uooag
Uooaog
Uooog
Uooag
Uooag
O

o O A A
O0Oo0ooO
o o
O ooaoa
O ooaoa
O ooag
O ooaog
O ooaog
O ooag
O ooaog
U ooaog
U ooog
O

O0Oo0oo0oo0oao
O

O 0Ooo0ooo
O 0OoOooo
O 0OooOooo
O 0Ooooo
O Ooooo
O Ooooo
O oOoooo
O Ooooo
O Ooooo
O Ooooo
O 0Ooooo
O 0Ooooo
O 0Oooo

O o 0o
o ob o
oo 0Og
o0 o0Og
o 0Oo0oag
o 0O o0Og
oY OO
oY 0o
o Moo
o Qoo
oD oog
o oo
oo

O 0ooo

0O O

O
oU0Oooo
oUOooo
oUooo
o Uooo
o Uooo
o Uooo
o Uooo
o Ubooo
o b oo o
o O g 0o

OoOoo0oo0ogaDo

oo boooao
oo boooao
oo boooao
oo bboooao
oo boooao
oo boooao
oo boooao
oo boooao
oo boo oo
oo Bboboao

OooDo Ooog
oo Udooao

oo Udooaog

oo U ooog

OooUdooo

OoUd ooao

OoU ooao

Oo U ooog

Oo U ooao

(34)

OO0 goQg
OO0 goQg
O O g O

|
O g g &
o O o

|
O g g O
[ o O o R
[ I o A o R
[ o O o R
[ o O o R
[ I O o R
[ o O o R
o O o R
[ I o O o R
[ I o O o R
[ o O o R
O g g O
O g g O
O g g O
[ o O o R
[ o O o R

OooU ooaog
O oboao
oo B8 ood
oo O0oob

OO oo.
s s A
O Oooob
O Oooob
O Oooob
O oo g

o0 oo
oUW oo
o U oo
o U oo
o U oo
i L o
o U oo
o U oo
o0 oo
o Oo o
O

O

oond
uogano
oo
ogooand
ooon
ogooanf
ugooad

O oo

O 0o goog
O 0o goodg
O 0o goodg

o O o
o O o
O g g &8
s O o
s O s
s O o
O oo O
O g o O
O g o d
O g g &8
I s I R
I s O s R
[ O o O o
o O o

oo 0god

oo 0O gdOoao

oo 0@god

oboboO
oboboO
OO0 Og O
T e A e A o O
I o R e A o O

oo 0god

O g o Od
Oo O O
0 A o A o
o O o
o O o
A o O o
o A o N o
o A o O
o A s O
o A s O
O oo™
O ooao
O ooao
O ooao

oo 0ogod

oo 0ogod

oo B8 of
oo B8 of
O g Q0O gQd
e T o B
OpgOopQg O
OpQOopQg O
OpQOopQg O

oo 0ogod

oo O80oohb
oo O80oohb
oo 80oohb
oo B8 ood

JP 2024-522371 A 2024.6.18

oo O0Oogob

O
O
O

O obOoob
Oo0god

o0 gao
O 0Oogo
O 0Oogo
O 0Oogo
O R A
O s R A
o 0Ooo
o O0oho

O
O
O
O
(]
O
O
OJ

Oo0god

o o0obo
o oO0obo
oo O0obo
o oO0obo
ooO0obo
oo0obo

O

O
O
O
O
O

O
O
O
O
O

Oo 0 god

O
O

Oo0god

O

O

Oo0god

O

Oo0god

O
O

a
O
t
4

o O0ootd

O

10

20

30

40

50



(35)

ooooodd
2

CDR 1 2 3

Vu GFTESSDG[E!F &5 | ISGSGGST[EF&E S 2] | ARETVWDPLSLGAFDI[E % &
11] £ 12]

Vi QSVQASS[E!5IE S | AAS[ELHIE S 5] QQYGSSPIT[fc 41| # 5 14]

13]

24 Vu | EVQLLESGGGLVQPGGSLRILSCAASGFTFSSDGMSWVRQAPGKGLEWVSAISGSG
GSTNYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARETVWDPLSLGAF
DIWGQGTMVTVSS[#l 55 15]

524 V. | EIVLTQSPGTLSLSPGERATLSCRASQSVQASSLAWYQQKPGQAPRLLIYAASSRAT
GIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQYGSSPITFGQGTKVEIK|[ i 51| & 5
16]

Vi-Va EIVLTQSPGTLSLSPGERATLSCRASQSVQASSLAWYQQKPGQAPRLLIYAASSRAT

scFv GIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQYGSSPITFGQGTKVEIKGGGGSG
GGGSGGGSGGGGSEVQLLESGGGLVQPGGSLRLSCAASGFTFSSDGMSWVRQAP
GKGLEWVSAISGSGGSTNYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYC
ARETVWDPLSLGAFDIWGQGTMVTVSS[AL 4 &5 17]

ogooooao

Ve-Vir GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTCTTTGTCTCCAGGGGAACGT

scFv @ | GCCACCCTCTCCTGCCGTGCCAGTCAGAGTGTTCAGGCCAGCAGCTTAGCCTGG

DNA TATCAGCAGAAACCTGGCCAGGCTCCCCGACTCCTCATCTATGCCGCATCTAGC

CGTGCCACTGGTATCCCAGACCGTTTCAGTGGCAGTGGGTCTGGGACAGACTT

CACTCTCACCATCAGCAGACTGGAGCCTGAAGATTTTIGCAGTGTATTACTGTICA
GCAGTATGGCAGCAGCCCTATCACGTTCGGCCAAGGTACCAAGGTGGAAATCA
AAGGTGGTGGTIGGTTCAGGTGGTGGTGGTTCTGGCGGCGGCTCCGGTGGTGGT

GGATCCGAGGTGCAGCTGTTGGAGTCTGGGGGAGGCTTGGTACAGCCTGGGGG
GTCCCTGCGACTCTCCTGTGCAGCCTCTGGATTCACCTTITAGCAGCGACGGCAT
GAGCTGGGTCCGCCAGGCTCCAGGGAAGGGGCTGGAGTGGGTGTCAGCCATTA
GCGGTAGCGGTGGTAGCACAAATTACGCAGACTCCGTGAAGGGCCGGTTCACC
ATCTCCCGTGACAATTCCAAGAACACGCTGTATCTGCAAATGAACAGCCTIGCG

TGCCGAGGACACGGCCGTGTATTACTGTGCGAGAGAGACGGTGTGGGATCCCC
TATCCCTGGGTGCTTTTGATATCTGGGGCCAAGGGACAATGGTCACCGTCTCTT

CA[BCAH &5 18]
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(37)

]

CDR

1 2 3

Vu

GFTFTIDYY[ELFIE 5 | ISGSGGST[EFIE 5 2] | ARDWGGSIPLDI[ALA!E 5 20]
19]

