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PSR (VH) FsJORPEEH (VL) | EREH (CH) BIOEHEH (CL) D7 LAF
NAW IS IO 2 iy

202-Vy

cagctgcgggtgcaggagtcgggecccaggactgttgaagectgcggagacgetgte
cctcacctgcagtgtctctagtggctcecgtcagcaatagtegttattactgggeet

ggatccgccagtceccccagggaagggactggagtggattgggagtatgtattategt

gggaggtcctactacaacccgtecctcaagagtcgectcaccatttcgattgacac

gtccaagaatcagttctccctgaaactgacctctctgaccgecgcagacacggecyg

tctattattgtgccgcagecagtttatcacgacecttgactactggggeccagggaacc
BLHIZE S 1

ctggtcaccgtctcecctea

2C2-Vy

QLRVQESGPGLLKPAETLSLTCSVSSGSVSNSRYYWAWIRQSPGKGLEWIGSMYYR
GRSYYNPSLKSRLTISIDTSKNQFSLKLTSLTAADTAVYYCAAAVYHDLDYWGQGT

LVTVSS BeSE = 2

2C2-V,

i

cagtctgtgttgacgcagccgeccctcagtgtctgecggecccaggacagaaggtcac
catctcctgctetggaageggctecagecattgggaacaattatgtetectggtacce

agcaactcccaggagcagcccccaaactcctcatttatgacaatactaagegacee

tcagggattcctgaccgattctcectggcectccaagtctggecacgtcageccaccectgge
catcaccggactccaacctggggacgcggccgattattactgecggaacatgggata

gtagtttcagtgttttttgggtattcggcggagggaccaagctgaccgtecta

BlAIE = 3

10

20

30

40



(21) JP 2016-529881 A 2016.9.29

oooboono
2C2-Vy QSVLTQPPSVSAAPGQKVTISCSGSGSSIGNNYVSWYQQLPGAAPKLLIYDNTKRP
SGIPDRFSGSKSGTSATLAITGLQPGDAADYYCGTWDSSEFSVEFWVEFGGGTKLTVL
il - .
BslE 5 4
2C2-Cy gcttccaccaagggcecccatcggtcectteccecctggegecctgetceccaggagecaccte

tgggggcacagcggcecctgggetgectggtcaaggactactteccecgaaccggtga
cggtgtcgtggaactcaggecgecctgaccagecggcgtgecacacctteceggetgte
ctacagtcctcaggactctactceccectcagcagegtggtgacegtgecctceccageag
cttgggcacccagacctacacctgcaacgtgaatcacaagcccagcaacaccaagyg
tggacaagagagttgagctcaaaaccccacttggtgacacaactcacacatgcecca
cggtgcccagagceccaaatcttgtgacacacctecceccececgtgeccacggtgeccaga
gcccaaatcttgtgacacacctcecccccatgeccacggtgeccagageccaaatett
gtgacacacctccceccecgtgeccaaggtgceccagcecacctgaactectgggaggaceg
tcagtcttcctettecceccaaaacccaaggatacccttatgatttececggaccee
tgaggtcacgtgcgtggtggtggacgtgagccacgaagacccececgaggtcececagttea
agtggtacgtggacggcgtggaggtgcataatgccaagacaaagctgcgggaggag
cagtacaacagcacgttcecgtgtggtcagecgtcecctcaccgtectgcaccaggactyg
gctgaacggcaaggagtacaagtgcaaggtctccaacaaagecctceccecagecccececa
tcgagaaaaccatctccaaaaccaaaggacagccccgagaaccacaggtgtacace
ctgccceccatcecccgggaggagatgaccaagaaccaggtcagectgacctgectggt
caaaggcttctaccccagcgacatcgecgtggagtgggagagcaatgggcagecgyg
agaacaactacaacaccacgcctcccatgectggacteccgacggectecttcecttecte
tacagcaagctcaccgtggacaagagcaggtggcagcaggggaacatcttetecatyg
ctccgtgatgcatgaggctctgcacaaccgctacacgcagaagagcectecteecctgt
ctccgggtaaatga BlFIE S 5
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202-Cyy

ASTKGPSVFPLAPCSRSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAV
LOSSGLYSLSSVVTVPSSSLGTQTYTCNVNHKPSNTKVDKRVELKTPLGDTTHTCP
RCPEPKSCDTPPPCPRCPEPKSCDTPPPCPRCPEPKSCDTPPPCPRCPAPELLGGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVQFKWYVDGVEVHNAKTKLREE
QYNSTFRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKTKGQPREPQVYT
LPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYNTTPPMLDSDGSFFL
YSKLTVDKSRWQQGNIFSCSVMHEALHNRYTQKSLSLSPGK  Hl4%&E 5 6

agtcagcccaaggctgcecccecectecggtcactcectgttececgecctectetgaggaget
tcaagccaacaaggccacactggtgtgtctcataagtgacttctacccgggagecg
tgacagtggcctggaaggcagatagcagcecccgtcaaggecgggagtggagaccace
acaccctccaaacaaagcaacaacaagtacgcggccagcagctacctgagectgac
gcctgagcagtggaagtceccacaaaagctacagcectgceccaggtcacacatgaaggga

gcaccgtggagaagacagtggcccctacagaatgttcatag Bld &5 7

2C2-Cy,

T2

SQPKAAPSVTLFPPSSEELQANKATLVCLISDEFYPGAVIVAWKADSSPVKAGVETT
TPSKQSNNKYAASSYLSLTPEQWKSHKSYSCQVTHEGSTVEKTVAPTECS

BLAIZE = 8

14B3-Vy

caggtgcagctggtggagtectgggggaggcgtggtccagectgggaggteectgag
actctcctgtgtagecgtctggactcactttcaggacectatggecatgecactgggtcc

gccaggctccaggcaacgggctggagtgggtggcaatecatatggecatgatggtaat

aaaaaatactatgcagactccgtaaagggccgattcaccatctccagggacaattce

caagaacagtctatatctccaaatgaacagcctgagagtcgaggacacggetgtgt
attactgtgcgagagaaatgaatggcatcgacgtetggggccaagggaccacggte

accgtctcctca BlAEE 9

14B3-Vy

QVOLVESGGGVVQPGRSLRLSCVASGLTFRTYGMHWVRQAPGNGLEWVAIIWHDGN
KKYYADSVKGRFTISRDNSKNSLYLOMNSLRVEDTAVYYCAREMNGIDVWGQGTTV

TVSS BesE = 10
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ooooDao
14B3-V tcctatgagectgacccecagecaccecteggtgtcagtgtececccaggacaaacggcecag
5 gatcacctgctectggagatgcegttgccagaaacatatgtttattggtaccagcecaga
agtcaggccaggccectgtgaagectcatctatgaggacagegaacgacecteecggg
atccctgagagattctctggcectecagcectcagggacattggecaccettgactatcag
tggggcccatgtggaggatgaagctgactactactgttactcaacagacagtagtg
gtatcggggtgttcggaggagggaccaagetgaccgtecta BlAlE S 11
14B3-V SYELTQPPSVSVSPGQTARITCSGDALPETYVYWYQQOKSGOQAPVKLIYEDSERPSG
AN il IPERFSGSSSGTLATLTISGAHVEDEADYYCYSTDSSGIGVEGGGTKLTVL
ALY 12
14B3-Cy gcctccaccaagggcccatcecggtetteccecctggecaccetectecaagagcaccte

tgggggcacagcggeccecctgggetgectggtcaaggactacttcececccgaaccggtga
cggtgtcgtggaactcaggcgccctgaccageggcecgtgecacaccttecececggetgte
ctacagtcctcaggactctactcecctcagcagegtggtgaccgtgecctecagecag
cttgggcacccagacctacatctgcaacgtgaatcacaagcccagcaacaccaagg
tggacaagagagttgagcccaaatcttgtgacaaaactcacacatgcccaccgtgce
ccagcacctgaactcctggggggaccgtcagtcettectetteccecccaaaacccaa
ggacaccctcatgatctcccggacccectgaggtcacatgegtggtggtggacgtga
gccacgaagaccctgaggtcaagttcaactggtacgtggacggecgtggaggtgecat
aatgccaagacaaagccgcgggaggagcagtacaacagcacgtaccgtgtggtcecag
cgtcctcaccgtcecctgcaccaggactggctgaatggcaaggagtacaagtgcaagg
tctccaacaaagceccecteccageccccatcgagaaaaccatctccaaagecaaaggg
cagccccgagaaccacaggtgtacacccectgeccecccateccecgggaggagatgaccaa
gaaccaggtcagcctgacctgectggtcaaaggcettctatcccagecgacatecgeeg
tggagtgggagagcaatgggcagccggagaacaactacaagaccacgecteeccgtyg
ctggactccgacggcectceccttettectctatagcaagectcaccgtggacaagageag
gtggcagcaggggaacgtcttctcatgecteccgtgatgcatgaggetcectgecacaace

actacacgcagaagagcctctcectgtcecccecgggtaaatga Bl 5 13
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14B3-Cy

ASTKGPSVEFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEPAV
LOSSGLYSLSSVVTIVPSSSLGTOTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPC
PAPELLGGPSVELEFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKG
QPREPQVYTLPPSREEMTRNQVSLTCLVKGEFYPSDIAVEWESNGOQPENNYKTTPPV
LDSDGSFFLYSKLTVDKSRWOQOGNVESCSVMHEALHNHYTQKSLSLSPGK

Bl 14

14B3-C,

T LA

agtcagcccaaggctgcccecteggtcactcectgttcecegecetectetgaggaget
tcaagccaacaaggccacactggtgtgtctcataagtgacttctacccgggagecyg
tgacagtggcctggaaggcagatagcagccecgtcaaggcgggagtggagaccace
acaccctccaaacaaagcaacaacaagtacgcggccagcagctacctgagectgac
gcctgagcagtggaagtcccacaaaagctacagcectgeccaggtcacacatgaaggga

gcaccgtggagaagacagtggcccctacagaatgttecatag Bl 5 15

14B3-C,

oyl

SQPKAAPSVTLFPPSSEELQANKATLVCLISDEYPGAVTVAWKADSSPVKAGVETT
TPSKOSNNKYAASSYLSLTPEQWKSHKSYSCQVTHEGSTVERKTVAPTECS

BlSE S 16

19A1-Vy

caggtgcacctggtggagtctgggggaggcecgtggtccagectgggaggteectgag
actctcctgtgtcecgegtectggactcactttcaggacctatggecatgecactgggtcc

gccaggctccaggcaacgggctggagtgggtggcaattatatggecatgatggtaat

aaaaaatactatgcagactccgtaaagggccgattcaccatctccagggacaattce

caagaacagtctatatctccaaatgaacagcctgagagtcgaggacacggetgtgt
attactgtgcgagagaaatgaatggcatcgacgtectggggccaagggaccacggtc

accgtctcctca BeAE= 17

19A1-Vy

OVHLVESGGGVVQOPGRSLRLSCVASGLTFRTYGMHWVRQAPGNGLEWVAIIWHDGN
KKYYADSVKGRFTISRDNSKNSLYLOMNSLRVEDTAVYYCAREMNGIDVIWGQGTTV
TVSS BesES 18
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19A1-V, tcectatgagetgacccagecaccecteggtgtcagtgteccccaggacaaacggecag
gatcacctgctctggagatgcgttgeccagaaacatatgtttattggtaccagecaga

AN i agtcaggccaggcccctgtgaagctcatctatgaggacagegaacgaccectecggyg
atccctgagagattctctggctccagctcagggacattggeccaccttgactatcag
tggggcccatgtggaggatgaagectgactactactgttactcaacagacagtagtg
gtateggggtgttcggaggagggaccaagctgacecgtecta BlA&E = 19

19A1-VL SYELTQPPSVSVSPGQTARITCSGDALPETYVYWYQQOKSGQAPVKLIYEDSERPSG
IPERFSGSSSGTLATLTISGAHVEDEADYYCYSTDSSGIGVEFGGGTKLIVL

Py Lt BCH&ES 20

19A1-Cy gcctccaccaagggeccatcecggtettecceccectggecacecctecteccaagagecaccte

tgggggcacagcggccctgggctgectggtcaaggactacttcececccgaaccggtga
cggtgtcgtggaactcaggcgceccctgaccageggecgtgecacaccttecececggetgte
ctacagtcctcaggactctactceccctcagcagegtggtgaccgtgecctceccageag
cttgggcacccagacctacatctgcaacgtgaatcacaagcccagcaacaccaagg
tggacaagagagttgagcccaaatcttgtgacaaaactcacacatgcccacegtge
ccagcacctgaactcctggggggaccgtcagtcttectettececceccaaaacccaa
ggacaccctcatgatctcececggacccectgaggtcacatgegtggtggtggacgtga
gccacgaagaccctgaggtcaagttcaactggtacgtggacggecgtggaggtgeat
aatgccaagacaaagccgcgggaggagcagtacaacagecacgtaccgtgtggtecag
cgtcctcaccgtectgecaccaggactggectgaatggcaaggagtacaagtgcaagg
tctccaacaaagccctceccageccccatcgagaaaaccatctccaaagecaaaggyg
cagccccgagaaccacaggtgtacaccctgeccccatececcgggaggagatgaccaa
gaaccaggtcagcctgacctgectggtcaaaggcecttctatecccagecgacatecgecyg
tggagtgggagagcaatgggcagccggagaacaactacaagaccacgecteecegtyg
ctggactccgacggctecttcecttectcectatagcaagetcacecgtggacaagageag
gtggcagcaggggaacgtcttctcatgcectececgtgatgecatgaggectcectgecacaace
actacacgcagaagagcctctcecctgtcecccgggtaaatga EFIEE 21
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19A1-Cy

