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TCTGTAAAGGTTGGTGGAGAGGCAGGTCCATCTGTCACACTACCCTGCCACTACA
GTGGAGCTGTCACATCAATGTGCTGGAATAGAGGCTCATGTTCTCTATTCACATG
CCAAAATGGCATTGTCTGGACCAATGGAACCCACGTCACCTATCGGAAGGACAC
ACGCTATAAGCTATTGGGGGACCTTTCAAGAAGGGATGTCTCTTTGACCATAGAA
AATACAGCTGTGTCTGACAGTGGCGTATATTGTTGCCGTGTTGAGCACCGTGGGT
GOGTTCAATGACATGAAAATCACCGTATCATTGGAGATTGTGCCACCCAAGGTCA
CGACTACTCCAATTGTCACAACTGTTCCAACCGTCACGACTGTTCGAACGAGCAC
CACTGTTCCAACGACAACGACTGTTCCAACGACAACTGTTCCAACAACAATGAG
CATTCCAACGACAACGACTGTTCCGACGACAATGACTGTTTCAACGACAACGAG
CGTTCCAACGACAACGAGCATTCCAACAACAACAAGTGTTCCAGTGACAACAAC
GGTCTCTACCTTTGITCCTCCAATGCCTTTGCCCAGGCAGAACCATGAACCAGTA
GCCACTTCACCATCTTCACCTCAGCCAGCAGAAACCCACCCTACGACACT GCAG
GGAGCAATAAGGAGAGAACCCACCAGCTCACCATTGTACTCTTACACAACAGAT
GGGAATGACACCGTGACAGAGTCTTCAGATGGCCTT TGGAATAACAATCAAACT
CAACTGTTCCTAGAACATAGTCTACTG ( EIIES :53)
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TSVPV'ITTVSTFVPFMPLPRQNHEPVATSPSSPQPAETHP’I'I‘LQGAIRRE?TSSPLYSY
TTDGNDTVTESSDGLWNNNQTQLFLEHSLL ( E5IES :54)
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RF—124+17 st B iR o8G5

A B A IL-5 IL-4 IL-10 IL-13 INF v

FLTIM-1 mAb
TH1 2.56.2 100.17 | 28.49% | 63.76% 86.45 93.69

2.45.1 90.23 39.78% | 83.98 96.25 100.6

1.29 94.63 81.05 60.77#% | 73.95%*% | 93.51

2.59.2 66.62% | 31.40% | 68.99% 54 . 5#kk | 128,12
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KP—12+17 *tRuiEoR &

YA B A IL-5 IL-4 IL-10 1.-13 INF vy

FLTIM-1 mAb
TH2 2.56.2 112.07 103.46 93.97 86.45 88.30

2.45.1 148.7 25.66%%% | 55.97* | 86.81 25.66%

1.29 80.26 112.54 44.45% | 48.91%% 112.54

2.59.2 23.62% 19,17 %% 43.86% | 43.71%4% | 19.18%
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(59) JP 2012-1561

00000
Fr—F2 | 12+17 12+14 13+14 14 12
WA kDA
N
IL-4 19 626 130 ND ND
IL-5 24 5 129 67 2
IL-10 44 83 19 45 109
IL-13 44 ND 17 100 91
L TIM-1 HLTIM-1 mAb 1.29
mAb2.59.9

ATGAAATACCTGCTGCCGACCGCTGCTGCTGGTCTGCTGCTCCTCGCTGCCCAGC
CGGCCATGGCCGATATTGTGATGACCCAGACTCCACTCTCCCTGCCCGTCACCCC

TGGAGAGCCGGCCTCCATCTCCTGCAGGTCTAGTCGGAGCCTCTTGGATAGTGAT
GATGGAAACACCTATTTGGACTGGTACCTGCAGAAGCCAGGGCAGTCTCCACAG
CTCCTGATCTACACGCTTTCCTATCGGGCCTCTGGAGTCCCAGACAGGTTCAGTG
GCAGTGGGTCAGGCACTGATTTCACACTGAAAATCAGCAGGGTGGAGGCTGAGG
ATGTTGGAGTTTATTACTGCATGCAACGTGTAGAGTTITCCTATCACCTTCGGCCA
AGGGACACGACTGGAGATTAAACTTTCCGCGGACGATGCOGAAAAAGGATGCTGC
GAAGAAAGATGACGCTAAGAAAGACGATGCTAAAAAGGACCTCCAGGTGCAGC
TGGTGGAGTCTGGGGGAGGCGTGGTCCAGCCTGGGAGGTCCCTGAGACT: CTCCT
GTGCAGCGTCTGGATTCATCTTCAGTCGCTATGGCATGCACTGGGTCCGCCAGGC
TCCAGGCAAGGGGCTGAAATGGGTGGCAGTTATATGGTATGATGGAAGTAATAA
ACTCTATGCAGACTCCGTGAAGGGCCGATTCACCATCTCCAGAGACAATTCCAA
GAACACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGGACACGGCTGTGTA
TTACTGTGCGAGAGATTACTATGATAATAGTAGACATCACTGGGGGTTTGACTAC
TGGGGCCAGGGAACCCTGGTCACCGTCTCCTCAGCTAGCGATTATAAGGACGAT

GATGACAAATAG ( EH&FS :108)
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DIVMTQTPLSLPVTPGEPASISCRSSRSLLDSDD(}NTYLDWYLQKPGQSPQLLIYTLSY

RASGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCMQRVEFPITFGQGTRLEIKLSAD

DAKKDAAKKDDAKKDDAKKDLQVQLVESGGGVVQPGRSLRLSCAASGFIFSRYGM

HWVRQAPGKGLKWVAVIWYDGSNKLYADSVKGRFTISRDNSKNTLYLQE\&NSLRAE

DTAVYYCARDYYDNSRHHWGFDYWGQGTLVTVSSASDYKDDDDK -~ (EFHS
:109)
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(61) JP 2012-1561 A 2012.1.5