QSVSHSY[#l5I&E =5 QQYSYSPFT[f! % &5 22]

21]

AAS[ECFIE 5 5]

EVQLLESGGGLVQPGGSLRLSCAASGFTFTDYYMSWVRQAPGKGLEWVSDISGSG
GSTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARDWGGSIPLDIWG
QGTMVTVSS[ALHE 5 23]

EIVLTQSPGTLSLSPGERATLSCRASQSVSHSYLAWYQQKPGQAPRLLIYAASSRAT
GIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQYSYSPFTFGQGTKVEIK[fil 1% 5
24]

Vi-Vu
sckv

EIVLTQSPGTLSLSPGERATLSCRASQSVSHSYLAWYQQKPGQAPRLLIYAASSRAT
GIPDRFSGSGSGTIDFTLTISRLEPEDFAVYYCQQYSYSPFTFGQGTKVEIKGGGGSG

GGGSGGGSGGGGSEVQLLESGGGLVQPGGSIRLSCAASGFTFTDYYMSWVRQAP

GKGLEWVSDISGSGGSTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYC
ARDWGGSIPLDIWGQGTMVTVSS[ ! 5|1 & & 25]

goodad

O

Vi-Vi
sckFv D
DNA

GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGICTTTGICTCCAGGGGAACGT
GCCACCCTCTCCTGCCGTGCCAGTCAGAGTIGTTAGCCACAGCTATTTAGCCTGG
TATCAGCAGAAACCTGGCCAGGCTCCCCGACTCCTCATCTATGCCGCATCTAGC
CGTGCCACTGGTATCCCAGACCGTTTCAGTGGCAGTGGGTCTGGGACAGACTTC
ACTCTCACCATCAGCAGACTGGAGCCTGAAGATTTTGCAGTGTATTACTGICAG
CAGTATAGCTATAGCCCTTTTACGTTCGGCCAAGGTACCAAGGTIGGAAATCAA
AGGTGGTGGTGGTTCAGGTGGTGGTGGTTCTGAGGTGCAGCTGTITGGAGTICTG
GGGGAGGCTTGGTACAGCCTGGGGGGTCCCTGCGACTCTCCTGTGCAGCCTCT
GGATTCACCTTTACCGACTATTATATGAGCTGGGTCCGCCAGGCTCCAGGGAA
GGGGCTGGAGTGGGTGTCAGACATTAGCGGTAGTGGTGGTAGCACATACTACG
CAGACTCCGTGAAGGGCCGGTTCACCATCTCCCGTGACAATICCAAGAACACG
CTGTATCTGCAAATGAACAGCCTGCGTGCCGAGGACACGGCCGTGTATTACTG
TGCGAGGGATTGGGGGGGTTCCATCCCCCTAGATATCTGGGGCCAAGGGACAA

TGGTCACCGTCTCTTCA[R 41 & 26]
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(39) JP 2024-522371 A 2024.6.18

ooooodd
#4
CDR 1 2 3
Vx GFTFTDYY[E#& | ISGRGGQT[E. Y& & ARDSYLTIWSGEGFDY[f! I & &
7 19] 27] 28]
Vi QSVDRSY[E!FIE | AAS[EFIE = 5] QOQDSYSPIT[ALFE & 30]
7 29]

24 Vi | EVQLLESGGGLVQPGGSLRLSCAASGFTFTDYYMSWVRQAPGKGLEWVSRISGRG
GQTDYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARDSYLTIWSGEGF
DYWGQGTLVTVSS[EZFIE 5 31]

584> V: | EIVLTQSPGTLSLSPGERATLSCRASQSVDRSYLAWYQQKPGQAPRLLIYGASSRAT
GIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQDSYSPITFGQGTKVEIK[ A 7% &
32]

Vi-Ve | EIVLTQSPGTLSLSPGERATLSCRASQSVDRSYLAWYQQKPGQAPRLLIYGASSRAT
scFv GIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQDSYSPITFGQGTKVEIKGGGGSGG
GGSGGGSGGGGSEVQLLESGGGLVQPGGSLRLSCAASGFTFTDYYMSWVRQAPGK
GLEWVSRISGRGGQTDYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAR
DSYLTIWSGEGFDYWGQGTLVTVSS[fi #1135 5 33

Vi-Va | GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTCTTTGTCTCCAGGGGAACGT
seFv @ | GCCACCCTCTCCTGCCGTGCCAGTCAGAGTGTTGACCGCAGCTATTTAGCCTGG
DNA TATCAGCAGAAACCTGGCCAGGCTCCCCGACTCCTCATCTATGGCGCATCTAGC
CGTGCCACTGGTATCCCAGACCGTTTCAGTGGCAGTGGGTCTGGGACAGACTTC
ACTCTCACCATCAGCAGACTGGAGCCTGAAGATTTTGCAGTGTATTACTGTCAG
CAGGACAGCTATAGCCCTATCACGTTCGGCCAAGGTACCAAGGTGGAAATCAA

goooaoan

AGGTGGTGGTGGTTCAGGTGGTGGTGGTTCTGGCGGCGGCTCCGGTGGTGGTGG
ATCCGAGGTGCAGCTGTITGGAGTCTGGGGGAGGCTTGGTACAGCCTGGGGGGET
CCCTGCGACTCTCCTGTGCAGCCTCTGGATTCACCTITACCGACTATTATATGAG
CTGGGTCCGCCAGGCTCCAGGGAAGGGGCTGGAGTGGGTGTCACGCATTAGCG
GTCGCGGTGGTCAGACAGACTACGCAGACTCCGTGAAGGGCCGGTTCACCATCT
CCCGTGACAATTCCAAGAACACGCTGTATCTGCAAATGAACAGCCTGCGTGCCG
AGGACACGGCTGTGTATTACTGTGCGAGAGATTCTTACCTCACAATATGGTCCG
GGGAGGGGTTTGACTACTGGGGCCAGGGAACCCTGGTCACCGTCTCCTCAA A

&7 34]
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(41) JP 2024-522371 A 2024.6.18

ooooodd
x5
CDR ] 2 3
Vi GFTFTSYA[E!FIE | ISGSGYGGST[EF|EE | VKDKSHTRVEADAFDI[FE 5 &
B35 36] 7 37]
Vi QSVLSSNNNENNJRE! | DAS[#E! 51 & 5 39] QQGTSSPIT[EL % ZE 5 40]
FE 5 38]

524 Vi | EVQLLESGGGLVQPGGSLRLSCAASGFTFTSYAMSWVRQAPGKGLEWVSRISGSG
YGGSTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCVKDKSHTRVEAD
AFDIWGQGTMVTVSS[H! 41 & & 41]