ASTKGPSVEPLAPSSKSTSGGTAALGCLVKDYFPEPVIVSWNSGALTSGVHTEFPAV
LOSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPC
PAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKEFNWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKG
QPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPV
LDSDGSFEFLYSKLTVDKSRWQQOGNVESCSVMHEALHNHYTOKSLSLSPGK

BlIE - 22

19A1-Cy,

51408

agtcagcccaaggctgcccccteggtcactctgttceccgecctectetgaggaget
tcaagccaacaaggccacactggtgtgtctcataagtgacttctacccgggagecg
tgacagtggcctggaaggcagatagcagccccgtcaaggcgggagtggagaccace
acaccctccaaacaaagcaacaacaagtacgcggccagcagectacctgagectgac
gcctgagcagtggaagtcccacaaaagctacagctgecaggtcacacatgaaggga

gcaccgtggagaagacagtggcccctacagaatgttcatag BlFE 5 23

19A1-Cy

T LR

SQPKAAPSVTLEFPPSSEELQANKATLVCLISDEYPGAVTVAWKADSSPVKAGVETT
TPSKOSNNKYAASSYLSLTPEQWKSHKSYSCOVTHEGSTVEKTVAPTECS

Bl 24

26A6-Vy

caggtgcagctggtggagtctgggggaggcgtggtccagectgggaggtceccecctgag
actctcctgtgtagcgtctggactcactttcaggacectatggecatgecactgggtcc

gccaggctccaggcaacgggctggagtgggtggcaatecatatggecatgatggtaat

aaaaaatactttgctgactccgtaaagggccgattcaccatctccagggacaattce

caagaacagtctatatctccaaatgaacagcctgagagtcgaggacacggetgttt
attactgtgcgagagaaatgaatggcatcgacgtctggggccaagggaccacggtce
accgtctcctcea BlAEFE 25

26A6-Vy

QVQLVESGGGVVQPGRSLRLSCVASGLTFRTYGMHWVRQAPGNGLEWVAIIWHDGN
KKYFADSVKGRFTISRDNSKNSLYLOMNSLRVEDTAVYYCAREMNGIDVWGQGTTV

TVSS BlSIE & 26
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ooooDao

26A6-Vy tcctatgagetgacccagecaccecteggtgtcagtgtccccaggacaaacggecag

- gatcacctgctctggagatgegttgccagaaacatatgtttattggtaccagcaga
agtcaggccaggcccctgtgaagctcatectatgaggacagegaacgacecteecggg
atccctgagagattctctggectccagetcagggacattggeccaccttgactatcag
tggggcccatgtggaggatgaagctgactactactgttactcaacagacagtagtg
gtateggggtgttcggaggagggaccaaggtgaccgtecta  HAE S 27

26A6-Vy SYELTQPPSVSVSPGQTARITCSGDALPETYVYWYQOKSGQOAPVKLI YEDSERPSG

- IPERFSGSSSGTLATLTISGAHVEDEADYYCYSTDSSGIGVFGGGTKVTVL

T NIIE B 28

26A6-Cy, agtcagcccaaggctgcecceccteggtcactcectgttececegecctectetgaggaget

- tcaagccaacaaggccacactggtgtgtctcataagtgacttctacccgggagecyg
tgacagtggcecctggaaggcagatagcagcecccgtcaaggecgggagtggagaccace
acaccctccaaacaaagcaacaacaagtacgcggccagcagctacctgagectgac
gcctgagcagtggaagtcccacaaaagctacagcectgceccaggtcacacatgaaggga
gcaccgtggagaagacagtggcccctacagaatgttcatag — BlAE R 29

26A6-Cy SQPKAAPSVTLFPPSSEELQANKATLVCLISDEFYPGAVTIVAWKADSSPVKAGVETT
TPSKOSNNKYAASSYLSLTPEQWKSHKSYSCQVTHEGSTVEKTVAPTECS

7 1

BlI%E 5 30
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