ooooao

ATGGAAACCCCAGCGCAGCTTCTCTTCCTCCTGCTACTCTGGCTCCCAGATACCA
CCGGAGATATTGTGATGACCCAGACTCCACTCTCCCTGCCC GTCACCCCTGGAGA
GCCGGCCTCCATCTCCTGCAGGTCTAGTCGGAGCCTCTTGGATAGTGATGATGGA
AACACCTATTTGGACTGGTACCTGCAGAAGCCAGGGCAGTCTCCACAGCTCCTG
ATCTACACGCTTTCCTATCGGGCCTCTGGAGTCCCAGACAGGTTCAGTGGCAGTG
GGTCAGGCACTGATTTCACACTGAAAATCAGCAGGGTGGAGGCTGAGGATGTTG
GAGTTTATTACTGCATGCAACGTGTAGAGTTTCCTATCACCTTCGGCCAAGGGAC
ACGACTGGAGATTAAAGGTGGTGGTGGTTCTGGCGGCGGCGGCTCCGGTGGTGG
TGGTTCCCAGGTGCAGCTGGTGGAGTCTGGGGGAGGCGTGGTCCAGCCTGGGAG
GTCCCTGAGACTCTCCTGTGCAGCGTCTGGATTCATCTTCAGTCGCTATGGCATG
CACTGGGTCCGCCAGGCTCCAGGCAAGGGGCTGAAATGGGTGGCAGTTATATGG
TATGATGGAAGTAATAAACTCTATGCAGACTCCGTGAAGGGCCGATTCACCATCT
CCAGAGACAATTCCAAGAACACGCTGTATCTGCAAATGAACAGCCTGAGAGCCG
AGGACACGGCTGTGTATTACTGTGCGAGAGATTACTATGATAATAGTAGACATC
ACTGGGGGTTTGACTACTGGGGCCAGGGAACCCTGGTCACCGTCTICCTCAGGAG
GTGGTGGATCCGATATCAAACTGCAGCAGTCAGGGGCTGAACTGGCAAGACCTG
GGGCCTCAGTGAAGATGTCCTGCAAGACTTCTGGCTACACCTTTACTAGGTACAC
GATGCACTGGGTAAAACAGAGGCCTGGACAGGGTCTGGAATGGATTGGATACAT
TAATCCTAGCCGTGGTTATACTAATTACAATCAGAAGTTCAAGGACAAGGCCAC
ATTGACTACAGACAAATCCTCCAGCACAGCCTACATGCAACTGAGCAGCCTGAC
ATCTGAGGACTCTGCAGTCTATTACTGTGCAAGATATTATGATGATCATTACTGC
CTTGACTACTGGGGCCAAGGCACCACTCTCACAGTCTCCTCAGTCGAAGGTGGA
AGTGGAGGTTCTGGTGGAAGTGGAGGTTCAGGTGGAGTCGACGACATICAGCTG
ACCCAGTCTCCAGCAATCATGTCTGCATCTCCAGGGGAGAAGGTCACCATGACCT
GCAGAGCCAGTTCAAGTGTAAGTTACATGAACTGGTACCAGCAGAAGTCAGGCA
CCTCCCCCAAAAGATGGATTTATGACACATCCAAAGTGGCTTCTGGAGTCCCTTA
TCGCTTCAGTGGCAGTGGGTCTGGGACCTCATACTCTCTCACAATCAGCAGCATG
GAGGCTGAAGATGCTGCCACTTATTACTGCCAACAGTGGAGTAGTAACCCGCTC
ACGTTCGGTGCTGGGACCAAGCTGGAGCTGAAATAG ( EHES :110)
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DIVMTQTPLSLPV’IYGEPASISCRSSRSLLDSDI)GNTYLDWYLQKPGQSPQLLIY’IISY
RASGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCMQRVEFPITFGQGTRLEIKGGGG
SGGGGSGGGGSQOVQLVESGGGVVQPGRSLRLSCAASGFIFSRYGMHWVRQAPGKGL
KWYAVIWYDGSNKLY ADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARDY
YDNSRHHWGFDYW GQGTLVTVSSGGGGSD]KLQQSGAEiARPGASVKMSCKTSGY
TF'I‘RYTMHWVKQRPGQGLEWIGYB\EPSRGYTNYNQKFKDKATLTTDKSSSTAYMQL
SSLTSEDSAVYYCARYYDDHYCLDYWGQGTTLTVSSVEGGSGGSGGSGGSGGVDDI
QLTQSPAIMSASPGEKVTMTCRASSSVSYMNWYQQKSGTSPKRWIYDTSKVASGVP

YRFSGSGSGTSYSLTISSMEAEDAATYYCQQWSSNPLTFGAGTKLELK  (EFI&ES
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ooooao

ATGGAAACCCCAGCGCAGCTTCTCTTCCTCCTGCTACTCTGGCTCCCAGATACCA
CCGGAGATATTGTGATGACCCAGACTCCACTCTCCCTGCCCGTCACCCCTGGAGA
GCCGGCCTCCATCTCCTGCAGGTCTAGTCGGAGCCTCTTGGATAGTGATGATGGA
AACACCTATTTGGACTGGTACCTGCAGAAGCCAGGGCAGTCTCCACAGCTCCTG
ATCTACACGCTTTCCTATCGGGCCTCTGGAGTCCCAGACAGGTTCAGTGGCAGTG
GGTCAGGCACTGATTTCACACTGAAAATCAGCAGGGTGGAGGCTGAGGATGTTG
GAGTTTATTACTGCATGCAACGTGTAGAGTTTCCTATCACCTTCGGCCAAGGGAC
ACGACTGGAGATTAAACTTTCCGCGGACGATGCGAAAAAGGATGCTGCGAAGAA
AGATGACGCTAAGAAAGACGATGCTAAAAAGGACCTGCAGGTGCAGCTGGTGG
AGTCTGGGGGAGGCGTGGTCCAGCCTGGGAGGTCCCTGAGACTCTCCTGTGCAG
CGTCTGGATTCATCTTCAGTCGCTATGGCATGCACTGGGTCCGCCAGGCTCCAGG
CAAGGGGCTGAAATGGGTGGCAGTTATATGGTATGATGGAAGTAATAAACTCTA
TGCAGACTCCGTGAAGGGCCGATTCACCATCTCCAGAGACAATICCAAGAACAC
GCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGGACACGGCTGTGTATTACTG
TGCGAGAGATTACTATGATAATAGTAGACATCACTGGGGGTTTGACTACTGGGG
CCAGGGAACCCTGGTCACCGTCTCCTCAGGAGGTGGTGGATCCGATATCAAACT
GCAGCAGTCAGGGGCTGAACTGGCAAGACCTGGGGCCTCAGTGAAGATGTCCTG
CAAGACTTCTGGCTACACCTTTACTAGGTACACGATGCACTGGGTAAAACAGAG
GCCTGGACAGGGTCTGGAATGGATTGGATACATTAATCCTAGCCGTGGTTATACT
AATTACAATCAGAAGTTCAAGGACAAGGCCACATTGACTACAGACAAATCCTCC
AGCACAGCCTACATGCAACTGAGCAGCCTGACATCTGAGGACTCTGCAGTCTATT
ACTGTGCAAGATATTATGATGATCATTACTGCCTTGACTACTGGGGCCAAGGCAC
CACTCTCACAGTCTCCTCACTTTCCGCGGACGATGCGAAAAAGGATGCTGCGAA
GAAAGATGACGCTAAGAAAGACGATGCTAAAAAGGACCTGGACATTCAGCTGAC
CCAGTCTCCAGCAATCATGTCTGCATCTCCAGGGGAGAAGGTCACCATGACCTGC
AGAGCCAGTTCAAGTGTAAGTTACATGAACTGGTACCAGCAGAAGTCAGGCACC
TCCCCCAAAAGATGGATTTATGACACATCCAAAGTGGCTTCTGGAGTCCCITATC
GCTTCAGTGGCAGTGGGTCTGGGACCTCATACTCTCTCACAATCAGCAGCATGGA
GGCTGAAGATGCTGCCACTTATTACTGCCAACAGTGGAGTAGTAACCCGCTCAC
GTTCGGTGCTGGGACCAAGCTGGAGCTGAAAGATTATAAGGACGATGATGACAA
ATAG ( ms#Es :112)

gooooao

gooobooooooboboooooboobooooobboooobbooooobooooobooogoano

gogoooaad
ooooao

DIVMTQTPLSLPVTPGEPASISCRSSRSLLDSDDGNTYLDWYLQKP
GQSPQLLIYTLSYRASGVPDRF SGSGSGTDFTLKISRVEAEDVGVYYCMQRVEFPITF
GQGTRLEIKLSADDAKKDAAKK{)DAKKDDAKKDLQVQLVESGGGVVQPGRSLRLS
CAASGFIFSRYGMHWVRQAPGKGLKWVAVIWYDGSNKLYADSVKGRFTISRDNSK
NTLYLQMN SLRAEDTAVYYCARDYYDNSRHHWGFDYWGQGTLVTVSSGGGGSDI
KLQQSGAELARPGASVKMSCK’I‘SGY’I‘FFRYTMHWVKQRPGQGLEWEG‘YINPS RGYT
NYNQK?KDKATL’ITDKSSSTAYMQLSSLTSEDSAVYYCARYYDDHYCLDYWGQGT
TLTVSSLSADDAKKDAAKKDDAKKDDAKKDLDIQLTQSPAIMSASPGEKVTMTCRA
SSSVSYMNWYQQKSGTSPK.RWIYDTSKVASGVPYRFSGSGSGTSYSLTISSMEAEDA
ATYYCQQWSSNPLTFGAGTKLELKDYKDDDDK ( EHHS (113)
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(66)

5 TGGGTCCTGTCCCAGGTGCAGCTGCAGGAGTCGGGCCCAGGACTGGTGAAGCC
TTCGGAGACCCTGTCCCTCACCTGCACTGTCTCTGGTGGCICCGTCAGCAGTGAT
GGTTACTACTGGAGCTGGATCCGGCAGCCCCCAGGGAAGGGACTGGAGTGGATT
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JP 2012-1561 A 2012.1.

