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Vu (BBHES1)
ATGCAGOTGCAGCTGGTGCAGTCTGGGOGCTOGAGGTGAAGAAGCCTGGGT
CCTCGGTGAAGGTCTCTGCAAGGCTTCTGGAGGCACCTTCAGCAGCTATG
CTATCAGUTGGGTGCGACAGGCCCCTGGACAAGGGUCTTGAGTGGATGGG
AGGGATCATCCCTATCTTTGGTACAGCAAACTACGCACAGAAGTTCCAG
GOGCAGAGTCACGATTACCGCGGACGAATCCACGAGCACAGCCTACATGG
AGCTGAGCAGCCTGCGATCTOGACGACACGGCCGTGTATTACTGTGCAAG
GGCCCTTGATCCTATTACGTTTGACTCCTGGGGCCAAGGTACCCTGGTCA
CCGTCTCGAGA

Yrh—(EENES2)
GGTGGAGGCGOGTTCAGGCGOGAGGTGGCTCTGGCGGTGGCGGATCG

Vy (BEHES3I)

TCTGAGCTGACTCAGGACCCTGCTGTGTCTOTGGCCTTGGGACAGACAGT
CAGGATCACATGCCAAGGAGACAGCCTCAGAAGCTATTATGCAAGCTGG
TACCAGCAGAAGCCAGGACAGGCCCCTGTACTTGTCATCTATGGTAAAA
ACAACCGGCCCTCAGGGATCCCAGACCGATTICTCTGGCTCCAGCTCAGG
AAACACAGCTTCCTTGACCATCACTGGGGUTCAGGCGGAAGATGAGGCT
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oooano

GACTATTACTGTAACTCCCGGGACAGCAGTGGTAACCATGTGGTATTCG
GCGGAGGGACCAAGCTGACCGTCCTAGGTAGATCT

FE(He)ELY + CH2 + CH3 (RRFIES4)

GAGCCCAAATCTTGTGACAAAACTCACACATGCCCACCGTGCCCAGCAC
CIGAACTCCTGGGGUGACCGTCAGTCTTCCTCTTCCCCCCAAAACCCAAG
GACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGUGTGGTGO
ACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGUTACGTGGACGG
COTOGGAGGTGCATAATGCCAAGACAAAGCCGUGGGAGGAGCAGTACAA
CAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGG
CTGAATGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAG
CCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCUCCGAGAACC
ACAGGTGTACACCCTGCCCCCATCCCGGOGATGAGCTGACCAAGAACCAG
GTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCCGT
GOAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCC
TCCCGTGCTGGACTCCGACGGCTCCTICTICCTCTACAGCAAGCTCACCG
TGOACAAGAGCAGGTGGCAGCAGOGGGAACGTCTTCTCATGCTCCGTGAT
GCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCT
CCGGGCAAATGA

T/ BERS
Vi (BEFIESS)

QVQLVQSGAEVKKPGSSVEKVSCKASGGTFSSY AISWVRQAPGQGLEWMGG
HPIFGTANY AQKFQGRVTITADESTSTAYMELSSLRSDDTAVYYCARALDPI
TFDSWGQGTLVTVSR (11873 /B8)

V), (BEFES6)

SELTODPAVSVALGOQTVRITCQGDSLRSYYASWYQQKPGOQAPVLVIYGKNN
RPSGIPDRESGSSSGNTASLTITGAQAEDEADYYCUNSRDSSGNHVVEGGGTK
LTVLGRS (11073 /&)
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1. ATFFEP1C21 8 LUP3C214scFvC21&M 4 TR M
BLUBEEHOHESA-BEEIRILY—
JHUE scFy C21igfmEs | BIFLF—
{Kcal/mol)
PLC2L (Ser2) H30, H31, H100
PIC21 (Pro 7) L9z
PIC21 (Asp §) 1.91,1.30
PIC21 (Lys 11) H31, H57.H58 93.8
PIC21 (Arg 12) 1132’11[295]’ H99,
P1C21 (Pro 13) 1153, 1S4
PIC21 (Leu 14) 110
P3C21(Pro 2) 1128, 1153
P3C21(Tyr 3) 130
P3C21(Arg 4) 1126, H27, 1131
P3C21(Tyr 5) H29 s
P3C21(Pro 7) H99, H100
P3C21(Leu 11) 1.30, 1.48
P3C21(Lys 12) 150, 1.51
P3C21(Arg 14) | 129, 149, 164, L66
P3S10(Pro 2) H28, 1153
P3S10(Tyr 3) H30
P3S10(Arg 4) H26, H27, H31
P3S10(Tyr 5) 129
P3S10(Pro 7) 1199 L6
P3S10(Leu 8) H100
P3$10(Ser 10) 1.47
P3S10(Leu 11) L30, 148, L89
P3S10(Lys 12) 1.50, 1.51
P3S10(Arg 14) | 129, 149, 1.64, 166
0000000000000 0000000000000
go0ooooooOoooooooooooooooooao
gooooooooooboooooouooooooooao
0000000000000 0000000000000
0000000000000 000000
oooOoooao
godoodooooooooooouooooooooaa
0000000000000 0000000000000
oo0o0ooo0oooooobooooooooooooooao
godoodooobooooooooouooooooooan
0000000000000 0000000000000
go0ooooooOoooooooooooooooooao
goooooooboooboooooouooooooooan