524>V, | DIVMTQSPDSLAVSLGERATINCKSSQSVLSSNNNENNLAWYQQKPGQPPKLLIYD
ASTRESGVPDRFSGSGSGTDETLTISSLQAEDVAVYYCQQGTSSPITFGQGTKVEIK|[
B &5 42]

Vi-Vy | DIVMTQSPDSLAVSLGERATINCKSSQSVLSSNNNENNLAWYQQKPGQPPKLLIYD
scFv ASTRESGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCQQGTSSPITFGQGTKVEIKG
GGGSGGGGSGGGSGGGGSEVQLLESGGGLVQPGGSLRLSCAASGFTFTSYAMSWV
RQAPGKGLEWVSRISGSGYGGSTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDT
AVYYCVKDKSHTRVEADAFDIWGQGTMVTVSS[fid ¥ 5 43]

Vi-Va | GACATCGTGATGACCCAGTCTCCAGACTCCCTGGCTGTGTCTCTGGGCGAGCGT
scFv @ | GCCACCATCAACTGCAAGTCCAGCCAGAGTGTTTTAAGTAGCAATAACAATGA
DNA GAACAATTTAGCTTGGTATCAGCAGAAACCAGGACAGCCTCCTAAGCTGCTCAT
TTACGACGCATCTACCCGGGAATCCGGGGTCCCTGACCGATTCAGTGGCAGCGG
GTCTGGGACAGATTTCACTCTCACCATCAGCAGCCTGCAGGCTGAAGATGTGGC
AGTTTATTACTGTCAGCAAGGCACCAGCAGCCCTATCACGTTCGGCCAAGGTAC
CAAGGTGGAAATCAAAGGTGGTGGTGGTTCAGGTGGTGGTGGTTCTGGCGGCG
GCTCCGGTGGTGGTGGATCCGAGGTGCAGCTGTTGGAGTCTGGGGGAGGCTTG
GTACAGCCTGGGGGGTCCCTGCGACTCTCCTGTGCAGCCTCTGGATTCACCTTT
ACCAGCTATGCCATGAGCTGGGTCCGCCAGGCTCCAGGGAAGGGGCTGGAGTG
GGTGTCACGCATTAGCGGTAGCGGTITATGGTGGTAGCACATATTACGCAGACTC
CGTGAAGGGCCGGTTCACCATCTCCCGTGACAATTCCAAGAACACGCTGTATCT
GCAAATGAACAGCCTGCGTGCCGAGGACACGGCTGTGTATTACTGTGTAAAAG

goooaoan

ATAAGTCGCATACTCGGGTTGAGGCGGATGCTTTTGATATCTGGGGCCAAGGGA
CAATGGTCACCGTCTCTTCA[ELAE 5 44]
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CDR 1 ) 3
Vi GFTFSSYG[lid5%F 5 | ISGYGSST[lid #1135 46] | AKDRYSLSYYYGMDVIAL
45] FIE = 47]
Vi QSVLSSSNNYNR([#! | AAS[#!FIZE S 5] QQYDSRPIT[EL 5| 5 49]
B35 48]

564> Vu | EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYGMSWVRQAPGKGLEWVSDISGY
GSSTYYADSVKGRITISRDNSKNTLYLOMNSLRAEDTAVYYCAKDRYSLSYYYG

MDVWGQGTTVTVSS[H 5% & 50]

5e4 Ve | DIVMTQSPDSLAVSLGERATINCKSSQSVLSSSNNYNRLAWYQQKPGQPPKLLIYA
ASTRESGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCQQYDSRPITFGQGTKVEIK

[AA &7 51]
Vi-Va DIVMTQSPDSLAVSLGERATINCKSSQSVLSSSNNYNRLAWYQQKPGQPPKLLIYA
scFv ASTRESGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCQQYDSRPITFGQGTKVEIK

GGGGSGGGGSGGGSGGGGSEVQLLESGGGLVQPGGSLRLSCAASGFTFSSYGMS
WVRQAPGKGLEWVSDISGYGSSTYYADSVKGRFTISRDNSKNTLYLQMNSLRAE
DTAVYYCAKDRYSLSYYYGMDVWGQGTTVTVSS[H 5% & 52]

V-V GACATCGTGATGACCCAGTCTCCAGACTCCCTGGCTGTGTCTCTGGGCGAGCG
scFv @ | TGCCACCATCAACTGCAAGTCCAGCCAGAGTGTTTTAAGCAGCAGCAACAATT
DNA ATAACCGCTTAGCTTGGTATCAGCAGAAACCAGGACAGCCTCCTAAGCTGCTC
ATTTACGCCGCATCTACCCGGGAATCCGGGGTCCCTGACCGATTCAGTGGCAG
CGGGTCTGGGACAGATTTCACTCTCACCATCAGCAGCCTGCAGGCTGAAGATG
TGGCAGTTTATTACTGTCAGCAATATGACAGCCGCCCTATCACGTTCGGCCAA

GGTACCAAGGTGGAAATCAAAGGTGGTGGTGGTTCAGGTGGTGGTGGTTCTGG
CGGCGGCTCCGGTGGTGGTGGATCCGAGGTGCAGCTGTTGGAGTCTGGGGGAG
GCTTGGTACAGCCTGGGGGGTCCCTGCGACTCTCCTGTGCAGCCTCTGGATTIC

ACCTTTAGCAGCTATGGCATGAGCTGGGTCCGCCAGGCTCCAGGGAAGGGGCT
GGAGTGGGTGTCAGACATTAGCGGTTATGGTAGCAGCACATATTACGCAGACT
CCGTGAAGGGCCGGTTCACCATCTCCCGTGACAATTCCAAGAACACGCTGTAT
CTGCAAATGAACAGCCTGCGTGCCGAGGACACGGCTGTGTATTACTGTGCAAA
AGACCGGTATAGCCTTTCCTACTACTACGGTATGGACGTCTGGGGCCAAGGGA
CCACGGTCACCGTICTCCTCA[E!%I|&E & 53]
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Vi GFTFTSSA[C¥ & F | IYGGGGST[fl Y& 5 55] | ARAVWTISNGYYFDT[#: %]
4] &5 56]
Vi QSVLYSSNNKNN[E | AAS[ALHZE 5 5] QQGYSEPIT[ 5% & 58]
FI|E 5 57)

524 Vy | EVQLLESGGGLVQPGGSLRLSCAASGFTFTSSAMSWVRQAPGKGLEWVSDIYGG
GGSTSYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARAVWTSNGYY
FDTWGQGTLVTVSS[# 5% 5 59]

564 Ve | DIVMTQSPDSLAVSLGERATINCKSSQSVLYSSNNKNNLAWYQQKPGQPPKLLIY
AASTRESGVPDRESGSGSGTDFTLTISSLOQAEDVAVYYCQQGYSEPITFGQGTKVE