GGGTTTATCTATTACACTGGGAGCACCAACTACAACCCCTCCCTCAAGAGTCGAG

TCTCCATATCAGTAGACACGTCCAAGAACCAGTTCTCCCTGAAGCTGAGCTCTGT
GACCGCTGCGGACGCGGCCGTGTATTACTGTGCGAGAGATTATGACTGGAGCTT
CCACTTTGACTACTGGGGCCAGGGAACCCTGGTCACCGTCTCCTCAGCCTCCACC
AAGGGCCCATCGGTCTTCCCCCTGGCGCCCTGCTCCAGGAGCACCTCCGAGAGC
ACAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCGAACCGGTGACGGTG

TCGTGGAACTCAGGCGCTCT? ( BAIES 1)

ooooOao
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gogoooooobobooooobooooobobooobboooobobooooboboogao

ooooao

WVZSQVQLQESGPGLVKPSETLSLTCTVSGGSVSS(}GYYWSWIRQ?PGKGLEWI

GFIYYTGSTNYNPSLKSRVSISVDTSKNQFSLKILSSVTAADAAVYYCARDYDWSFH

FDYWGOGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVIVSWNSGA

( EES: 114)
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ooooao

5 CAGCTCCTGGGGCTCCTGCTGCTCTGGTTCCCAGGTGCCAGGTGTGACATCCAG
ATGACCCAGTCTCCATCCTCCCTGTCTGCATCTATAGGAGACAGAGTCACCATCA
CTTGCCGGGCAAGTCAGGGCATTAGAAATGATTTAGGCTGGTATCAGCAGAAAC
CAGGGAAAGCCCCTAAGCGCCTGATCTATGCTGCATCCAGTTTGCAAAGTGGGG
TCCCATCAAGGTTCAGCGGCAGTGGATCTGGGACAGAATTCACTCTCACAATCA
GCAGCCTGCAGCCTGAAGATTTTGCAACTTATTACTGTCTACAGCATAATAGTTA
CCCTCTCACTITCGGCGGAGGGACCAAGGTGGAGATCAAACGAACTGTGGCTGC
ACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAAATCTGGAACTGCC
TCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGTGGA
AGGTGGATAACGCC? ( EHES :3)

goooooao

ooooObOobooooooooobboboooooooobbooooooooobobooood
ooooDao

QLLGLLLL WFPGARCDIQMTQSPSSLSASIGDRVTITCRASC YGIRNDLGWYQQKPG

KAPKRLIYAASSQSGVPSRFSG-SGSGTEFTLTISSLQPEDFATYYCLQHNSYPLTF

GGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASYVCLLNNF, YPREAKVOWEVDNA (&5
&5 115

ooooDao

ooooDoon0o oooogoaan
ooooObObOO0oooooooooboboooooooooDoboao
ooooDao

' CAGTGTGAGGTGCAGCTGGTGGAGTCTGGGGGAGGCTTGGTCCAGCCTGGGGG
GTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTCACCTTITACTAACT. ATTGGATG
AGCTGGGTCCGCCAGGCTCCAGGGAAGGGGCTGGAGTGGGTGGCCAACATACAG
CAAGATGGAAGTGAGAAATACTATGTGGACTCT! GTGAGGGGCCGATTCACCATC
TCCAGAGACAACGCCAAGAACTCACTGTATCTGCAAATGAACAGCCTGAGAGCC
GAGGACTCGGCTGTGTATTACTGTGCGAGATGGGACTACTGGGGCCAGGGAACC
CTGGTCACCGTCTCCTCAGCCTCCACCAAGGGCCCATCGGTCTTCCCCCTGGCGC
COTGCTCCAGGAGCACCTCCGAGAGCACAGCGGCCCTGGGCTGCCTGGTCAAGG
ACTACTTCCCCGAACCGGTGAGCGGTGTCGTGGAACY ( EAES :5)

oooooao

gooooogoooboooooboboooobbooobbooobobooobboboogoao
ooooao

QCEVQLVESGGGLVQPGGSLRLSCAASGFTFI’NYWMSWVRQAPGKGLEWVAN_I

OODGSEKYYVDSVRGRFTISRDNAKN SLYLQMNSLRAEDSAVYYCARWDYWGQ

GTLVTVSSASTKGPSVEPLAPCSRSTSESTAALGCLVEDYFPEPVSGVVE (EHES
:116)
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ooooao

5 CTTCTGGGGCTGCTAATGCTCTGGGTCCCTGGATCCAGTGGGGATATTIGTGATG
ACCCAGACTCCACTCTCCTCAACTGTCATCCTTGGACAGCCGGCCTCCATCTCCT

GCAGGTCTAGTCAAAGCCTCGTACACAGTGATGGAAACACCTACTTGAATTGGC

TTCAGCAGAGGCCAGGCCAGCCTCCAAGACTCCTAATTTATATGATTTCTAACCG
GTTCTCTGGGGTCCCAGACAGATTCAGTGGCAGTGGGGCAGGGACAGATTTCAC

ACTGAAAATCAGCAGGGTGGAAGCTGAGGATGTCGGGGTTTATTACTGCATGCA
AGCTACAGAATCTCCTCAGACGTTCGGCCAAGGGACCAAGGTGGAAATCAAACG
AACTGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAAA
TCTGGAAGGGCCTCTGTTIGY ( mAES  .7)

oooooao
ooooOoboOoooooooooboboboooooooobbbOoooooooobobooooo

goood
LLGLLMLWVPGSSGDIVMTQTPLSSTVILGQPASISCRSSQSLVHSDGNTYLNWLQQ

RPGQPPRLLIYMISNRESGVPDRFSGSGAGTDFTLKISRVEAEDVGVYYCMQATE
SPQTFGQGTKVEIKRTVAAPSVFIFPPSDEQLKSGRASY ( EHIES  :117)

ooooDao

oooooboon0o oobooogogaaQd
ooooObObOO0Oo0oDooooooobobobooooooooooboao
ooooDao

5’GAGCAGTCGGGGGGAGGCGTGGTAAAGCCTGGGGGGTCTCTTAGACTCTCCTG
TGCAGCCTCTGGATTCACTTTCAGTAACGCCTGGATGACCTGGGTCCGCCAGGCT
CCAGGGAAGGGGCTGGAGTGGGTTGGCCGTATTAAAAGGAGAACTGATGGTGGG
ACAACAGACTACGCTGCACCCGTGAAAGGCAGATTCACCATCTCAAGAGATGAT
TCAAAAAACACGCTGTATCTGCAAATGAACAACCTGAAAAACGAGGACACAGCC
GTGTATTACTGTACCTCAGTCGATAATGACGTGGACTACTGGGGCCAGGGAACC
CIGGTCACCGTCTCCTCAGCTTCCACCAAGGGCCCATCCGTCTTCCCCCTGGCGC
CCTGCTCCAGGAGCACCTCCGAGAGCACAGCCGCCCTGGGCTGCCTGGTCAAGG
ACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGACCAGCG
GCGTGCACACCTTCCCGGCTGTCCTACAGTCCTCAGGACTCT3? ( BRES :9)

oooooao
goooboooooboboooooboooobobooobboooobobooooboboogao

ooooao

XXXXEQSGGGVYEPGGSLRLSCAASGFTFSNAWMIWVYRQAPGKGLEWVGRIKR
RIDGGTIDYAAPVKGRFTISRDDSKNTLYLQMNNLKNEDTAVYYCTSVDNDVDY
WGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSG
VATFPAVLOSSGL ( mmi&ES :118)
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ooooao