O 0Oooo
OO oo
O Oooo
O 0Oooo
O 0Ooo
O 0Oooo
O 0Oooo
O 0ooo
O 0Oooo
O oOooo
O 0Oooo
OO oo
O oOooo
O 0Oooo

OoOoo0ooood
O 0O0oO0oo0oood
OOoo0ooood
OOoo0ooood
OOoo0oo0oood
O Ooo0ooood
OoOoo0ooood
OoOoo0ooood
O O0Oo0ooood
OOoo0ooood
OoOoo0ooood
O O0Oo0ooood
OOoo0ooood
OoOoo0ooood

JP 5836125 B2 2015.12.24

10

20

30

40

50



(66)

JP 5836125 B2 2015.12.24

0000000 U0U0UoUoOoOoOooDU0OU0ODUDUUODUOUdUUODOoDOoOoODOoDOOoOOOg
gfdodoooooooooooooooboooboobooboDooooon
oo oo oo b oo oooood
goodoooouoooooboooboobuoob oo oooooooon
00000000000 ooooo0oooooooooooooao
oooooao
goooooooooooodoboooboob oo oooooooon
000000000000 ooooDO0oO0oU0DU0DUOoOoU0ooDooooDoOooOoOooOg
gfddooooooooooooooobooboobooboDooooon
oo b oo oo b oo ooooon
000000000 UUOoOoOoo0o0DO0ODUODUOUUOUOUOUOooOoOoooOO
ocooooao
oooao
F2. scFvC21~ADRTFFPIC21 B8 XUP3C21DE S OEIERE SHBH

RIFE Ko (1/Ms) Ko {1/8) Kd (M)
PIC2]
SPSWYCPDCDKRPLY 1.183%3 9.7e-3 ].24e-6
(REHNEST)
P3C21
RPYRYDPLGDLKSRH 2.17¢3 6.55¢-2 3.02¢-5
(BLHES10)
P3AS
RPYRADPLGDLKSRH B EEESh I
(BeFIES11)
P3V7
RPYRYDVLGDLKSRH mbrgEGR S EEEEIA LGN
(ELHES12)
P3810
RPYRYDPLGSLKSRH 9. 17e2 3.07e-3 3.34e-6
(AReFIES13)
BAETEY H-0HIC, 1~32y MOBEORETATIFEPI1C21ELUP3C21%
FALE. fohitY—4F S5 L(sensograms)®. 1: 1Langmuriantl BEEAET
LADEFRBESITESEREER (kB LUker) OEED-HICHEAL-. HESE
B(Kd) £, kott /kon ELTEHEARTFRIZTOWTEHESRT .
000000000000 ooooDO0oO0oU0DU0DUOoOoU0ooDooooDoOooOoOooOg
gododoooooooooodooooboob oo ooboooooon
oo oob oL oo b oo oooooo
0000000 U0U0UoUoOoOoOooDU0OU0ODUDUUODUOUdUUODOoDOoOoODOoDOOoOOOg
gododoooooooooooobooob0 oo boobooboooooon
oo oo oo b oo oooood
goooooouoooooooobooob oo oo oooooooon
00000000000 ooooDo0o0oD0oo0DoooooooooDoooog
ofdodooooooboooouoooooodd
gooooo
000000000000 ooooDO0oO0oU0DU0DUOoOoU0ooDooooDoOooOoOooOg
gfddooooooooooooooobooboobooboDooooon
oo ob0 oo oo b oo oooood
0000000 U0U0UoUoOoOoOooDU0OU0ODUDUUODUOUdUUODOoDOoOoODOoDOOoOOOg

O Oooo
O 0Oooo
O 0Oooo
O 0Ooo
O oOooo
O 0Oooo

O Oooo
O Oooo
O 0Oooo
O 0Oooo

Oo0ooogogogao
Ooo0ooooQgogoao
Ooo0oooOoogoao
OOo0o0ooogogogao
OoooooQgogoao
Ooo0oooQoogoao

O 0Ooo
O 0Oooo
O 0Oooo
O 0Ooo
O oOooo
O 0Oooo

O
O

10

20

30

40

50



Iy e e e ey e e R e s s [y
Iy ey I [y
e e e e ey e s e e e e e s e s s [

OOoo0ooood
OOoo0ooood
O O0Oo0ooood
O Ooo0oooao
O 0Ooo0oooao
O O0Oo0ooogoao
O Ooo0oooao
O 0Ooo0oooao
O 0Oo0oo0oo0oao
O Ooo0oooao
O 0Ooo0oooo
O 0Ooo0oo0oo0oao
O Ooo0oooao
O Ooo0oooao
O O0Ooao
O O0Oo0goooao
O Ooo0oooao
O 0Ooo0oo0ooao
O O0Oo0oooao
O Ooo0oooao
O 0Ooo0oo0ooao
O O0Oo0ooogoao
O Ooo0oooao
O 0Ooo0oooao
O 0Oo0oo0oo0oao
O Ooo0oooao
O Ooo0oooao
O 0Ooo0ooOoo0oao
O Ooo0oooao
O O0Oo0oooao
O 0Ooo0oooao
O O0Oo0goooao
O Ooo0oooo
O 0Ooo0oooao
O 0Oo0oooao
O Ooo0oooao
O 0Ooo0oooao