IK[ECF1E 5 60]

Vi-Va | DIVMTQSPDSLAVSLGERATINCKSSQSVLYSSNNKNNLAWYQQKPGQPPKLLIY
scFv AASTRESGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCQQGYSEPITFGQGTKVE
IKGGGGSGGGGSGGGSGGGGSEVQLLESGGGLVQPGGSLRLSCAASGFTFTSSA
MSWVRQAPGKGLEWVSDIYGGGGSTSYADSVKGRFTISRDNSKNTLYLQMNSL
RAEDTAVYYCARAVWTSNGYYFDTWGQGTLVTVSS[E 5115 = 61]

Vi-Vu GACATCGTGATGACCCAGTCTCCAGACTCCCTGGCTGTGTCTCTGGGCGAGCG
scFv @ | TGCCACCATCAACTGCAAGTCCAGCCAGAGTGTTTTATATAGCAGCAACAATA
DNA AAAACAATTTAGCTTGGTATCAGCAGAAACCAGGACAGCCTCCTAAGCTGCT
CATTTACGCCGCATCTACCCGGGAATCCGGGGTCCCTGACCGATTCAGTGGCA
GCGGGTCTGGGACAGATTTCACTCTCACCATCAGCAGCCTGCAGGCTGAAGA
TGTGGCAGTTTATTACTGTCAGCAAGGCTATAGCGAACCTATCACGTTCGGCC
AAGGTACCAAGGTGGAAATCAAAGGTGGTGGTGGTTCAGGTGGTGGTGGTTC
TGGCGGCGGCTCCGGTGGTGGTGGATCCGAGGTGCAGCTGTTGGAGTICTGGG
GGAGGCTTGGTACAGCCTGGGGGGTCCCTGCGACTCTCCTGTGCAGCCTCTGG
ATTCACCTTTACCAGCAGCGCCATGAGCTGGGTCCGCCAGGCTCCAGGGAAG
GGGCTGGAGTGGGTGTCAGACATTTATGGTGGCGGTGGTAGCACAAGCTACG
CAGACTCCGTGAAGGGCCGGTTCACCATCTCCCGTGACAATTCCAAGAACAC
GCTGTATCTGCAAATGAACAGCCTGCGTGCCGAGGACACGGCTGTGTATTACT
GTGCAAGAGCCGTCTGGACGAGTAATGGTTATTACTTCGACACCTGGGGCCA
GGGAACCCTGGTCACCGTCTCCTCA[EFE 5 62]
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CDR 1 2 3
Vi GFTFSDYA[RE(FIE % | IQGGGGYT[ELFIE 5 64] | AKDQLEHYDFWSGYLNYY
63] YYGMDV[E! A& 5 65]
Vo QSVSSSY[EFIZE = GAS[ELFE 5 67] QQYSRSPLT[E#IE = 68]
66]

584 Va | EVQLLESGGGLVQPGGSLRLSCAASGFTFSDYAMSWVRQAPGKGLEWVSEIQGG
GGYTNYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKDQLEHYDFW
SGYLNYYYYGMDVWGQGTTVTVSS[HL5E 5 69]

524 Ve | EIVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWYQQKPGQAPRLLIYGASSRAT
GIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQYSRSPLTFGQGTKVEIK[H 51| &

70]
Vi-Vy | EIVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWYQQKPGQAPRLLIYGASSRAT
scFv GIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQYSRSPLTFGQGTKVEIKGGGGSG

GGGSGGGSGGGGSEVQLLESGGGLVQPGGSLRLSCAASGFTFSDYAMSWVRQAP
GKGLEWVSEIQGGGGYTNYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYY
CAKDQLEHYDFWSGYLNYYYYGMDVWGQGTTVTVSS[E! & & 71]

Vi-Ve | GAAATTGTGITGACGCAGICTCCAGGCACCCTGTCTTTIGICTCCAGGGGAACG
scFv @ | TGCCACCCTCTCCTGCCGTGCCAGTCAGAGTGTTAGCAGCAGCTATTTAGCCTG
DNA GTATCAGCAGAAACCTGGCCAGGCTCCCCGACTCCTCATCTATGGCGCATCTA
GCCGTGCCACTGGTATCCCAGACCGTTTCAGTGGCAGTGGGTCTGGGACAGAC
TTCACTCTCACCATCAGCAGACTGGAGCCTGAAGATTTTGCAGTGTATTACTGT
CAGCAGTATAGCCGCAGCCCTCTGACGTTCGGCCAAGGTACCAAGGTGGAAAT
CAAAGGTGGTGGTGGTTCAGGTGGTGGTGGTTCTGGCGGCGGCTCCGGTGGTG
GTGGATCCGAGGTGCAGCTGTTGGAGTCTGGGGGAGGCTTGGTACAGCCTGGG
GGGTCCCTGCGACTCTCCTGTGCAGCCTCTGGATTCACCTITAGCGACTATGCC
ATGAGCTGGGTCCGCCAGGCTCCAGGGAAGGGGCTGGAGTGGGTGTCAGAGA
TTCAGGGTGGCGGTGGTTATACAAATTACGCAGACTCCGTGAAGGGCCGGTTC
ACCATCTCCCGTGACAATTCCAAGAACACGCTGTATCTGCAAATGAACAGCCT
GCGTGCCGAGGACACGGCCGTGTATTACTGTGCGAAAGATCAATTAGAGCATT
ACGATTTTTGGAGTGGTTACCTGAACTACTACTACTACGGTATGGACGTCTGG
GGCCAAGGGACCACGGTCACCGTCTCCTCA[RFE & 72]
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goooaoano

Vi

QSVSSTS[ELFIE 5 GAS[EFIE 5 67]
76]

QQYSEYPLT[#! 5| & & 77)

24 Vu | EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVRQAPGKGLEWVSEISGS
GGDTKYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCANRDTRLYYDF
WSGYWNAPHAFDIWGQGTMVTVSS[fil 1/ & £ 78]

=4V, | EIVLTQSPGTLSLSPGERATLSCRASQSVSSTSLAWYQQKPGQAPRLLIYGASSRA
TGIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQYSEYPLTEGQGTKVEIK il 51 %
5 19]

Vi-Va | EIVLTQSPGTLSLSPGERATLSCRASQSVSSTSLAWYQQKPGQAPRLLIYGASSRA

scFy TGIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQYSEYPLTFGQGTKVEIKGGGG
SGGGGSGGGSGGGGSEVQLLESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVRQ
APGKGLEWVSEISGSGGDTKYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAV
YYCANRDTRLYYDFWSGYWNAPHAFDIWGQGTMVTVSS[#it 5% 5 80]