5 CTGACTCAGTCTCCACTCTCCCTGCCCGTCACCCCTGGAGAGCCGGCCTCCATC
TCCTGCAGGTCTAGTCAGAGCCTCCTGCATAGTAATGGATACAACTATITGGATT

GGTACCTGCAGAAGCCAGGGCAGTCTCCACAGCTCCTGATCTATTTGGGTTCTAA
TCGGGCCTCCGGGGTCCCTGACAGGTTCAGTGGCAGTGGATCAGGCACAGATTTT
ACACTGAAAATCAGCAGAGTGGAGGCTGAGGATATTGGTCTTTATTACTGCATGC
AAGCTCTACAAACTCCGCTCACTTTCGGCGGAGGGACCAAGGTGGACATCAAAC

GAACTGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAA

ATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCC

AAAGTACAGY (EHIES 1)

gooooad

ooooOoboOoooooooooboboboooooooobbbOoooooooobobooooo
O
ooooDao

XXXLTQSPLSLPVTPGEPASISCRSSQSLLHSNGYNYLDWYLQKPGQSPQLLIYLG
SNRASGVPDRFSGSGSGTDFTLKISRVEAEDIGLY YCMOALQTPLIFGGGTKVDI
KRIVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQ ( BFIES  :119)
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ooooDoon0o oooogoaan
ooooObObOO0oo0oooooooobobobooooooooooboao
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5'CAGGTGCAGCTGGAGCAGTCGGGGGGAGGCTTGGTACAGCCTGGGGGGTCCCT
GAGACTCTCCTGTGCAGCCTCTGGATTCACCTTCAGTACCTATAGCATGAACTGG
GTCCGCCAGGCTCCAGGGAAGGGGCTGGAGTGGGTTTCATACATTAGAAGTAGT
ACTAGTACCATATACTATGCAGAGTCCCTGAAGGGCCGATTCACCATCTCCAGCG
ACAATGCCAAGAATTCACTATATCTGCAAATGAACAGCCTGAGAGACGAGGACA
CGGCTGTGTATTACTGTGCGCGGGACTTTGACTACTGGGGCCAGGGAACCCTGGT
CACCGTCTCCTCAGCTTCCACCAAGGGCCCATCCGTCTTCCCCCTGGCGCCCTGC
TCCAGGAGCACCTCCGAGAGCACAGCCGCCCTGGGCTGCCTGGTCAAGGACTAC
TTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGACCAGCGGCGTG
CACACCTTCCCGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAS”  ( E25I
#5 113)

oooooao
gooooogoooboboooooboooobobooobobooobobooobboogao
a

ooooao

QVQLEQSGGGLYQPGGSLRLSCAASGFTFSTYSMNWVRQAPGKGLEWVSYIRSS
TSTIYYAESLKGRFTISSDNAKNSLYLQMNSLRDEDTAVYYCARDFDYWGQGTL

VIVSSASTKGPSVEPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHIFPAV
LOSSGLYSLS ( EFIES  :120)

oooooao
ooooObObOO0Oo0oDooooooobobobooooooooooboao
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ooooao

5’GAAATCCAGCTGACTCAGTCTCCACTCTCCTCACCTGTCACCCTTGGACAGCCG
GCCTCCATCTCCTGCAGGTCTAGTCAAAGCCTCGTACACAGTGATGGAGACACCT
ACTTGAATTGGCTTCAGCAGAGGCCAGGCCAGCCTCCAAGACTCCTAATTTATAA
GATTTCTACCCGGTTCTCTGGGGTCCCTGACAGATTCAGTGGCAGTGGGGCAGGG
ACAGATTTCACACTGAAAATCAGCAGGGTGGAGACTGACGATGTCGGGATTTAT
TACTGCATGCAAACTACACAAATTCCTCAAATCACCTTCGGCCAAGGGACACGA
CTGGAGATTAAACGAACTGTGGCTGCACCATCTGTCTTICATCTTCCCGCCATCTG
ATGAGCAGTTGAAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTA
TCCCAGAGAGGCCAAAGTACAGTGGAAGGTGGATAACGCCCTCCAATCGGGTAS

(EHES  :15) 10
oooooao

N I e e I I I I I O Y O Y R RO R O
O

Oooooao

EIQLTQSPLSSPVTLGQPASISCRSSQSLVHSDGDTYLNWLQQRPGQPPRLLIYKIS
TRESGVPDRFSGSGAGTDFTLKISRVETDDVGIYYCMOTTOQIPOITFGQGTRLEIK
RIVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALQOSG (EsES

1121
0ooo D) 0O
0000000 ODO0o0ooooao 20
ododoooboooooooooboboooobobooooooado

goooao

S’CAGGTGCAGCTGGAGCAGTCGGGGGGAGGCGTGGTCCAGCCTGGGAGGTCCCT
GAGACTCTCCTGTGCAGCGTCIGGATTCACCTTCAGTCGCTATGGCATGCACTGG
GTCCGCCAGGCTCCAGGCAAGGGGCTGAAATGGGTGGCAGTTATATGGTATGAT
GGAAGTAATAAACTCTATGCAGACTCCGTGAAGGGCCGATTCACCATCTCCAGA
GACAATTCCAAGAACACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGGAC
ACGGCTGTGTATTACTGTGCGAGAGATTACTATGATAATAGTAGACATCACTGGG
GGTTTGACTACTGGGGCCAGGGAACCCTGGTCACCGTCTCCTCAGCTTCCACCAA
GGGCCCATCCGTCTTCCCCCTGGCGCCCTGCTCCAGGAGCACCTCCGAGAGCACA
GCCGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCGAACCGGTGACGGTGTCGT
GOAACTCAGGCGCCCTGACCAGCGGCGTGCACACCTTCCCGGCTGTCCTACAGT
CCTCAGGACTCTACTCCCTCAGCA ( BHES :17)