[ [ e e B
[ [
s s e e ) e s e e s e |

Ooooooooooogodg

OOoooood
OoOoo0ooood
O O0Oo0oooogod
OO0Ooo0ooood
OOoo0ooood
OO0Oo0oo0oo0ood
OO0Ooo0ooood
OoOoooood
OO0Ooo0oo0oood
OO0Ooo0oooogod
OoOoo0ooood
O0Ooo0oo0oood
O O0Oo0oooogod
OOoo0ooood
OoOoo0oo0oood
O O0Oo0oooogod
OOoo0ooood
OOoo0ooood
O O0Oo0oooogod
OO0Ooo0ooood
OoOoo0ooood

Oooooooooooogdg
Oooooooooooogodg
OO0 oDoDoo4gogooooogd
Oooooooooooogdg
Oooooooooooogodg
OOoooooooooood
Ooooooogooooogdg
Oooooooooooogodg
OOooooooooooogod
OoooDooogooooogdg

O Ooooo
O 0Ooo0ooo
O OoOgooao
O Ooooo
O Ooooo
O 0Ooo0ooo
O Ooooao
O Ooooo
O 0Ooo0ooo
O Ooogooao
O Ooooo
O 0Oooo
O Oooo
O Oooo
O 0Oooo
O 0Oooo
O Oooo
O 0Oooo
O 0Ooo
O Oooo
O Oooo
O 0ooo
O Oooo
O Oooo

Oo0ooooooooodg

Ooooooooogogoog

O

Oooooogoooao
Ooooooogooooao
OOoo0ooooOooOoooOoao
Oooooogoooao
Ooooooogogoooaoo
OOoo0ooooOooOooOooOoao
Oo0ooooogogogooao
Oooooogoooaoo
Ooo0oooogooooOoaoo
Oo0oooogogooao
Oooooogoooao
OoooooogooooOoaoo
OO0 oooodgogoooao
Oooooogoooaoo
Ooooooogooooao
OO0 o0ooodogooao
Oooooogoooao
Ooooooogooooao
OOoo0oooOooOoooOoao
Oooooogogooao
OoooooQgoooao
OOoo0oooooOoooOoaoo
Oooooogoooao
Oooooogogoooaoo
Ooo0ooogooooOoao
OO0 oooodgogooao
Oooooogoooaoo
Ooo0ooogooooaoo
OO0 oooodgogooao
Oooooogoooao
Oooooogogoooaoo

oo oooooQgoooo
Ooooooooogooooao
OO0 ooooogogQgoooao
OO0 ooooogoQgoooo
Ooooooooogooooao
OO0 ooooogoQgogoooao
OO0 ooooogoQgoooo
OoooooooQgooooo
OO0 ooooogo4Qgoooao
OO0 ooooogoQgoooo
oo oooooQgoooo
OoooooooogooOoooao
OO0 ooooogogQgoooo
oo oooooQgoooo
Ooooooooogooooao
OO0 ooooogogQgoooao
oo oooooQgoooo
Ooooooooogooooao
OO0 ooooogogQgogoooao
oo oooooQgoooo
Oooooooogooooao
OO0 ooooogQgogoooao
OO0 ooooogoQgoooo
OoooooooQgooooo

(67)

|

O 0Oo0oo0ooao
O OooOgooo
O 0Oo0oooo
O 0Oo0oo0ooao
O OooOgooo
O 0Ooo0oooo
O 0Oo0oooao
O OooQgoo
O 0Ooogoo
O 0Ooo0ooo
O O ogogog
O 0OooQgoo
O 0Ooo0gooo

JP 5836125 B2 2015.12.24

O

[ I |

O Oooo
O Oooo
O O0ooo
O Oooo

O
O
(]
O
O

10

20

30

40

50



L e e e [y e e e
Iy sy ) [y
e e e ey e e ey e e e e s e s s [y

O

Eu e ey e e e e e e R

O

O 0Ooooao

L [ [ [ e e e A [ B

e S [ [ |
OO0ooooogogg

(]

O 0Ooo0ooo

Ly e e e e e e s e s = ) O [

O

O d

O oOooo
O 0Oooo
O O0Ooo
O 0Oooo
O 0Oooo
O 0Ooo
O 0Oooo
O 0Oooo
O 0Ooo
O Oooo
O 0Oooo
O 0Oooo
O Oooo
O 0Oooo
O 0Oooo
O Ooo
O 0Oooo
O 0Oooo
OO oo
O Oooo
O 0Oooo
O 0Ooo
O 0Oooo