Vi-Va | GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTCTTTGTCTCCAGGGGAACG

scFv @ | TGCCACCCTCTCCTGCCGTGCCAGTCAGAGTGTTAGCAGCACCAGCTTAGCCT

DNA GGTATCAGCAGAAACCTGGCCAGGCTCCCCGACTCCTCATCTATGGCGCATCT

AGCCGTGCCACTGGTATCCCAGACCGTTTCAGTGGCAGTGGGTCTGGGACAG
ACTTCACTCTCACCATCAGCAGACTGGAGCCTGAAGATTTITGCAGTGTATTAC
TGTCAGCAGTATAGCGAGTATCCTCTGACGTTCGGCCAAGGTACCAAGGTGG
AAATCAAAGGTGGTGGTGGTTCAGGTGGTGGTGGTTCTGGCGGCGGCTCCGG
TGGTGGTGGATCCGAGGTGCAGCTGTTGGAGTCTGGGGGAGGCTTGGTACAG
CCTGGGGGGTCCCTGCGACTCTCCTGTGCAGCCTCTGGATTCACCTTTAGCAG
CTATGCCATGAGCTGGGTCCGCCAGGCTCCAGGGAAGGGGCTGGAGTGGGTG
TCAGAGATTAGCGGTAGCGGTGGTGACACAAAATACGCAGACTCCGTGAAGG
GCCGGTTCACCATCTCCCGTGACAATTCCAAGAACACGCTGTATCTGCAAATG
AACAGCCTGCGTGCCGAGGACACGGCCGTGTATTACTGTGCGAACCGCGACA
CGCGCCTTTATTACGATTTTITGGAGTGGTTATTGGAATGCCCCCCATGCTITTG
ATATCTGGGGCCAAGGGACAATGGTCACCGTCTCTTCAG[E!F & = 81]
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GFTFSSYG[ALH&E S | ISGSGGQT[ELHE S 82] | ARDRTMGSYYYYGMDV][
45] P12 5 83]

<

b

QSVSSNS[ALHE = GAS[BLHE 7 67] QQYEQSPIT[EL513E & 85]
84]

cft
>
=

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYGMSWVRQAPGKGLEWVSAISGSG
GQINYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARDRTMGSYYYY
GMDVWGQGTTVTVSS[Fd 515 75 86]
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EZ3A

EIVLTQSPGTLSLSPGERATLSCRASQSVSSNSLAWYQQKPGQAPRLLIYGASSRAT
GIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQYEQSPITFGQGTKVEIK][#i 51 & &
87]

Vi-Vu
scFv

EIVLTQSPGTLSLSPGERATLSCRASQSVSSNSLAWYQQKPGQAPRLLIYGASSRAT
GIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQYEQSPITFGQGTKVEIKGGGGSG
GGGSGGGSGGGGSEVQLLESGGGLVQPGGSLRLSCAASGFTFSSYGMSWVRQAP
GKGLEWVSAISGSGGQTNYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYY
CARDRTMGSYYYYGMDVWGQGTTVTVSS[H 413 & 88]

V]_-\/TH
scFv @
DNA

GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTCTTTGTCTCCAGGGGAACGT
GCCACCCTCTCCTGCCGTGCCAGTCAGAGTGTTAGCAGCAATAGCTTAGCCTG
GTATCAGCAGAAACCTGGCCAGGCTCCCCGACTCCTCATCTATGGCGCATCTA
GCCGTGCCACTGGTATCCCAGACCGTTTCAGTGGCAGTGGGTCTGGGACAGAC
TTCACTCTCACCATCAGCAGACTGGAGCCTGAAGATITTGCAGTGTATTACTGT
CAGCAGTATGAGCAGAGCCCTATCACGTTCGGCCAAGGTACCAAGGTGGAAAT
CAAAGGTGGTGGTGGTTCAGGTGGTGGTGGTTCTGGCGGCGGCTCCGGTGGTG
GTGGATCCGAGGTGCAGCTGTTGGAGTCTGGGGGAGGCTTGGTACAGCCTGGG
GGGTCCCTGCGACTCTCCTGTGCAGCCTCTGGATTCACCTTTAGCAGCTATGGC
ATGAGCTGGGTCCGCCAGGCTCCAGGGAAGGGGCTGGAGTGGGTGTCAGCCA
TTAGCGGTAGCGGTGGTCAGACAAATTACGCAGACTCCGTGAAGGGCCGGTTC
ACCATCTCCCGTGACAATTCCAAGAACACGCTGTATCTGCAAATGAACAGCCT
GCGTGCCGAGGACACGGCTGTGTATTACTGTGCGAGAGATAGAACTATGGGGA
GCTACTACTACTACGGTATGGACGTCTGGGGCCAAGGGACCACGGTCACCGTC
TCCTCA[R51& & 89]
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CDR 1 2 3
Vi GFTFSDYY[l#1%&E 5 | ISGSGSYT[ER%I&E = 91] AQGWAFES[Hc I E 5 92]
90]
Ve QSVSSSY[H!FIFE = GAS[EFIE 5 67] QQYSRSPLT[EF|E 5 94]
93]
584> Vu | EVQLLESGGGLVQPGGSLRLSCAASGFTFSDYYMSWVRQAPGKGLEWVSDISGSG
SYTRYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAQGWAFESWGQGT
LVTVSS[#E #1135 95]
584> V. | EIVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWYQQKPGQAPRLLIYGASSRAT
GIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQYSRSPLTFGQGTKVEIK[HC %I =
96]
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Vi-Vi EIVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWYQQKPGQAPRLLIYGASSRAT
scFv GIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQYSRSPLTFGQGTKVEIKGGGGSG
GGGSGGGSGGGGSEVQLLESGGGLVQPGGSLRLSCAASGFTFSDYYMSWVRQAP
GKGLEWVSDISGSGSYTRYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYC
AQGWAFESWGQGTLVTVSS|[#d 7 &E 5 97]

V-V GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTCTTTGTCTCCAGGGGAACGT
scFv @ | GCCACCCTCTCCTGCCGTGCCAGTCAGAGTGTTAGCAGCAGCTATTTAGCCTGG
DNA TATCAGCAGAAACCTGGCCAGGCTCCCCGACTCCTCATCTATGGCGCATCTAGC
CGTGCCACTGGTATCCCAGACCGTTTCAGTGGCAGTGGGTCTGGGACAGACTT
CACTCTCACCATCAGCAGACTGGAGCCTGAAGATTTTGCAGTGTATTACTGTCA
GCAGTATAGCCGCAGCCCTCTGACGTTCGGCCAAGGTACCAAGGTGGAAATCA
AAGGTGGTGGTGGTTCAGGTGGTGGTGGTTCTGGCGGCGGCTCCGGTGGTGGT
GGATCCGAGGTGCAGCTGTTGGAGTCTGGGGGAGGCTTGGTACAGCCTGGGGG
GTCCCTGCGACTCTCCTGTGCAGCCTCTGGATTCACCTTITAGCGACTATTATAT
GAGCTGGGTCCGCCAGGCTCCAGGGAAGGGGCTGGAGTGGGTGTCAGACATTA
GCGGTAGCGGTAGCTATACACGCTACGCAGACTCCGTGAAGGGCCGGTTCACC
ATCTCCCGTGACAATTCCAAGAACACGCTGTATCTGCAAATGAACAGCCTGCG
TGCCGAGGACACGGCTGTGTATTACTGTGCACAAGGCTGGGCTTTTGAGTCCTG
GGGCCAGGGAACCCTGGTCACCGTCTCCTCAG] A& 5= 98]
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a
O
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u