30

oooooao
gooooogoooboboooooboooobobooobobooobobooobboogao
a

ooooao

QVQLEQSGGGVVOPGRSLRLSCAASGFTESRYGMHWVRQAPGKGLKWVAVIW
YDGSNKLYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARDYYDNSRH
HWGFDYWGQGTLYTYSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVIVSW 40
NSGALTSGVHTFPAVLOSSGLYSLS ( EFIES :122)

gbooboan

ooooOobOobOO0oooooooooboboboooooooooDoboao




(71) JP 2012-1561 A 2012.1.5

ooooao

5’GACATCCAGCTGACCCAGTCTCCATCCTCCCTGTCTGCATCTGTAGGAGACAGA
GTCACCATCACTTGCCGGGCAAGTCAGAGTATTTATAGTTATTTAAATTGGTATC
AGCAGAAACCAGGGAAAGCCCCTAAGCTCCTGATCTATGCTGCATCCAGTTTGC
AAAGTGGGGTCCCATCCAGGTTCAGTGGCAGTGG. «TCTGGGACAGATTTCACTCT
CACCATCAGCAGTCTGCAACCTGAAGATTTTGCAACTTACTACTGTCAACAGAGT
TACAGTACCCCTCCGACGTTCGGCCAAGGGACCAAGGTGGAAATCAAACGAACT
GTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAAATCTG
GAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGT
ACAGTGGAAGGTGGATAACGCCCTCCAATCGGGTAY ( EFES :19)

oooooao
ooooOoboOoooooooooboboboooooooobbbOoooooooobobooooo
O

ooooDao

DIQL/MT/LQSPSSLSASVGDRVTITCRASQSIYSYLNWYQQKPGKAPKLLIYAASS
LOSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQSYSTPPTFGQGTKVEIKRTY
AAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALOSG ( BFI&ES  :123)

ooooDaOo
ooooDoon0o oooogoaan
ooooObObOO0oo0oooooooobobobooooooooooboao

goooao

5'CAGTCGGGGGGAGGCTTGGTAAAGCCTGGGGGGTCCCTTAGACTCTCCIGTGE
AGCCTCTGGATTCACTTTICAGTAACGCCTGGATGACCTGGGTCCGCCAGGCTCCA
GGGAAGGGGCTAGAGTGGGTTGGCCGTATTAAAAGGAAAACTGATGGTGGGAC
AACAGACTACGCTGCACCCGTGAAAGGCAGATTCACCATCTCAAGAGATGATTC
AGAAAACACGCTGTATCTGCAAATGAACAGCCTGGAAACCGAGGACACAGCCGT
GTATTACTGTACCACAGTCGATAACAGTGGTGACTACTGGGGCCAGGGAACCCT
GGTCACCGTCTCCTCAGCTTCCACCAAGGGCCCATCCGTCTTCCCCCTGGCGCCC
TGCTCCAGGAGCACCTCCGAGAGCACAGCCGCCCTGGGCTGCCTGGTCAAGGAC

TACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGACCAGCGGC
GTGCACACCTTCCCGGCTGTCCTACAGTCCTCAGGACTCTCTS ( ESEE 21)

oooooao
gooooogoooboooooboboooobbooobbooobobooobboboogoao
a

ooooao

OOKXQSGGCLYKPGGSLRLSCAASGFTFSNAWMI WVRQAPGKGLEWVGRIKR
KTDGGTTDYAAPVKGRFTISRDDSENTLYLQMNSLETEDTAVYYCTTVDNSGDY
WGQGTLYTVSSASTKGPSVFPLAPCSRSTSESTAALGCLYKDYFPEPVTVSWNSGALTSG

VHTFPAVLQSSGLS { EFIEE :124)
oooood
0000000000000 ooooboboooooobd
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ooooao

5'ACTCAGTCTCCACTCTCCCTGCCCGTCACCCCTGGAGAGCCGGCCTCCATCTCC
TGCAGGTCTAGTCAGAGCCTCCTGCATAGTAATGGATACAACTATTTGGATTGGT
ACCTGCAGAAGCCAGGGCAGTCTCCACAGCTCCTGATCTATITGGGTTCTAATCG
GGCCTCCGGGGTCCCTGACAGGTTCAGTGGCAGTGGATCAGGCACAGATTITAC
ACTGAAAATCAGCAGAGTGGAGGCTGAGGATGTTGGGGTTTATTACTGCATGCA
AGCTCTACAAACTCCGCTCACTTTCGGCGGAGGGACCAAGGTGGAGATCAAACG
AACTGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAAA
TCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCA
AAGTACAGTGGAAGGTGGATAACGCCCTCAS® ( ESIEE  23)

goooboan
ooooOobOobOo0oooooocooboboboooooooobboOooboooooobbooood
d

goood

XXXXTQSPLSLPVTPGEPASISCRSSOSLLHSNGYNYLDWYLQKPGQSPQLLIYLQ_
SNRASGVPDRFSGSGSGTDFTLKISRYEAEDVGVYYCMOQALQTPLTFGGGTKVEI

KRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNAL ( EEFI#ES :125)

goobooo
gogoboodg ogooogdadgd

ooooObObOO0Oo0oDooooooobobobooooooooooboao
ooooDao

5’ CAGGTGCAGCTGGAGCAGTCGGGGGGAGGCGTGGTCCAGCCTGGGAGGTCCCT
GAGACTCTCCTGTGCAGCGTCTGGATTCACCTTCACTAACTATGGCTITGCACTGG
GTCCGCCAGGCTCCAGGCAAGGGGCTGGATTGGGTGGCAGTTATATGGTATGAT
GGAAGTCATAAATTCTATGCAGACTCCGTGAAGGGCCGATTCACCATCTCCAGA
GACAATTCCAAGAACACGCTCTTTCTGCAAATGAACAGCCTGAGAGCCGAGGAC
ACGGCTGTGTATTACTGTACGCGAGATCTIGACTACTGGGGCCAGGGAACCCTG
GTCACCGTCTCCTCAGCTTCCACCAAGGGCCCATCCGTCTTCCCCCTGGCGCCCT
GCTCCAGGAGCACCTCCGAGAGCACAGCCGCCCTGGGCTGCCTGGTCAAGGACT
ACTT CCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCT GACCAGCGGCG
TGCACACCTTCCCGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCY (B3
&5 :25)

Oo0oo0ooOoao

oo0ooooo0ooooooooooooooboooooo0oooooooooooooodag

0

Oo00oo0oao

QVQLEQSGGGVYVQPGRSLRLSCAASGFTFINYGLHWVRQAPGKGLDWVAVIWY
DGSHKFYADSVKGRFTISRDNSKNTLFLQMNSLRAEDTAVYYCTRDLDYWGQG
TLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFP
AVLOSSGLYSLS ( BHBS :126)

oooooao
ooooObObOO0ooooooooobobbooooooooboDoboao
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ooooao

5’GAAACGCAGCTGACGCAGTCTCCAGGCACCCTGTCTTTGTCTCCAGGGGAAAG
AGTCACCCTCTCCTGCAGGGCCAGTCAGAGTGTTAGCAACAACTACTTAGCCTGG
TACCAGCAGAAACCTGGCCAGGCTCCCAGGCTCCTCATCTATGGTGCATCCAGCA
GGGCCACTGGCATCCCAGACAGGTTCAGTGGCAGTGGGTCTGGGACAGACTTCA
CTCTCACCATCAGCAGACTGGAGCCTGAAGATTGTGCAGAGTGTTACTGTCAGCA
ATATGGTAGCTCACTCCCGCTCACTTTCGGCGGAGGGACCAAGGTGGAGATCAA
ACGAACTGTGGCTGCACCATCTGTCTITCATCTTCCCGCCATCTGATGAGCAGTTG
AAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGG
CCAAAGTACAGTGGGAAGGTGGGATAACGCCCTCCAATCGGGTAY ( B3-S
27)

