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[Figure 1]
SEQ ID NO 2: Amino acid sequence of 04-046 antibody heavy chain

MEWNWVFLFLLSVTAEVHSQVQLQQSGAELAKPGSSVKISCKASGYTFTSYYIS
WIKQTTGQGLKYIGFINPGSGHTNYNEKFKGKATLTVDKSSSTAFMQLSSLTPD
DSAIYYCARGAGGFLRIITKFDYWGQGVMVTVSSAQTTAPSVYPLAPGCGDTTSS
TVILGCLVKGYFPEPVTVIWNSGALSSDVHTFPAVLQSGLYTLTSSVTSSTWPSQ
TVTCNVAHPASSTKVDKKVERRNGGIGHKCPTCPTCHKCPVPELLGGPSVFIFPP
KPKDILLISQNAKVTCVVVDVSEEEPDVQFSWFVNNVEVHTAQTQPREEQYNST
FRVVSALPIQHQDWMSGKEFKCKVNNKALPSPIEKTISKPKGLVRKPQVYVMGP
PTEQLTEQTVSLTCLTSGFLPNDIGVEWTSNGHIEKNYKNTEPVMDSDGSFFMY
SKLNVERSRWDSRAPFVCSVVHEGLHNHHVEKSISRPPGK

Signal sequence (1-19), heavy chain variable region (20-142), heavy chain constant
region (143-475)
CDRHI1 (45-54), CDRH2 (69-78), CDRH3 (118-131)

SEQ ID NO 32: Nucleotide sequence of 04-046 antibody heavy chain

ATGGAATGGAACTGGGTCTTTCTCTTCCTCCTGTCAGTAACTGCAGAGGTCCAC
TCCCAGGTCCAACTGCAGCAGTCTGGAGCTGAACTGGCAAAGCCTGGCTCTTC
AGTGAAGATTTCCTGCAAGGCTTCTGGCTACACCTTCACCAGCTACTATATAAG
CTGGATAAAGCAGACGACTGGACAGGGCCTTAAGTATATTGGATTTATTAATCC
GGGAAGTGGACATACTAACTACAATGAGAAGTTCAAGGGCAAGGCCACATTGA
CTGTAGACAAATCCTCTAGCACAGCCTTCATGCAACTCAGCAGCCTGACACCTG
ACGACTCTGCGATCTATTACTGTGCAAGAGGGGCTGGGGGTTTTCTACGGATTA
TTACTAAGTTTGATTACTGGGGCCAAGGAGTCATGGTCACAGTCTCCTCAGCCC
AAACAACAGCCCCATCTGTCTATCCACTGGCTCCTGGATGTGGTGATACAACCA
GCTCCACGGTGACTCTGGGATGCCTGGTCAAGGGCTATTTCCCTGAGCCAGTC
ACCGTGACCTGGAACTCTGGAGCCCTGTCCAGCGATGTGCACACCTTTCCAGC
TGTCCTGCAGTCTGGGCTCTACACTCTCACCAGCTCAGTGACCTCCAGCACCTG
GCCCAGCCAGACCGTCACCTGCAACGTAGCCCACCCGGCCAGCAGCACCAAGG
TGGACAAGAAAGTTGAGCGCAGAAATGGCGGCATTGGACACAAATGCCCTACA
TGCCCTACATGTCACAAATGCCCAGTTCCTGAACTCTTGGGTGGACCATCTGTC
TTCATCTTCCCGCCAAAGCCCAAGGACATCCTCTTGATCTCCCAGAACGCCAAG
GTCACGTGTGTGGTGGTGGATGTGAGCGAGGAGGAGCCGGACGTCCAGTTCA
GCTGGTTTGTGAACAACGTAGAAGTACACACAGCTCAGACACAACCCCGTGAG
GAGCAGTACAACAGCACCTTCAGAGTGGTCAGTGCCCTCCCCATCCAGCACCA
GGACTGGATGAGCGGCAAGGAGTTCAAATGCAAGGTCAACAACAAAGCCCTCC
CAAGCCCCATCGAGAAAACCATCTCAAAACCCAAAGGGCTAGTCAGAAAACCA
CAGGTATACGTCATGGGTCCACCGACAGAGCAGTTGACTGAGCAAACGGTCAG
TTTGACCTGCTTGACCTCAGGCTTCCTCCCTAACGACATCGGTGTGGAGTGGAC
CAGCAACGGGCATATAGAAAAGAACTACAAGAACACCGAGCCAGTGATGGACT
CTGACGGTTCTTTCTTCATGTACAGCAAGCTCAATGTGGAAAGGAGCAGGTGG
GATAGCAGAGCGCCCTTCGTCTGCTCCGTGGTCCACGAGGGTCTGCACAATCA
CCACGTGGAGAAGAGCATCTCCCGGCCTCCGGGTAAA