U o

CDR

I#3]

1 2

GFTFSSYG[EFIE | ISGYGSST[BLFE 5 46] | AKDIFSYLAEGMDV|[E!5& 5
B 45] 99]

=
l—l

QSVSSSY[HFIFE R | GAS[HEIHIE B 67] QQYYEYPYT[fic' 51 & 100]
66]

i
t
=

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYGMSWVRQAPGKGLEWVSRISGYGS
STNYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKDIFSYLAEGMDVW
GQGTTVTVSS[Fl 5 &5 101]

all
>
<

EIVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWYQQKPGQAPRLLIYGASSRAT
GIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQYYEYPYTFGQGTKVEIK [ 51| 5 £
102]

Vi-Va
scFv

EIVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWYQQKPGQAPRLLIYGASSRAT
GIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQYYEYPYTFGQGTKVEIKGGGGSG
GGGSGGGSGGGGSEVQLLESGGGLVQPGGSLRLSCAASGFTFSSYGMSWVRQAPG
KGLEWVSRISGYGSSTNYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCA
KDIFSYLAEGMDVWGQGTTVTVSS[/i 4% & 103]

V']_ -VH

GAAATTGTIGTTGACGCAGICTICCAGGCACCCTGTICTTTIGTICTCCAGGGGAACGT
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goooooao

seFv @ | GCCACCCTCTCCTGCCGTGCCAGTCAGAGTGTTAGCAGCAGCTATITAGCCTGG
DNA TATCAGCAGAAACCTGGCCAGGCTCCCCGACTCCTCATCTATGGCGCATCTAGC
CGTGCCACTGGTATCCCAGACCGTTTCAGTGGCAGTGGGTCTGGGACAGACTTIC
ACTCTCACCATCAGCAGACTGGAGCCTGAAGATTTTGCAGTGTATTACTGICAG
CAGTATTATGAGTATCCTTATACGTTCGGCCAAGGTACCAAGGTGGAAATCAAA
GGTGGTGGTGGTTCAGGTGGTGGTGGTTCTGGCGGCGGCTCCGGTGGTGGTGGA
TCCGAGGTGCAGCTGTTGGAGTCTGGGGGAGGCTTGGTACAGCCTGGGGGGTC
CCTGCGACTCTCCTGTGCAGCCTCTGGATTCACCTTTAGCAGCTATGGCATGAG
CTGGGTCCGCCAGGCTCCAGGGAAGGGGCTGGAGTGGGTGTCACGCATTAGCG
GTTATGGTAGCAGCACAAATTACGCAGACTCCGTGAAGGGCCGGTTCACCATCT
CCCGTGACAATTCCAAGAACACGCTGTATCTGCAAATGAACAGCCTGCGTGCCG
AGGACACGGCTGTGTATTACTGTGCAAAAGATATCTTCTCTTATITGGCGGAGG
GTATGGACGTCTGGGGCCAAGGGACCACGGTCACCGTCTCCTCA[AL A&7 104]
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#13
CDR 1 2 3
Vi QASYLAWY[ELHIE 5 | ISGSGDYT[ALSE = 106] | ARETRQWLGLYYYYGMD
105] VIELHE 5 107]

524 Ve | TQSPGTLSLSPGERATLSCRASQSVQASYLAWYQQKPGQAPGKGLEWVSAISGSG

DYTDYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARETRQWLGLYYY
YGMDVWGQGTTVTVSS[#id #1& & 108]

Ve @ ACGCAGTCTCCAGGCACCCTGTCTITGTCTCCAGGGGAACGTGCCACCCTCTCC
DNA TGCCGTGCCAGTCAGAGTGTTCAGGCCAGCTATTTAGCCTGGTATCAGCAGAAA
CCTGGCCAGGCTCCAGGGAAGGGGCTGGAGTGGGTGTCAGCTATTAGTGGTAG
CGGTGACTATACAGACTACGCAGACTCCGTGAAGGGCCGGTTCACCATCTCCC

GTGACAATTCCAAGAACACGCTGTATCTGCAAATGAACAGCCTGCGTGCCGAG

GACACGGCTGTGTATTACTGTGCGAGAGAGACGCGGCAGTGGCTGGGCCTCTA
CTACTACTACGGTATGGACGTCTGGGGCCAAGGGACCACGGTCACCGTCTCCTC
A[ELHE S 109]
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#14
DRI BRI R RER T X/ BRE
Ala(A) Val,Leu.Ile
Arg(R) Lys, Gln, Asn
Asn(N) Gln, His, Asp, Lys, Arg
Asp(D) Glu, Asn
‘ = 10
Cys(C) Ser, Ala
Gln(Q) Asn, Glu
Gluw(E) Asp.GIn
Gly(G) Ala
His(H) Asn, Gln, Lys, Arg
Ile(D) Leu, Val, Met, Ala, Phe
Leu(L) Ile, Val, Met, Ala, Phe
20
oooooond
TEDFEH BIREN R R FR T X R E
Lys(K) Arg,Gln, Asn
Met(M) Leu,Phe.Ile
Phe(F) Trp.Leu, Val.Ile, Ala, Tyr
Pro(P) Ala
30
Ser(S) Thr
Thr(T) Val, Ser
Trp(W) Tyr, Phe
Tyr(Y) Trp, Phe, Thr, Ser
Val(V) Ile, Leu, Met, Phe, Ala
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JP 2024-522371 A 2024.6.18

International application Mo.

PCT/US 22/32944

A. CLASSIFICATION OF SUBJECT MATTER

35/00

IPC~  |NV. CO7K 18/28; ADD. AG1K 39/385, A61P 35/00 (2022.01}
CPC - |Nv. COTK 16/28, COTK 16/2886, CO7K 2317/56, COTK 2317/665; ADD. AG1K 2039/505, A61P

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

B.  FIELDS SEARCHED

Ses Search History document

Minimum documentation searched (classification system followed by classification symbols)

See Search History 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 international search (name of data base and, where practicable, search terms used)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of docurnent, with indication, where appropriate, of the relevant passages

Relevant to claim No.