ooooDao
ooooObOobooooooooobboboooooooobbooooooooobobooood
O

agoooano

ETQLTQSPGTLSLSPGERVTLSCRASQSVSNNYLAWYQQKPGQAPRLLIYGASSR

ATGIPDRFSGSGSGTDFTLTISRLEPEDCAECYCQQYGSSLPLTFGGGTKVEIKRT

VAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWEGGITPSNRYV ( BRHEE
1127

ooooDaOo
ooooDoon0o ooooogaoan
ooooObObOO0oooooooooboboooooooooDoboao

goooao

S’GTCCAGTGTCAGGTGCAGCTGGTGGAGTCTGGGGGAGGCGTGGTCCAGCCTGG
GAGGTCCCTGAGACTCTCCIGTGCAGCGTCTGGATTCACCTTCAGTAGCTATGGC
ATGCACTGGGTCCGCCAGGCTCCAGGCAAGGGGCTGGAGTGGGTGGCAGTTATA
TGGTATGATGGAAGTCATAAATACTATGCAGACTCCGTGAAGGGCCGATTCACC
ATCTCCAGAGACAATTCCAAGAACACGCTGTATCTGCAAATGAACAGCCTGAGA
GCCGAGGACACGGCTGTGTATTACTCTGCGAGAGATTACTATGATACGAGTCGG
CATCACTGGGGGTTTGACTGCTGGGGCCAGGGAACCCTGGTCACCGTCTCCTCTG
CTTCCACCAAGGGCCCATCCGTCTTCCCCCTGGCGCCCTGCTCCAGGAGCACCTC
CGAGAGCACAGCCGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCGAACCGGT
GACGGTGTCGTGGAACTCAGGCGCCCTGACCAGCGGCGTGCACACCTTCCCGGC3
C{ EYIEE 29)

oooooao
goobobobobobobobuobU0obU0obUobUobUobUobobbUobbobobooooobodg

O
ooooOao

VOCQVQLVESGGGVVQPGRSLRLSCAASGETFS SYGMHWVYRQAPGKGLEWVAY
IWYDGSHEY/LYA/TDSVK GRETISRDNSKNTLYLQMNSLRAEDTAVYYSARDYY
DTSRHHWGFDCWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLYKDYFPEP

VIVSWNSGALTSGVHTFP ( EIIES :128)
oooooao
ooooObObOO0Oo0oDooooooobobobooooooooooboao
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ooooao

5'CAGCTCCTGGGGCTGCTAATGCTCIGGGTCCCT GGATCCAGTGAGGAAATTGT
GATGACCCAGACTCCACTCTCCCTGCCCGTCACCCCTGGAGAGCCGGCCICCATC
TCCTGCAGGTCTAGTCAGAGCCTCTTGGATAGTGAAGATGGAAACACCTATTTIGG
ACTGGTACCTGCAGAAGCCAGGGCAGTCTCCACAGCTCCTGATCTATACGCTTIC
CCATCGGGCCTCTGGAGTCCCAGACAGGTTCAGTGGCAGTGGGTCAGGCACTGA
TTTCACACTGAAAATCAGCAGGGTGGAGGCTGAGGATGTTGGAGTTTATIGCTGC
ATGCAACGTGTAGAGTTTCCTATCACCTTCGGCCAAGGGACACGACTGGAGATT
AAACGAACTGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGT
TGAAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGA
GGCCAAAGTACAGTGGAAGGTGGATAACGCS ( EFES  :31)
goooboan

ooooOoboOoooooooooboboboooooooobbbOoooooooobobooooo
O
ooooDao

OLLGLLMLWYPGSSEEIVMTQTPLSLPVTPGEPASISCRSSOSLLDSEDGNTYLDWY
LOKPGQSPOLLIYTLSHRASGVPDRFSGSGSGTDFTLKISRVEAEDVGVYCCMOR
VEFPITFGQGTRLEIKRTVAAPSYFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVD
N ( EIES  :129)

gooooao

gooooodg ooooodd
goobobobobobobobobobobobobobobao

goooao

5'CAGTCGGGCCCAAGACTGGTGAAGCCTTCACAGACCCTGTCCCTCACCTGCAC
TGTCTCTGGTGGCTCCATCAGTAGTGATGGTTACTACTGGAGCTGGATCCGCCAG
CACCCAGGGAAGGGCCTGGAGTGGATTGGGTACATCTATTACAGTGGGAGCACC
TTCTACAACCCGTCCCTCAAGAGTCGAGTTGCCATATCAGTGGACACGTCTAAGA
ACCAGTTCTCCCTGAAGCTGAGCTCTGTGACTGCCGCGGACACGGCCGTGTATTA
CTGTGCGAGAGAATCCCCTCATAGCAGCAACTGGTACTCGGGCTTTGACTGCTGG
GGCCAGGGAACCCTGGTCACCGTCTCCTCAGCTTCCACCAAGGGCCCATCCGTCT
TCCCCCTGGCGCCCTGCTCCAGGAGCACCTCCGAGAGCACAGCCGCCCTGGGCT
GCCTGGTCAAGGACTACTTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGC
GCCCTGACCAGCGGCGTGCACACCTTCCCGGCTGTCCTACAGTCCTCAGGACTCT
CTY ( BHES 33)

oooooao
gooooogoooboboooooboooobobooobobooobobooobboogao
a

ooooao

XXXXXQSGPRLVKPSQTLSL’I‘CTVSGGSISSDGYYWSWIRQHPGKGLEWIGX_’IYX
SGSTFYNPSLESRVAISVDTSKNQFSLKLSSVTAADTAVYYCARESPHSSNWYSGE
DCWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPRIGDGVVELRRP
DORRAHLPGCPTVLRTL ( mmEs :130)

oooooao

ooooOobOobOO0oooooooooboboboooooooooDoboao
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ooooao

5’ ACTCAGTCTCCAGACTTTCAGTCTGTGACTCCAAAGGAGAAAGTCACCATCAC
CTGCCGGGCCAGTCAGAGCATTGGTAGTAGGTTACACTGGTACCAGCAGAAACC
AGATCAGTCTCCAAAGCTCCTCATCAAGTATGCTTCCCAGTCCTTCTCAGGGGTC
CCCTCGAGGTTCAGTGGCAGTGGATCTGGGACAGATTTCACCCTCACCATCAATA
GCCTGGAAGCTGAAGATGCTGCAACGTATTACTGTCATCAGAGTAGTAATTTACC
ATTCACTTTCGGCCCTGGGACCAAAGTGGATATCAAACGAACTGTGGCTGCACC
ATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAAATCTGGAACTGCCTCT
GTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGTGGAAG
GTGGATAACGCCCTCY ( B5IE%  :395)

gooooad

ooooOoboOoooooooooboboboooooooobbbOoooooooobobooooo
O
ooooDao

XXXKXTQSPDFQSVIPKEKVTITCRASQSIGSRLHW Y QQEPDQSPKLLIKYASQSES
GVPSRFSGSGSGTDFTLTINSLEAEDAATYYCHOSSNLPFTFGPGTKVDIKRTVAAP
SVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNAL ( BHES 131)
gbooboonon

gododoood oo0oodgoad

ooooObObOO0Oo0oDooooooobobobooooooooooboao
ooooDao

CAGGTGCAGCTGGTGGAGGCTGGGGGAGGCGTGGTCCAGCCTGGGAGGTCCCT
GAGACTCTCCTGTGCAGCGTCTGGATTCACCTTCAGAAGCTATGGCATGCACTGG
GTCCGCCAGGCTCCAGGCAAGGGGCTGAAATGGGTGGCAGTTATATGGTATGAT
GGAAGTAATAAATACTATACAGACTCCGTGAAGGGCCGATTCACCATCTCCAGA
GACAATTCCAAGAACACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGGAC
ACGGCTGTGTATTACTGTGTGAGAGATTACTATGATAATAGTAGACATCACTGGG
GGTTTGACTACTGGGGCCAGGGAACCCTGGTCACCGTCTCCTCAGCTTCCACCAA
GGGCCCATCCGTCTTCCCCCTGGCGCCCTGCTCCAGGAGCACCTCCGAGAGCACA
GCCGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCGAACCGGTGACGGTGTCGT
GGAACTCAGGCGCCCTGACCAGGCGGCGTGCACACCTTCCCGGES’ { BESE=
37
gooooao

goooboooooboboooooboooobobooobboooobobooooboboogao
u
ooooao

QVQLVE/QAGGGVVQPGRSLRLSCAASGFTFRSYGMHWVRQAPGKGLKWVAVI
WYDGSNK Y/LYTDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCVRDYYDN
SRHHWGEDYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVT
VSWNSGALTRRRAHLPG (&WES :132)
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ooooao