O
O
O
O
O
O
O
O
O
O
O
O
O

O
O
OJ
O
O
O
O
O
O
O
O
O
O

O o0Oooo

Oooooooo4oooDooo oo oDoDoooooDooogogaoQg
Ooo0ooooooo0 oo ooo o0 oo oooooooooggoQg
I Y Y = S Y O Y O o Y
Oo0ooooo4o0ooDooo oo oo oogogoooooggaog
Ooo0ooooooo0 oo oo oD oo oooooDoooogogoQg
Oooooooooooooooooooooooooogogao
Oo0ooooo4oooooooooDoDoogogoooooggaog
Ooo0oooooo0ooooo oD oDoDoooooDooo<® 0dgog
Ooooooooo0ooooooooDooooooooogogQg
Oo0ooooo4Q0ooooooooDoDooggoooooggog
Ooo0oooDoo*®T 0o0o0ooo0o o0 oo ooogooooooggoQg
Ooooooo0 oo oo +®Eoo0o0ooooooOoooogooaog
Oo0oooouoddooooooUoooDoDooggogooooggg
Ooo0oooooo4oooooo oo oDoDooogooooooggoQg
Ooo0ooooooo0 oo ooooD oo ooooooooogogoQg
O0oooougogddooooUogUoUoooDooggooooooggg
Oooooooo4o0 oo ooo oo oo oogogoooooggaoQg
Ooo0oooooo*®T 0o ooo0o o0 oo oo oo ooooggo-g
OO0 ooougogddooDooggUoUoooDoogQg xoooogogaog
Ooooooo4oooooo oo oDoDoogogoooooggoQg
Ooo0oooooo4o00 oo ooo oD oDoDooooooooogQgoQg

Ooooooogoo
OooooooQgoo
OO0 oooogogaog
Ooooooogogoo
OoooooooQgoo
OooooooQgoOoo
Ooooooogogoo
oo ooooQgoo
Oooooooogoao
Oooooogogoog
OooooooQgoo
Oooooooogogoo
OO0 oooogogoog
Ooooooogoo
OooooooQgoo
OO0 oooogogog
Ooooooogogoo
OooooooQgoo
O 0D oooogogaog
OoooT oogogoo
oo ooooQgoo
Oooooooogoo
Ooooooogoo
OooooooQgoo
OooooooogoQg X
Oooooogogoo
OooooooQgogoo

O o0Oooo

O Oooo

O oOooo

O o0Ooo

O o0Ooo

O oOooo

O o0Oooo

O o0Ooo

O 0Oooo

O o0Ooo

O o0Oooo

O 0Oooo

(68)

O O
O O
O O

O oOooo
O o0Ooo
O 0Oooo

O
O
O

O
O
OJ

O oOooo

O o0Oooo

O Oooo

O oOooo

O oOooo

O o0Ooo

0O O0Ooo0ogao

OoOo0ooooo4ooooooooooDoogogoooooggaog
Ooo0ooooooo0 oo ooo oD oo oooooDoooogogoQg
Ooooooooo0 oo ooo o oo ooooooooogog-g
Oo0ooooo4Q0oooooUoooDoDooggogooooggog
Ooo0ooooo4o0ooooo oD oDoDooooooooggoQg
Ooooooooo0o0 oo ooo o oo oooooooooggoQg
Oo0oooouoddooooooUoooDoDooggUooooooggag
Ooo0ooooo4oooooo oo oDoDoooooDooooggoQg
Ooooooooo0woDooooooooooooooogoogaog
OO0 ooougogddooDooUoUoUUoooDooggooooooggg
Oo0ooooo4oooDooo oo oDoDooogooDoDoo<®4go-g
Ooo0oooooo o0 oo ooo oD oo oooo oD oo ooggoQg

Oooooooooooooooooood

JP 5836125 B2 2015.12.24

O oOooo

O
O
O
O
O
O
O
O
O
O
O

O o0Oooo

O o0Ooo

O 0Oooo

O o0Ooo

o O o0Oooo

Oooooooodg

O 0Oooo

OO0 oooogogo
Ooooooogogoo
OooooooQgoo
OO x oOoooogogaog
Ooooooogoo
OooooooQgoo

O o0Oooo

O o0Oooo

O 0Oooo

O oOooo

O

10

20

30

40

50



Iy e e e ey e e R e s s [y

O 0Ooo0ooo0oao
O Oo0ooogoao
O Ooo0oooao
O 0Ooo0ooo0oao
O Oo0ogooao
O Ooogooao

Iy e )y ) ey ey e sy |
e s e e e e ) ey e e s e e R
Iy s e e e e ey e e s e s [ I
Iy s ) ) ey e e [ |
e e e e ) ey e e s e s e R

O Ooooo
O 0Ooo0ooo
OO ogoao

OoOoooood

O
O
O
O
O
O
O
O
O

O
O
OJ
O
O
OJ
O
O
O
O
O
O
O

OOoo0oooo
O0Ooo0oo0ooao
O 0Oo0oooao
O Ooo0oooao
OOoo0oooao
O O0Oo0oooao

OoOoo0oooogd
Oooo0ooood
OOo0o0oooogd
OoO0ooooogdg
OooOoo0oooogodg
OO0o0oooogd
Ooo0oooogd
OooOoo0oooogod
OooOoo0ooood
OoOoo0oooogd
OooOooooogod
Ooo0Ooo0ooood
OoOoo0oooogd
Ooo0ooooogod