(10.09.2020). Espacially pg 2 In 3-5, SEQ ID NC: 491

A US 2008/0152587 A1 (ZHOU et al.) 26 June 2008 (26.08.2008). Especially para [0028], [0024], | 1-11, 14-16
[0115], claim 1. -

A WO 2020140088 A1 {GIGAGEN, INC.) 2 July 2020 (02.07.2020). Especially para [0008], SEQ |1,3-5,7, 8/(1, 36, 7), 8-
ID NO: B610 11, 14, 18

A WO 2020480712 A1 {MERRIMACK PHARMAGEUTICALS, INC.) 10 Septerber 2020 2,3,4,8,7,8/2,34,6,7)

8-11,15,16

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

I:l See patent family annex.

*  Special categories of cited decuments:

“A" document defining the general state of the art which is not considered
to be of particular relevause

“D" document cited by the applicant in the international application

“E" earlier application or patent but published an or afier the international
filing date .

“L"  document which maK:thmw doubts on priority ¢laim(s) or which
is cited to establish 1 é)ubhcamm date of another citation or gther
special reason (as specified)

0" docunent referring toan oral disclosure, use, exhibition orother means

“P*  docatsent published prior 1o the international filing date but later than
the priority date claimed

“T”  luter document published after the international filing date urdpriarity
date and not in conflict with the a]tJhplwauun but ¢ited to understand
the principle or theory underlying the invention

“IC* document of particular relevance; the claimed invention cannot be
considered novel or cannot be considered to involve an inventive step
when the document is taken alone

“¥" decument of particular relevance; the claimed invention cannot
be considered to involve an inventive step when the document is
combingd with one or more other such documents, such combination
being obvious to a person skilied in the art

“8" document member of the same patent family

Date ofthe actual completion of the intemational search

22 August 2022

Date of mailing of the international search report

0CT 25 2022

Name and mailing address of the ISANS

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

Facsimile No. 571-273-8300

Authorized officer
Karl Rodriquez

Telephone No. PCT Helpdesk: 571-272-4300

Form PCTASAIZ10 (sccond sheet) (July 2019)

10

20

30

40

50



(89) JP 2024-522371 A 2024.6.18

INTERNATIONAL SEARCH REPORT International application No.
PET/US 22/32544
Box No. I Nucleotide and/or amino acid sequence(s) (Continuation of item L of the first sheet)

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

n. forming part of the international application as filed:
in the form of an Annex C/ST.25 text file.
I:] on papet or in the form of an image file.

b. D furnished together with the international application under PCT Rule 13467 1(a) for the purposes of international search
only in the form of an Annex C/ST.25 text file.

c. I:l farnished subsequent to the international filing date for the purposes of international search only:
D in the form of an Amnex C/ST.25 text file (Rule 137er 1(a)). ‘
I:l on paper or in the form of an image file (Rule 13/er. 1(b) and Administrative Instructions, Section 713).

2, In addition, in the case that more than one version or copy of a sequence listing has been filed or furnished, the regaired
statements that the inforrnation in the subsequent or additional copies is identical to that forming part of the application as
filed or does not go beyond the application &s filed, as appropriate, were furnished.

3. Additional comments:

Ferm PCT/ISA/210 {continuation of first sheet (1)) (uly 2018)
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INTERNATIONAL SEARCH REPORT International application No.
PCTAS 22/32944

Box No. IL Observations where certain claims were found unsearchable (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 l:l Claims Nos.:

because they relate to subject matter not required to be searched by this Authority, namely:

b D Claims Nos.:
because they relate to parts of the intcrnational application that do not comply with the prescribed requirements to such an

extent that no meaningfis] international search can be carried out, specifically:

3. Claims Mos.: 12, 13, 17-54

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

Box No.II1  Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searclring Authority found nultiple inventions in this intemational application, as follews:
—-Go to Extra Sheet for continuation——

L [:l As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
elaims,

2. I:‘ As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees,

3. |:| As only some of the required additional search fees were timely paid by the applicant, this intemmational ssarch report covers
only those claims for which fees were paid, specifically claims Nos.:

4, % No required additional search fees were timely paid by the applicant. Consequently, this international search yepart is restricted
to the mvention first mentioned in the claims; it is covered by claims Nos.:
Claims 1-11, 14-16, limited tc an antl-uPAR antibody with heavy chaln varlable reglon with at least 80% sequence identity to
SEQ ID NCG: 7 {comprises H-CDR-1,2,3 SEQ ID NOs: 1, 2,3, raspectively) and light chain varieble region with at least 80%
sequence Identity to SEQ 1D NQ: 8 (comprises L-CDR-1,3,4 SEQ ID NOs; 4,56, respectively).

Remark on Protest I:] The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee,
D The additional search fees 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/[SA/210 (continuation of first sheet {2)) (July 2019)

10

20

30

40

50



(91) JP 2024-522371 A 2024.6.18

INTERNATIONAL SEARCH REPORT Tnternational application Mo,

PCTIUS 22/32044

Continuation of Box llI:

This application contains the fillowing inventions or groups of invantions which are not so linked as to form a single general inventive
concept undar PCT Rula 13.1. In order for all invantions to be searchad, tha appropriate additlonal sgarch fees must be paid.

Group [+: Claims 1-11, 14-186, drewn 10 an anti-uPAR antibody or an anfigen-binding fragment thereof, comprising a heavy chaln
variable regicn amine acid sequence and a light chain variable region amino acid sequence.

The uPAR antibody will be searched to the extent that the heavy chain veriable region has at least 80% sequence identity to the first
named amina acid sequence, SEQ ID NO: 7 (clalm 1} [comprised by H-COR-1,2,3 SEQ ID NOs: 1, 2, 3 [se Instant application claims
14(a), 16(a}, Instant application py 3¢ Table 1]], and the Nght chain variable region has at least 80% sequence fdentity to the first named
amino acid sequence, SEQ ID NO: 8 (claim 2) [fcomprised by L-CDR-1,2,3 SEQ 1D NOs: 4,5,6 [see instant appifcatlon clalma 15(a),
16(a), instant application pg 30 Table 1]]. This first named invention has been selected based on the guidance set forth in section 10.54
of the PCT International Search and Preliminary Examinatian Guldelines. It is belleved that claims 1-11, 14-16 read on this first named
invantion and thus these claims will be searched without fae to tha extent that they encompass at least 80% sequence Idantity to heavy
and light chain variable regicn SEQ ID NOs: 7 and 8, respectively, and H-CDR-1,2,3 SEQ ID NOs: 1, 2,3 and 1.-CDR-1,2,3 SEQ ID NQ:
4,5,8, respectively.