Signal sequence (1-57), heavy chain variable region (58-426), heavy chain constant
region (427-1425)
CDRH1(133-162), CDRH2(205-234), CDRH3 (352-393)



2/29

[Figure 2]
SEQ ID NO 7: Amino acid sequence of 04-046 antibody light chain

METDRLLLWVLLLWVPGSTGDTVLTQSPALAVSLGQRVTISCRASKSVSTYITHWY
QQRSGQQPKLLIYSASNLESGVPSRFSGSGSGTDFTLTIDPVEPDDIANYYCQQIN
ELPYTFGAGTKLELKRADAAPTVSIFPPSTEQLATGGASVVCLMNNFYPRDISVK
WKIDGTERRDGVLDSVTDQDSKDSTYSMSSTLSLTKADYESHNLYTCEVVHKTS
SSPVVKSFNRNEC

Signal sequence (1-20), light chain variable region (21-128), light chain constant
region (129-233)
CDRH1 (43-53), CDRH2 (69-75), CDRH3 (108-116)

SEQ ID NO 34: Nucleotide sequence of 04-046 antibody light chain

ATGGAGACAGACAGACTCCTGCTATGGGTGCTGCTGCTCTGGGTTCCAGGCTC
CACTGGTGACACTGTGCTGACCCAGTCTCCTGCTTTGGCTGTGTCTCTAGGGC
AGAGGGTCACCATCTCCTGTAGGGCCAGCAAAAGTGTCAGTACATATATACACT
GGTACCAACAGAGGTCGGGACAGCAACCCAAACTCCTGATCTATAGTGCATCCA
ACCTAGAATCTGGAGTCCCTTCCAGGTTCAGTGGGAGTGGGTCTGGGACAGAC
TTTACCCTCACCATAGATCCTGTGGAGCCTGATGACATAGCAAACTATTACTGTC
AGCAGATTAATGAACTTCCGTACACGTTTGGAGCTGGGACCAAGCTGGAACTG
AAACGGGCTGATGCTGCACCAACTGTATCTATCTTCCCACCATCCACGGAACAG
TTAGCAACTGGAGGTGCCTCAGTCGTGTGCCTCATGAACAACTTCTATCCCAGA
GACATCAGTGTCAAGTGGAAGATTGATGGCACTGAACGACGAGATGGTGTCCT
GGACAGTGTTACTGATCAGGACAGCAAAGACAGCACGTACAGCATGAGCAGCA
CCCTCTCGTTGACCAAGGCTGACTATGAAAGTCATAACCTCTATACCTGTGAGG
TTGTTCATAAGACATCATCCTCACCCGTCGTCAAGAGCTTCAACAGGAATGAGT
GT

Signal sequence (1-60), light chain variable region (61-384), light chain constant
region (385-699)
CDRL1(127-159), CDRL2(205-225), CDRL3 (322-348)
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[Figure 3]
SEQ ID NO 12: Amino acid sequence of 04-079 antibody heavy chain

MEWNWVFLFLLSVTAVVHSQVQLQQSGAELAKPGSSVKISCKASGYTFTSYYIT
WIKQTTGQGLKYIGYINPGSGHTNYNEKFKGKATLTVDKSSSTAFMQLSSLTPD
DSAVYYCARGAGGFLRIISKFDYWGQGVMVTVSSAQTTAPSVYPLAPGCGDTTSS
TVTLGCLVKGYFPEPVTVTWNSGALSSDVHTFPAVLQSGLYTLTSSVTSSTWPSQ
TVTCNVAHPASSTKVDKKVERRNGGIGHKCPTCPTCHKCPVPELLGGPSVFIFPP
KPKDILLISQNARKVTCVVVDVSEEEPDVQFSWFVNNVEVHTAQTQPREEQYNST
FRVVSALPIQHQDWMSGKEFKCKVNNKALPSPIEKTISKPKGLVRKPQVYVMGP
PTEQLTEQTVSLTCLTSGFLPNDIGVEWTSNGHIEKNYKNTEPVMDSDGSFFMY
SKLNVERSRWDSRAPFVCSVVHEGLHNHHVEKSISRPPGK