O
O
OJ
O
O
OJ
O
O
O
O
O
O
O

O
O
O
O
O
(]
O
O
O
O
O
O
O

O
O
O
O
O

OOoo0ooood
Ooo0ooO0oeodo

O 0Ooo0oooao
O Oo0oooao
O Ooo0oooao
O 0Ooo0oooao
O 0Oo0oooao
O Ooo0oooao
O Ooo0oooao
O 0Ooo0oo0oo0oao

O 0Ooo0ooo

O 0Oo0oooogod
OO0Ooo0ooood
OoOoo0ooood
O O oOooao
O Ooooo
O Ooooo
O Ooo0ooao
O Ooooo
O Ooooo
O Ooo0ooao
O Ooooo
O Ooooao
O Ooo0ooao
O OooOooao
O Ooooo
O Ooo0ooao
O OoOgooo
O Ooooo
O Ooooao
O 0Ooo0ooao
O Ooooao
O Ooooo
O Ooo0ooOoo
O Ooooao
O Ooooo
O Ooo0ooao
O OoOooo
O Ooooo

Ooo0oo0ogao

O
O
O
O
O
O
O
O
O
O

O Ooooo

O 0Ooo0ooo

O

Ooo0oogao

O Ooogooo
O 0Ooooo
O 0Ooo0ooo
O Ooogoo
O 0Ooooo
O 0Ooo0ooo
O Ooogoo
O 0Ooooo
O 0Ooo0ooo
O O0Oogoo
O 0Ooogooo
O 0Ooo0ooo
OO o0goo
O Ooogooo
O 0Ooo0ooo
O 0Ooo0ooo
O Ooogooo
O 0Ooo0ooo
O 0Ooo0ooo
O Ooogoo
O 0Ooooo
O 0Ooo0ooo
O O0Oogoao
O 0Ooooo
O 0Ooo0ooo
O Oogoao
O 0Ooooo
O 0Ooo0ooo

O Ooogooo

O
O
O
O
O
O

X OoOogoaog
O Ooo0oooao
O 0Ooo0ooo0oao
O O0Oo0oooao
O Ooo0oooo
Ooo0oo0ooT ™

O
O
O

(69)

O 0Oo0oooao
O Ooo0oooo
O 0Ooo0oooao
O O0Oo0oooao
O Ooo0oooao
O Ooo0oooao
O 0Oo0oo0oo0oao
O Ooo0oooao
O 0Ooo0oooao
Oo0oo0ooox=

O O
O O
O d

0O 0o oo
OOoo0oooogd
Oooooogdg
Ooo0oo0ooood
OOoo0oooogdg
OoOoo0oooogd
Ooo0oo0ooogod
Ooo0Ooo0ooood
OoOoo0oooogd
OooOooooogod
Ooo0Ooo0ooood
OoO0oo0oooogd
Ooooooogod
OooOoo0ooood
OOo0o0oooogd
OoOoo0oooog
O0Ooo0oo0ooao

O O

O O
O O
O O

O
O
O

O
O
O

O
O
O
O

O
O
OJ
O

O
O
OJ
O
O
O
O
O
O
O
O
O

O
O
O
O
O
O
O

O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O

O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O

JP 5836125 B2 2015.12.24

O Ooo0oooao
O 0Ooo0oooao
O 0Ooo0ooo0oao
O Oo0oooao
O Ooo0oooo
O 0Ooo0oooao
O O0Oo0oooao
O Ooo0oooao
O 0Ooo0oooao

O 0Oooo

OO oOgooo
O Ooooo
O Ooooo

O O ogo

O Oooo

O O0ooo

10

20

30

40

50



(70) JP 5836125 B2 2015.12.24

O Ooo0oooao
O 0Ooo0oooao
O Oo0oooao
O Ooo0oooao
O 0Ooo0oooao
O 0Oo0oooao
O Ooo0oooao
O Ooo0oooao
O 0Ooo0oo0oo0oao
O Ooo0oooao
O Ooo0oooao
O 0Ooo0ooo0oao
O O0Oo0oooao
O Ooo0oooo
O 0Ooo0oooao
O 0Oo0oooao
O Ooo0oooo
O 0Ooo0oooao
O O0Oo0oooao
O Ooo0oooao
O Ooo0oooao
O 0Oo0oooao
O Ooo0oooao
O 0Ooo0oooao

O 0Ooo0ooao

O Ooooo

O oOoooo

O o0Ooooo

O 0Ooooo

O oOoooo

O oOoo0ooao

O 0Ooooo

O oOoooo

[ = A o

O oOoooo
O O0Oooo
O oOoooo
O oOoooo
O 0Ooo0ooao
O oOoooo
O oOoooo
O o0Ooo0ooao
O 0Ooooog
OoOoooo
O o0Ooo0ooo
O 0Ooooog
O oOoooo
O o0Ooo0ooo
O O0Oooo
O oOoooo
O o0Ooooo
O 0Ooooo
O oOoooo
O oOoooo
O 0Ooo0ooao
O 0Ooooo
OoOoooo
O o0Ooo0ooo
O 0Ooooog
O oOoooo
O 0Ooo0ooo
O 0Ooooog
O oOoooo