5'GACATCCAGATGACCCAGTCTCCATCCTCCCGGTGTGCATCCGTAGGAGACAG
AGTCACCATCACTTGCCGGGCAAGTCAGGGCATCAGAAATGATTTAGCTTGGTAT
CAGCAGAAACCAGGGAAAGCCCCTAAGCGCCTGATCTATGCTGCATCCAGTTTG
CAAAGTGGGGTCCCATCAAGGTTCAGCGGCAGTAGATCTGGGACAGAATTCACT
CTCACAATCAGCAGCCTGCAGCCTGAAGATTTTGCAGCTTATTACTGTCTCCAGC
ATAATAGTTACCCTCCCAGTTTTGGCCAGGGGACCAAGCTGGAGATCAAACGAA
CTGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAAATCT
GGAACTGCTAGCGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAA
GTACAGTGGAAGGTGGATAACGCCCTCCAATCGGGY ( EHMES :39)

gooooad

ooooOoboOoooooooooboboboooooooobbbOoooooooobobooooo
O
ooooDao

DIQMTQSPSSRCASYGDRVTITCRASQGIRNDLAWYQQKPGKAPKRLIYAASSLO
SGVPSRFSGSRSGTEFTLTISSLQPEDFAAYYCLOHNSYPPSFGQGTKLEIKRTVA4
PSVFIFPPSDEQLKSGTASYVCLLNNFYPREAKVQWKVDNALQS ( BFES  :133)

ooooDaOo

ooooDoon0o oooogoaan
ooooObObOO0oo0oooooooobobobooooooooooboao
ooooDao

5 CATGTGCAGGTGCAGCTGGTGGAGTCTGGGGGAGGCGTGGTCCAGCCTGGGAG
GTCCCTGAGACTCTCCTGTGCAGCGTCTGGATTCATCTTCAGTCGCTATGGCATG
CACTGGGTCCGCCAGGCTCCAGGCAAGGGGCTGAAATGGGTGGCAGTTATATGG
TATGATGGAAGTAATAAACTCTATGCAGACTCCGTGAAGGGCCGATTCACCATCT
CCAGAGACAATTCCAAGAACACGCTGTATCTGCAAATGAACAGCCTGAGAGCCG
AGGACACGGCTGTGTATTACTGTGCGAGAGATTACTATGATAATAGTAGACATC
ACTGGGGGTTTGACTACTGGGGCCAGGGAACCCTGGTCACCGTCTCCTCAGCTIC
CACCAAGGGCCCATCCGTCTTCCCCCTGGCGCCCTGCTCCAGGAGCACCTCCGAG
AGCACAGCCGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCGAACCGGTGACG
GTGTCGTGGAACTCAGGCGCCCTGAY ( BFIES  :41)

oooooao
gooooogoooboooooboboooobbooobbooobobooobboboogoao
a

ooooao

HVQVQLVESGGGYVQPGRSLRLSCAASGFIFSRYGMHWVRQAPGKGLKWVAVI
WYDGSNKLYADSVKGRFTISRDNSKNTL YLQMNSLRAEDTAVYYCARDYYDNS
REHWGFDYWGQGTLVTVSSASTK GPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVIY
SWNSGAL ( BIES :134) :

oooooao
ooooOobOobOO0oooooooooboboboooooooooDoboao
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ooooao

S TCAGCTCCTGGGGCTGCTAATGCTCTGGGTCCCTGGATCAGTGAGGATATIGIG
ATGACCCAGACTCCACTCTCCCTGCCCGTCACCCCTGGAGAGCCGGCCTCCATCT
CCTGCAGGTCTAGTCGGAGCCTCTTGGATAGTGATGATGGAAACACCTATTTGGA
CTGGTACCTGCAGAAGCCAGGGCAGTCTCCACAGCTCCTGATCTACACGCTTTCC
TATCGGGCCTCTGGAGTCCCAGACAGGTTCAGTGGCAGTGGGTCAGGCACTGAT
TTCACACTGAAAATCAGCAGGGTGGAGGCTGAGGATGTTGGAGTTTATTACTGC
ATGCAACGTGTAGAGTTTCCTATCACCTTCGGCCAAGGGACACGACTGGAGATT
AAACGAACTGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGT
TGAAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGA
GGCCAAAGTACAGTGGAAGGTGGATAACGCCTS ( EHES 43)

goooboan

ooooOoboOoooooooooboboboooooooobbbOoooooooobobooooo

g
ggoooano

SAPGAANALGPWISEDIVMTQTPLSLPVTPGEPASISCRSSRSLI DSDDGNTYLDWYL
QKPGOSPQLLIVILSYRASGVPDRFSGSGSGTDFTLKISRVEAEDYVGVYYCMQRY
EFPITFGQGYRLEIKRTVAAPSVFIFPPSDEQLKSGTASVYCLLNNFYPREAKVQWKVDN
A EIES 135)

ooooDao

ooooDoDooo0 oobobooo0ooogoan
ooooObObOO0oooooooooboboooooooooDoboao
ooooDao

5’ CGGCCGCCTATTTACCCAGAGACAGGGAGAGGCTCTTCTGTGTGTAGTGGTTGT
GCAGAGCCTCATGCATCACGGAGCATGAGAAGACATTCCCCTCCTGCCACCTGCT
CTTGTCCACGGTTAGCCTGCTGTAGAGGAAGAAGGAGCCGTCGGAGTCCAGCAC
GGGAGGCGTGGTCTIGTAGTTIGTTCTCCGGCTGCCCATTGCTCTCCCACTCCACG
GCGATGTCGCTGGGGTAGAAGCCTTTGACCAGGCAGGTCAGGCTGACCTGGTTC
TTGGTCATCTCCTCCTGGGATGGGGGCAGGGTGTACACCTGTGGCTCTCGGGGCT
GCCCTTTGGCTTIGGAGATGGTTTTCTCGATGGAGGACGGGAGGCCTTTGTTGGA
GACCTTGCACTTGTACTCCTTGCCGTTCAGCCAGTCCTGGTGCAGGACGGTGAGG
ACGCTGACCACACGGTACGTGCTGTTGAACTGCTCCTCCCGCGGCTTTGTCTTGG
CATTATGCACCTCCACGCCATCCACGTACCAGTTGAACTGGACCTCGGGGTCTTC
CTGGCTCACGTCCACCACCACGCACGTGACCTCAGGGGTCCGGGAGATCATGAG
AGTGTCCTTGGGTTTTGGGGGGAACAGGAAGACTGATGGTCCCCCCAGGAACTC
AGGTGCTGGGCATGATGGGCATGGGGGACCATATTIGGACTCAACTCTCTIGTCC
ACCTTGGTGTTIGCTGGGCTTGTGATCTACGTTGCAGGTGTAGGTCTICGTGCCCA
AGCTGCTGGAGGGCACGGTCACCACGCTGCTGAGGGAGTAGAGTCCTGAGGACT
GTAGGACAGCCGGGAAGGTGTGCACGCCGCTGGTCAGGGCGCCTGAGTTCCACG
ACACCGTCACCGGTICGGGGAAGTAGTCCTTGACCAGGCAGCCCAGGGCGGCTG
TGCTCTCGGAGGTGCTCCTGGAGCAGGGCGCCAGGGGGAAGACGGATGGGCCCT
TGGTGGAAGCTGAGGAGACGGTGACCAGGGTTCCCTGGCCCCAGTAGTCAAACC
CCCAGTGATGTCTACTATTATCATAGTAATCTCTCGCACAGTAATACACAGCCGT
GTCCTCGGCTCTCAGGCTGTTCATTTGCAGATACAGCGTGTTCTTGGAATTGTCTC
TGGAGATGGTGAATCGGCCCTTCACGGAGTCTGCATAGAGTTTATTACTTCCATC
ATACCATATAACTGCCACCCATTTCAGCCCCTTGCCTGGAGCCTGGCGGACCCAG
TGCATGCCATAGCGACTGAAGATGAATCCAGACGCTGCACAGGAGAGTCTCAGG
GACCTCCCAGGCTGGACCACGCCTCCCCCAGACTCCACCAGCTGCACCTGACACT
GGACACCTTTTAAAATAGCCACAAGAAAAAGCCAGCTCAGCCCAAACTCCATGG
TGGTCGACT?3 ( EHES :136)