Signal sequence (1-19), heavy chain variable region (20-142), heavy chain constant
region (143-475)
CDRH1 (45-54), CDRH2 (69-78), CDRH3 (118-131)

SEQ ID NO 36: Nucleotide sequence of 04-079 antibody heavy chain

ATGGAGTGGAACTGGGTCTTTCTCTTCCTCCTGTCAGTAACTGCAGTCGTCCAC
TCCCAGGTCCAGCTGCAGCAGTCTGGAGCTGAGCTGGCAAAGCCTGGCTCTTC
AGTGAAGATTTCCTGCAAGGCTTCTGGCTACACCTTCACCAGCTACTATATAAC
CTGGATAAAGCAGACGACTGGACAGGGCCTTAAGTATATTGGATATATTAATCC
GGGAAGTGGACATACTAACTACAATGAGAAGTTCAAGGGCAAGGCCACATTGA
CTGTAGACAAATCCTCCAGCACAGCCTTCATGCAACTCAGCAGCCTGACACCTG
ACGACTCTGCGGTCTATTACTGTGCAAGAGGGGCTGGGGGTTTTCTACGGATTA
TTAGTAAGTTTGATTACTGGGGCCAAGGAGTCATGGTCACAGTCTCCTCAGCCC
AAACAACAGCCCCATCTGTCTATCCACTGGCTCCTGGATGTGGTGATACAACCA
GCTCCACGGTGACTCTGGGATGCCTGGTCAAGGGCTATTTCCCTGAGCCAGTC
ACCGTGACCTGGAACTCTGGAGCCCTGTCCAGCGATGTGCACACCTTTCCAGC
TGTCCTGCAGTCTGGGCTCTACACTCTCACCAGCTCAGTGACCTCCAGCACCTG
GCCCAGCCAGACCGTCACCTGCAACGTAGCCCACCCGGCCAGCAGCACCAAGG
TGGACAAGAAAGTTGAGCGCAGAAATGGCGGCATTGGACACAAATGCCCTACA
TGCCCTACATGTCACAAATGCCCAGTTCCTGAACTCTTGGGTGGACCATCTGTC
TTCATCTTCCCGCCAAAGCCCAAGGACATCCTCTTGATCTCCCAGAACGCCAAG
GTCACGTGTGTGGTGGTGGATGTGAGCGAGGAGGAGCCGGACGTCCAGTTCA
GCTGGTTTGTGAACAACGTAGAAGTACACACAGCTCAGACACAACCCCGTGAG
GAGCAGTACAACAGCACCTTCAGAGTGGTCAGTGCCCTCCCCATCCAGCACCA
GGACTGGATGAGCGGCAAGGAGTTCAAATGCAAGGTCAACAACAAAGCCCTCC
CAAGCCCCATCGAGAAAACCATCTCAAAACCCAAAGGGCTAGTCAGAAAACCA
CAGGTATACGTCATGGGTCCACCGACAGAGCAGTTGACTGAGCAAACGGTCAG
TTTGACCTGCTTGACCTCAGGCTTCCTCCCTAACGACATCGGTGTGGAGTGGAC
CAGCAACGGGCATATAGAAAAGAACTACAAGAACACCGAGCCAGTGATGGACT
CTGACGGTTCTTTCTTCATGTACAGCAAGCTCAATGTGGAAAGGAGCAGGTGG
GATAGCAGAGCGCCCTTCGTCTGCTCCGTGGTCCACGAGGGTCTGCACAATCA
CCACGTGGAGAAGAGCATCTCCCGGCCTCCGGGTAAA