OO0 oooogogogoooogod
O o0Ooooo

oo oooooooooodg
Oo0oooooooooood
OO0 ooDoogogogogoooogod
Oooooooooooodg
Oooooooooooodg

O Ooo0oooao
O 0Ooo0oooao
O OoO0ooogoao
O Ooo0oooao

googao gooo
FIG. 2

FIG. 1

M14#5/HMW-MAA M14#5

HMW-MAA

128

0.D. 490 nm

128 1268

MRa%

10° 104 1 104

HLIME



(71) JP 5836125 B2 2015.12.24

oooano
FIG.5

500 125 032 008 002 OO0 10000 2500 630 168 040 010
mAD () scfy {ul}

oboood

FIG. 6A

s
g e

]

gboooo gooon

FIG. 6F

0.D.490 nm




gooad
FIG. 8
100
,MM*
F N
g
"\\:M“’{:T*‘\N
°\D 60 ™ \“’c A\\
* \\ N a
o AN J X, kY
= ™, 3
. .\! 3 Ay
S N kY
* b N
5, :
2 - AN SNe A
- e
g i ey
i { § X
100
< 60
Ho
=
20 o
Lty
S :
N i i i £ 3 & i i
62.50 15.63 3.91 0.98 0.24
RIFF (uM)
OoooOooao
FiG. 10
P1C21 MB1 g, 08
MI4#5/HMW-MAA M14#5 MIASIHMW-MAA  M14K5
6 6 64
9 ol ohas 8 &
i 16 ¢ 10 10° 0 e
b4 64 64
5 g;:§ 9 g:‘\ & gw\
100 108 19° w9 104
ﬁ 64 4 84
k=
A 5 A
" S— M S— u»gﬂ*——————"'ys
100 10 10 T8¢ 108 10

HHIE

(72)

gooao

JP 5836125 B2 2015.

FIG. 9

12.24

600

400

Pk}

200 1

goooo

FIG. 11

204KD s

122KD

102KD -

A P P P
% O \O o
© o o o
‘O'\ '\xo \xo xo
v Vv ol
Q\ Q\ \f?
&

LiRotolibichEink



JP 5836125 B2 2015.12.24

gooon

(73)

ooooao

o v N
L. EHOBWHY | REORBHOUNSE
oe 92 zz 61 82 144 02 £l L
““““““““““ 000 000
\H 00°002
\\
e 00°00Y = 00002 ﬁ
of
00009 3
SSLLHAM EAN Sev-diN-van % \ﬁ mﬁw
: 00008 —. ! Lot 3
R ; \\ 100°0>d logons 3
U —oN7E 007000+ @ 1
LG ) 4L:61194-A]0S 611 04-A40S ... 611 04-A40S ..p..
Loz }20 0-4-A40S—— 00°002 1+ 10 0-A40S -
S~ 198 ik %600 611 622Gk %980 00009
TLYALNQYNAYSYLL o
2 EA—CERYOISOF T L ° .
2EIWYLN: tDdSO/YLIN W&% YL P S NO)-TF3-]
Y9dSO VLN 25921 i %0259 120 [ 6LZ6ik %S0 —wo s O
vodSoviN i = S 036 5 U1 & )P L W QBB W QP L 2D 04-A40S
BEHEORBB2 —/ L2 FPZ)L2D 24-A40S O
R O 8l Ol4
[
B34 AT
105 0 ,: 3t m? Edd
, 85Tk HELL 611 o
BELEQ -
m € LIDd NP LOCIOdWBHEY =
3 A P2 L 2094-A408
-
ol .
= LESLHL G %0EIE 120 0821 B %HLOL 120 mmw
€1-10d 0€10d
o
0] 0 st 51 aﬂ%a
b = :
o
1%} F
= g
* BEEEQ 982 ik 098k %680 6L1 %
LOZ LV LYY yNIH BB &l y N
FELRELS g kAo oE MEST w ke 4
2
[ g
. , , | 9608 Gy %168 5208 I 0986 51 s %LEB6 120 @,M
2 3 @ O 1021V 224011
- < o O
{ww) FUHEOWZ O SL'OId



(74) JP 5836125 B2 2015.12.24

ooooao gooon

FiG. 20 FIG. 23

scFv-FcC21IZ £ 5TV RITH T B TR D
BHRAMEBOEE scFv-FcC21i2&HMDA-MB-231D/ > E @R EDRE

120

2 12
® TH¥RRB I - 2
g C21CMBEERI1/6EDTIR »