gooooad

ooooOobOobOo0oooooocooboboboooooooobboOooboooooobbooood
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ooooao

MEFGLSWLFLVAILKGVQCQVQLVESGGGVVQPGRSLRLSCAASGFIFSRYGMHWY
RQAPGKGLKWVAVIWYDGSNKLYADSVKGRFTISRDNSKNTLYLQMNSLRAED

TAVYYCARDYYDNSRHHWGEDYWGQGTLYTVSSASTKGPSVFPLAPCSRSTSESTA
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DHKPSNTKVDKRVESKYGPPCPSCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVYD

VSQEDPEVOFNWYVDGVEVHANAKTKPREEQFNSTYRVVSVLIVLHODWINGKEYKCKVS
NKGLPSSIEKTISKAKGQOPREPQOVYYLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNG
QPENNYKTTPPYLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHY TOKSLSLSL
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S’AGTCGACCACCATGGAAACCCCAGCGCAGCTTCTCTTCCTCCTGCTACTCTGGC
TCCCAGATACCACCGGAGATATTGTGATGACCCAGACTCCACTCTCCCTGCCCGT
CACCCCTGGAGAGCCGGCCTCCATCTCCTGCAGGTCTAGTCGGAGCCTCTTGGAT
AGTGATGATGGAAACACCTATTTGGACTGGTACCTGCAGAAGCCAGGGCAGTCT
CCACAGCTCCTGATCTACACGCTTTCCTATCGGGCCTCTGGAGTCCCAGACAGGT
TCAGTGGCAGTGGGTCAGGCACTGATTTCACACTGAAAATCAGCAGGGTGGAGG
CTGAGGATGTTGGAGTTTATTACTGCATGCAACGTGTAGAGTTITCCTATCACCTT
CGGCCAAGGGACACGACTGGAGATTAAACGAACTGTGGCTGCACCATCTGTCTT
CATCTTCCCGCCATCTGATGAGCAGTTGAAATCTGGAACTGCCTCTGTTGTGTGC
CTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGTGGAAGGTGGATAAC
GCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGAC
AGCACCTACAGCCTCAGCAGCACCCTGACGCTGAGCAAAGCAGACTACGAGAAA
CACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTCGCCCGTCACA
AAGAGCTTCAACAGGGGAGAGTGTTAGGCGGCCGS’ ( BIIES  :138)
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METPAQLLFLLLLWLPDTTGDIVMTQTPLSLPVTPGEPASISCRSSRSLLDSDDGNTY
LDWYLQKPGQSPQLLIYTLSYRASGVPDRFSGSGSGTDFTLKISRVEAEDVGVYY
CMORVEFPITFGQGTRLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKYV(Q
WKVDNALQSGNSQESVIEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPYTKS
FNRGEC ( &R#&E% :139)
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$*GAGCAGTCGGGGGGCEGCGTGGTCCAGCCTGGGAGGTCCCTGAGACTCTCCTG
TGCAGCGTCTGGATTCACCTTCAGTAGCTATGGCATGTACTGGGTCCGCCAGGCT
CCAGGCAAGGGGCTGGAGTGGGTGGCAGTTATATGGTATGATGGAAGCAATAAA
TACTATGCAGACTCCGTGAAGGGCCGATTCACCATCTCCAGAGACAATTCCAAG
AACACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGGACACGGCTGTGTAT
TACTGTGCGAGGGATTTCTATGATAGTAGTCGTTACCACTACGGTATGGACGTCT
GGGGCCAAGGGACCACGGTCACCGTCTCCTCAGCTTCCACCAAGGGCCCATCCG
TCTTCCCCCTGGCGCCCTGCTCCAGGAGCACCTCCGAGAGCACAGCCGCCCTGGG
CTGCCTGGTCAAGGACTACTTCCCOGAACCGGTGACGGTGTCGTGGAACTCAGG
CGCCCTGACCAGCGGCGTGCACACCTTCCCGGCTGTCCTACAGTCCTCAGGACTC
TCT3 ( EHESE :45)
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DGSNKYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARDFYDSSRYH
YGMDVWGQGTTVYVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPYVIVSWN
SGALTSGVHTFPAVLOSSGLS { B5&ER  :140)
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5’ ACTCAGTGTCCACTCTCCCTGCCCGTCACCCCTGGAGAGCCGGCCTCCATCTCC
TGCAGGTCTAGTCAGAGCCTCTTGGATAGTGATGATGGAAACACCTATTTGGACT
GGTACCTGCAGAAGCCAGGGCAGTCTCCACAGCTCCTGATCTATACGGTTTCCTA
TCGGGCCTCTGGAGTCCCAGACAGGTTCAGTGGCAGTGGGTCAGGCACTGATTTC
ACACTGAAAATCAGCAGGGTGGAGGCTGAGGATGTTGGAGTTTATTACTGCATG
CAACGTATAGAGTTTCCGATCACCTTCGGCCAAGGGACCCGACTGGAGATTAAA
CGAACTGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGA
AATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAAY ( EIIES 47)
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VSYRASGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCMOQRIEFPITFGQGTRLEI
KRTVAAPSVFIFPPSDEQLKSGTASVVCLLN ( E5HES  :141)
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Figure 1 Figure 3A
TIM U [SHT B3~ TIM-1mAbs  1.29, 2.56.2, 2.59.2 BT 2.45.1 D ELISA 7wt

B
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Figure2 Figure 3B

BB IR IS B —TIM-TmAbs 129, 2562, 259.2 & Tk 2.45.1 ) ELISA 7wtz
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Figure 10
5y g/mi D TIM-1 mAbs TARMEL 1= IL-5 ELISA Th1 #iiig
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Figure 14
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Figure 12
L 5 1 g/mi O TIM-1 mAbs THBELT= IL-10 ELISA Th 1 48
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Figure 13
5t g/ml O TIM-1 mAbs TARL T IL-10 ELISA Th 2 #5
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Figure 15
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Figure 16
Figure 18A
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