Signal sequence (1-57), heavy chain variable region (58-426), heavy chain constant
region (427-1425)
CDRH1(133-162), CDRH2(205-234), CDRH3 (352-393)
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[Figure 4]
SEQ ID NO 17: Amino acid sequence of 04-079 antibody light chain

METDRLLLWVLLILWVPGSTGDTVLTQSPALAVSLGQRVTISCRASKSVSTYMHW
YQQRSGQQPKLLIYSASNLESGVPSRFSGSGSGTDFTLTIDPVKADDITNYYCQQ
SNELPYTFGAGTKLELKRADAAPTVSIFPPSTEQLATGGASVVCLMNNFYPRDIS
VKWKIDGTERRDGVLDSVTDQDSKDSTYSMSSTLSLTKADYESHNLYTCEVVHK
TSSSPVVKSFNRNEC

Signal sequence (1-20), light chain variable region (21-128), light chain constant
region (129-233)
CDRLI1 (43-53), CDRL2 (69-75), CDRL3 (108-116)

SEQ ID NO 38: Nucleotide sequence of 04-079 antibody light chain

ATGGAGACAGACAGACTCCTGCTATGGGTGCTGCTGCTCTGGGTTCCAGGCTC
CACTGGTGACACTGTGCTGACCCAGTCTCCTGCTTTGGCTGTGTCTCTAGGGC
AGAGGGTCACCATCTCTTGTAGGGCCAGCAAAAGTGTCAGTACATATATGCACT
GGTACCAACAGAGGTCGGGACAGCAACCCAAACTCCTGATCTATAGTGCATCCA
ACCTAGAATCTGGAGTCCCTTCCAGGTTCAGTGGGAGTGGGTCTGGGACAGAC
TTTACCCTCACCATAGATCCTGTGAAGGCTGATGACATAACAAACTATTACTGTC
AGCAGAGTAATGAACTTCCGTACACGTTTGGAGCTGGGACCAAGCTGGAACTG
AAACGGGCTGATGCTGCACCAACTGTATCTATCTTCCCACCATCCACGGAACAG
TTAGCAACTGGAGGTGCCTCAGTCGTGTGCCTCATGAACAACTTCTATCCCAGA
GACATCAGTGTCAAGTGGAAGATTGATGGCACTGAACGACGAGATGGTGTCCT
GGACAGTGTTACTGATCAGGACAGCAAAGACAGCACGTACAGCATGAGCAGCA
CCCTCTCGTTGACCAAGGCTGACTATGAAAGTCATAACCTCTATACCTGTGAGG
TTGTTCATAAGACATCATCCTCACCCGTCGTCAAGAGCTTCAACAGGAATGAGT
GT

Signal sequence (1-60), light chain variable region (61-384), light chain constant
region (385-699)
CDRL1(127-159), CDRL2(205-225), CDRL3 (322-348)
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[Figure 5]
SEQ ID NO 22: Amino acid sequence of 04-126 antibody heavy chain

MEWNWVFLFLLSVTAEVHSQVQLRQSGAELAKPGSSVKISCKASGYTFTSYYII
WMKQTAGQGLQYVGYINPGSGHTNYNEKFKGKATLTVDKSSSTAFMQLSSLTP
DDSAVYYCARGTGGFLRIISKFDYWGQGVMVTVSSAQTTAPSVYPLAPGCGDTTS
STVTLGCLVKGYFPEPVTVTWNSGALSSDVHTFPAVLQSGLYTLTSSVTSSTWPS
QTVTCNVAHPASSTKVDKKVERRNGGIGHKCPTCPTCHKCPVPELLGGPSVFIF
PPKPKDILLISQNAKVTCVVVDVSEEEPDVQFSWFVNNVEVHTAQTQPREEQYN
STFRVVSALPIQHQDWMSGKEFKCKVNNKALPSPIEKTISKPKGLVRKPQVYVM
GPPTEQLTEQTVSLTCLTSGFLPNDIGVEWTSNGHIEKNYKNTEPVMDSDGSFF
MYSKLNVERSRWDSRAPFVCSVVHEGLHNHHVEKSISRPPGK

Signal sequence (1-19), heavy chain variable region (20-142), heavy chain constant
region (143-475)
CDRH1 (45-54), CDRH2 (69-78), CDRH3 (118-131)