119TREEZIF-6/6IDTIR = 8
IZBVWTRO R ﬁ
®

4

r
scFv-Fc C21 scFv-Fc119 0

scFv-Fc C21 scFv-Fc 119




(75) JP 5836125 B2 2015.12.24

Ooo0oao
FIG. 3
mAb TCHRZEKRE
763.74 ~
201 kD -
116 KD s |

tREOEDEELIZRERR



(76) JP 5836125 B2 2015.12.24

FIG. 4

LT OHDEELITRERE

265 KD coee

FIG. 13

scFy C21-RFFEP1C218a K



(77) JP 5836125 B2 2015.12.24

ooooao

m
(Lo
4]
L
o
=
§ "
1kt He
= =]
2 o
E —
e
L iE L
S Bl 2 @
> Ra £ 7
= g ol
B o o 7
0 m
== a
14 n
| s}
\
M
L ¢
<« B 5
4 1)
N o x 8
% T x b
oo -
— o =
N —
(o]
< 3
b — 2
5 g 8 8 L
L 8 =} =] LL
0 =] 8 8 o
) a2 o © n
(00Z x ) &5 <

wcG/(gwuu)



JP 5836125 B2 2015.12.24

(78)

ooooao

LA 4 0= =l 2 ’ - = | ’
wR60000=d ,,,  BWAN—ONACLIEA)L:8 BHLZOOI-AI0S Y

&l

611 Ad-0428 12D Ad-2498

OC S/ Bl

o
]
oy

oot
L ozL
L ovL
_ 0oL

ryx

(002 x ) fitf=E

SHEIOHBES Y Y - HE

2\ICT{0L48S) EH Y A-d-F ¥

2 LEHIZMHAO

[ S
CHEZIWY G2

R

Vil ‘Old
B E B[O P IFETATHOMY L2 )L 2094-A40S



JP 5836125 B2 2015.12.24

(79)

ooooao

FEHED\1Yg=|7d9/0

112D 94-A49S

HNEEEEZIHHLS

FEHI L2209/

‘611 94-AJIS

BROVIEH2L A

SEl-IN3%H

SHO¥EHSHHIHE P 2D04-A40S
6l OId




JP 5836125 B2 2015.12.24

(80)

ooooao

P10T00°0 =d esT000=d
8T'sTTqvw SZOcAqVW 8T°STTY VW SZOcAqVW
-~ ; .n_u
ks - €0 @
] o
: ro T
> B
S - 90 S
5 =

HEOKEY GAYWRBN1Z0 24-Ados  SFHOXHEYL2HAURFW261124-449

U 194S-AN) P L1V 0 -ONd=L YR BT " H LI BB LB CAWR L~ USTH (M

1 'Old

=

B8 4



JP 5836125 B2 2015.12.24

(81)

ooooao

o

m.._._.o

SHOITEBOIA<}I@LES-9N-
Z¢Z 9Old

611 94-AdOS

XAORE AT B

4-A40S

VAWNSFZ|L2D°d

A0S

.

12D 94-A4OS

(=]
-

HlQFF

(=]
™

(%)

=
==




(82) JP 5836125 B2 2015.12.24

ooooao

FIG. 24

Akt, Erk1/2

p-Akt

HLA-23A1

Akt

HLA-75A1

p-Erk1/2

To-5

Erk1/2

To-5




(83) JP 5836125 B2 2015.12.24

ooooao

FIG. 25

Wnt/B-A7=>

B-hy=

HLA-95 A1




JP 5836125 B2 2015.12.24

(84)

ooooao

IY&4-V'IH

Iad
- (Ipzes)IIad-d
1¥£4-VIH
NALd
(€8€/78EAY 1/08E19S)
NALd
(€8€/78EUL/0SE19S)
NALJ-d
9¢ 9Id

§-OL
o1

yrag-d

Y4 VIH

MvA
MV-d

8. [

ooooao
0005836125000001 . app




(85)

JP 5836125 B2 2015.12.24

0ooo0oo0oooo

(GL)Int.Cl.
poooo  7/08  (2006.01)
oood  1/15  (2006.01)
oooo 119 (2006.01)
oooo  1/21 (2006.01)
poood  5/10  (2006.01)
ooOoO 39/395  (2006.01)
oooo 3900 (2006.01)
oooo 35/00 (2006.01)
ooOoo 35/02  (2006.01)
ooOoo 37/04  (2006.01)
ooOoO 33/577 (2006.01)
poOoOO 33/574  (2006.01)
oOoOoO 33/53  (2006.01)
ooog 21/08  (2006.01)
oooo
oooo

(74000 100181641

000000000
(74000 230113332

(72000

(72000

goo

gboooooood
oooooooo
gbooboboboobobobooooobooboooooooboooooooobooooooo

god

ooooooooooo

ano
godo
ogoo
gooo
godao
oooo
gooo
goao
oooo
ogoo
gooo
godao
ogoo
gooo
goao
oooo
gooo