Additional UPAR antibody heavy and light chain variable region amino acid sequences, and their associated CORs will be searched
upon payment of additicnal fees. Applicant must specily the claims that encomgass any additional elected heavy and light chaln varlable
region amino acid sequences, and/or their associated CORs. Applicants must further Indicate, If applicable, the clalms which read on the
first named inventlon if different than what was Indicated above for this group. Fellure to clearly identify how any pald additienal invention
fees are to be applied to the "+ group(s) will result in only the first claimed inventicn fo be searched/examined. An exemplary election
would be: keavy chain variable region has at least 80% sequence idenfity to SEQ ID NO: 15 [comprises H-CDR-1,2,3 SEQ ID NOs: 11,
2, 12, respectively [see instant application claims 14(b}, 16(b), instant application pg 32 Table 2] and light chain variable region has at
least 80% sequence identity to SEQ ID NO: 16 [comprises L-CDR-1,2,3 SEQ ID NOs: 13, 5, 14 respectively [see instant application
claims 15(b), 16(b), instant application pg 32 Table 2]] {claims 1-11, 14-16).

The inventlens listed as Group 1+ do net relats to a single general Inventive concept under PCT Rula 13.1 because, under PCT Rule
13.2, they lack the same or corresponding speclal technleal features for the followlng reasons:

Special Technical Features:

Ne technleal features are shared between the pelypsptide sequences of Greup 1+ and, accordingly, this greups lacka unity a priorl.
Commen Technical Feature:

Addltlonally, aven If Groups |+ Inventlons were cansldered to share the technical feature of:

—an anttuPAR antlbody comprising spachfically dafined heavy.' and light chaln variable region amino acid sequences, and their
respective H-CDR-1,2,3 and L-CDR-1,2,3 amine ecld sequences.

However, said comman technical feature is disclosed by US 2008/0152587 A1 te Zhou et al, (hereinafter "Zhou").

As to the common technical feature, Zhou discloses an anti-uPAR antibody (claim 1; "An isclated targeted binding agent that spacifically
binds lo urckinase-type plasminogen activator receptor (WPAR) and inhibits binding of urokinase-type plasminogen activator (uPA) to
uPAR"), samprising specifically defined heavy and light chain variable region amino acid sequences {para [0115]; "Embadiments of the
invention include the specific anti=uPAR antibodies listed below in Table 1. This table reports the identlfication number of each anti-
uPAR antibody, along with the SEQ 1D number of the varfable domaln of the carrespanding heavy chaln and light chain genes”}), and
thelr respective H-CDR-1,2,3 and L-CDR~1,2,3 amino acld sequences {(para [0029]; "I another embediment there is an antibody that
binds &> UPAR and comprises a heavy chain amino acld sequence comprising a GDR1, a CDR2 and a CDR3 sequence as shown In
Table 18" para [0028]; "In another embodiment there is an antibody that binds to uPAR and comprises a light chain amine acid
sequence comprising a CDR1, a CDR2 and a CDR3 sequence as shown in Table 197).

Aas the commoen technical feature was known in the art at the time of the invention, this cannct be considered a cammon special
technical faaturs that would atharwlse unlfy the groups. The Inventiona lack unity with one another.

Therefore, Group I+ Inventions lack unity of nvention under PCT Rule 13 because they do nat shara a sama or cormesponding special
technical feature.

Itsm 1{ll)(continued): Claims 1-11, 14=186, limited to an antt-uPAR antibody with heavy chain variable reglon with at least 80% segquence
idenfity to SEQ ID NO: 7 (comprises H-CDR-1,2,3 SEQ ID NOs: 1, 2,3, respectively) and light chain variable region with at least 80%
sequence identity to SEQ ID NO: 8 {comprises L-COR-1,3,4 SEQ [D NOs: 4,5,6, respectively).

item 4 (continued): Clafms 12. 13, 17-54 are dependent claims and are not drafted according to the second and third sentences of PCT
Rule §.4{a).

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

10

20

30

40

50



(92) JP 2024-522371 A 2024.6.18

gboooooooog

Gynoooooo oo gbooobooooood
U oooo 5/10 (2006.01) ooooo 5/10 ooooooo
U oooo 1/21 (2006.01) ooooo 1/21 ooooooo
U oooo 1719 (2006.01) ooooo 1/19 ooooooo
U oooo 1715 (2006.01) ooooo 1/15 ooooooo
U oooo  39/395(2006.01) ooooo 39/395 0000 OOO
U oooo  35/00 (2006.01) ooooo 35/00 ooooooo
U oooo  33/53 (2006.01) ooooo 33/53 ooooooo
O oooo  21/08 (2006.01) ooooo 21/08 ooooooo

(710000

(740000

(740000

(740000

(740000

(740000

(720000

(720000

(720000

(720000

(720000

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,CA,CH,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,IQ,IR,IS,IT,JM,J
0,JP KE,KG,KH,KN,KP,KR,KW,KZ LA LCLK,LR,LS,LULY MAMD,ME,MGMKMN,MW MX,MY,M
ZNA,NG,NI,NO,NZ,0M,PA,PE,PG,PH,PL,PT,QARO,RS,RU,RW,SA,SC,SD,SE,SG,SK,SL,ST,SV,SY, TH,

TITM,TN,TRTT, TZ,UAUG,USUZVCVNWS,ZAZM,ZW
ub dgbdg bobodg boooodao

goboooob ooobob obobo0 oobobob obo boboo Ooooo
522099135

goboooboooobooobooboobo oobobooboboob booboob booboooboooo
gbooooobaog

oobo00ooOo o0obo0obO oooobOob0o oooooo0o oooo oooooooo og
ugbg ooboo oooo ooo

100078282

goobooo go

100113413

gbooobooo go

100181674

ooboooo oo

100181641

gooooo oo

230113332

ugboogobooo go

ogbg bobg booooo

ubgobooot ocodobdob obobodo ooobobob obob oboooooboo oda
o0 0000 oooboooboobooo

ogboobogoo gooo

oobo00ooOo o0obo0obO oooobOob0o oooooo0o oooo oooooooo og
ubg bob gobooooo ood

ooo0O oooo oooo

gobooooo ooobob obobob obobo oooob obobo bobooboo o
ub d

gooooo goo

ugboooboooo ooobdob oboboo oooboobob obob oboooooo oda
oo0O 0000 oooo ogo

gbooboo oo ooo

oobo0ooOo0o ooobooob Obooooo ooooooo oooo oooooooo og
ugbg bobo boooo ooo

oO0bOoO0bOOo0n0O 4Bo64 AG27 CA19 CC24 DAO1

4B065 AA94X ABO1 BAO2 CA25 CA44
4C085 AA13 AA14 AA16 AA19 EEO1 GGO1



(93) JP 2024-522371 A 2024.6.18

Ub0ob0Oo000Db 4HO45 AAl11 AA30 BA10 DA76 EA20 FA74



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