7/08
1/15
1/19
1721
5/00
39/395
39/395
39/00
39/395
35/00
35/02
37/04
33/577
33/574
33/53
21/08

godo
ogoo
gooo
goao
ogooo
gooo
goao
oooo
ogoo
gooo
goao
ogoo
gooo
goao
ogoo
gooo

goood
goood
goood
goaod
goood
goood
goood
goood
goood
goood
goaod
goood
goood
goaod
goood
goood

gbobobobooboobobooobooooboboooooobooooooooooooooo

goood

ooood

¢Ge)DOO0O OOoooOooooooooooooooooo
goboobooooooobbooooooobog

(58)000000(Int.Cl.O0O0)

gbobobobobobobobobobobobo

gobooboooobooobog
ooboooooooooobog
goboooooooooobod
goboooooooooobod

goobogobooboooo

gboboobobobobooa
ooboooooooooobog
gbobooboobobobobo
gbobooboobobobobobobobobobobobobobooba

ubgbobobaboboboboboboboboboboboboobobobooao

goboobooooooobbooboooobooboo

gooooo



(86) JP 5836125 B2 2015.12.24

goood
gooooogoogo
gog



patsnap

ERATROF) nEsFERERBHEXREN T2 ARGRERRE
DF(RE)F JP5836125B2 DF(E)A 2015-12-24
HiFs JP2011532263 RiFH 2009-10-15

FRIRB(RFR)AGE) LEEEKXS

ik

RF(EFR)AGE) CEEARE - FEEHEFCBREBRE
HHRB(ERRA(E) CEEBRE - PEEHEFRAERE

FRI& B A PR
ZIO0—xJYILR

KA 02,2274
ZIO0—%, YLK/

IPCH %S C12N15/09 C07K16/30 C07K19/00 CO7K14/21 C07K7/06 CO7K7/08 C12N1/15 C12N1/19 C12N1/21
C12N5/10 A61K39/395 A61K39/00 A61P35/00 A61P35/02 A61P37/04 GO1N33/577 GO1N33/574
GO01N33/53 C12P21/08

CPCH¥S A61K2039/505 A61P35/00 A61P35/02 A61P37/04 CO7H21/00 CO7K16/3053 CO07K2317/21 CO7K2317
/56 CO07K2317/622 CO7K2317/73 CO7K2317/75 CO7K2317/76 C12N15/00 C12N15/62 CO7K16/30
GO01N33/57423 GO1N33/5743 GO1N2400/40 A61K39/0011 A61K39/00119 CO07K14/705

FIn kS C12N15/00.ZNA.A C07K16/30 CO7K19/00 C07K14/21 CO7K7/06 CO7K7/08 C12N1/15 C12N1/19
C12N1/21 C12N5/00.101 A61K39/395.T A61K39/395.L A61K39/00.H A61K39/395.Y A61P35/00
AB61P35/02 A61P37/04 GO1N33/577.B GO1N33/574.Z GO1N33/53.D C12P21/08

REBAGE) EXRHZHT
1R A TakashiSatoshi
AINKS
[ITp:N 273
BWER(F) KHE#E=
£ 5 61/106055 2008-10-16 US
H N FF ek JP2012505659A
JP2012505659A5
SAEREE$E Espacenet
HE(R)

ANNFTHENARRERAERENERR , HERELESHMW-MAA, BT 7 HEBXERENZER  SRBXLERRS TR
BHEEAMREKRS FROENBEEIAR. RETHETRUERFHHMW-MAA, AXXAFF T FIRX LKL MEERBEINEED
M5 E. BT TR BRBENZIREN S E.


https://share-analytics.zhihuiya.com/view/b033f6ea-4664-402e-b95f-c96324892f52
https://worldwide.espacenet.com/patent/search/family/042107249/publication/JP5836125B2?q=JP5836125B2

(19 BFEHEHT (P) R F 2 8E2) () mwED
REF58361255
(P5836125)
(45)BITH FRR274E12A24H (2015.12.24) (@O BHE FHR2ELLAISE (015.11.13)
(1) Int.CL. F1
C12N 15/09 (2006.01) C12N  15/00 ZNAA
CO7K 16/30  (2006.01) CO7K 16/30
CO7K 19/00  (2006.01) CO7K 19/00
CO7K 14/21  (2006.01) CO7K 14/21
CO7K 7/06  (2006.01) CO7K  7/08
FREOM 27 (£ 86 H) MEEICHRC
Q1) HEES #8201 1-532263 (P2011-532263)  ((73) S ¥FHEE 506339556
86) (22) WA SEAR214E10 156 (2009.10.15) AIZN=YFA AT EyYs—F —
65 ARES HF2012-505659 (P2012-5056594) AT F ATZYINA YATA
43y A%\ SERR2443A8H (2012.3.8) FF NA¥— TFasrfvay
(86) EIRZHM& S PCT/US2009/060903 FAYHERE ~TYANRZT 152
@) ERAMES  $02010/045495 60, Ywwn—s, HFupl— 7
67 EFAME SERR224E4A 22 (2010.4.22) VE ANT ARY—Y, H—FF—
FEWRE SER24E10A 48 (2012.10.4) AFA=N ATTPUVA k¥E—
(1) ESEIBERE S 61/106, 055 200
(32) E5%H SER202E10/ 16 (2008.10.16)  [(74) {RFEA 100078282
(33) EEEERE  ORE US) #EE UE AR
(74) {(REEA 100113413
MEHE #E+ KT EM
(74) {REBA 100181674

#E+ RE B®
RATEICH S

64 [BAOERN] BATEAS/ —<HEARCHT 3 EEL MGS LT OER