SEQ ID NO 40: Nucleotide sequence of 04-126 antibody heavy chain

ATGGAATGGAACTGGGTCTTTCTCTTCCTCCTGTCAGTAACTGCAGAAGTCCAC
TCCCAGGTCCAGCTGCGGCAGTCTGGAGCTGAGTTGGCTAAGCCTGGCTCTTC
AGTGAAGATTTCCTGCAAGGCTTCTGGCTACACCTTCACCAGCTACTATATAATC
TGGATGAAACAGACGGCTGGCCAGGGCCTTCAGTATGTTGGATATATTAATCCG
GGAAGTGGACATACTAACTACAATGAGAAGTTCAAGGGCAAGGCCACATTGAC
TGTAGACAAATCCTCCAGCACAGCCTTCATGCAACTCAGCAGCCTGACACCTGA
CGACTCTGCGGTCTATTACTGTGCAAGAGGGACTGGGGGTTTTCTACGGATTAT
TAGTAAGTTTGATTACTGGGGCCAAGGAGTCATGGTCACAGTCTCCTCAGCCCA
AACAACAGCCCCATCTGTCTATCCACTGGCTCCTGGATGTGGTGATACAACCAG
CTCCACGGTGACTCTGGGATGCCTGGTCAAGGGCTATTTCCCTGAGCCAGTCA
CCGTGACCTGGAACTCTGGAGCCCTGTCCAGCGATGTGCACACCTTTCCAGCT
GTCCTGCAGTCTGGGCTCTACACTCTCACCAGCTCAGTGACCTCCAGCACCTG
GCCCAGCCAGACCGTCACCTGCAACGTAGCCCACCCGGCCAGCAGCACCAAGG
TGGACAAGAAAGTTGAGCGCAGAAATGGCGGCATTGGACACAAATGCCCTACA
TGCCCTACATGTCACAAATGCCCAGTTCCTGAACTCTTGGGTGGACCATCTGTC
TTCATCTTCCCGCCAAAGCCCAAGGACATCCTCTTGATCTCCCAGAACGCCAAG
GTCACGTGTGTGGTGGTGGATGTGAGCGAGGAGGAGCCGGACGTCCAGTTCA
GCTGGTTTGTGAACAACGTAGAAGTACACACAGCTCAGACACAACCCCGTGAG
GAGCAGTACAACAGCACCTTCAGAGTGGTCAGTGCCCTCCCCATCCAGCACCA
GGACTGGATGAGCGGCAAGGAGTTCAAATGCAAGGTCAACAACAAAGCCCTCC
CAAGCCCCATCGAGAAAACCATCTCAAAACCCAAAGGGCTAGTCAGAAAACCA
CAGGTATACGTCATGGGTCCACCGACAGAGCAGTTGACTGAGCAAACGGTCAG
TTTGACCTGCTTGACCTCAGGCTTCCTCCCTAACGACATCGGTGTGGAGTGGAC
CAGCAACGGGCATATAGAAAAGAACTACAAGAACACCGAGCCAGTGATGGACT
CTGACGGTTCTTTCTTCATGTACAGCAAGCTCAATGTGGAAAGGAGCAGGTGG
GATAGCAGAGCGCCCTTCGTCTGCTCCGTGGTCCACGAGGGTCTGCACAATCA
CCACGTGGAGAAGAGCATCTCCCGGCCTCCGGGTAAA

Signal sequence (1-57), heavy chain variable region (58-426), heavy chain constant
region (427-1425)
CDRH1(133-162), CDRH2(205-234), CDRH3 (352-393)
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[Figure 6]
SEQ ID NO 27; Amino acid sequence of 04-126 antibody light chain

METDRLLLWVLLLWVPGSTGDTVLTQSPALAVSLGQRVTISCRASKSVSTYMHW
YQQRSGQQPKLLIYSASTLESGVPSRFSGSGSGTDFTLTIDPVEADDIANYYCQQS
NELPYTFGAGTKLELKRADAAPTVSIFPPSTEQLATGGASVVCLMNNFYPRDISV
KWKIDGTERRDGVLDSVTDQDSKDSTYSMSSTLSLTKADYESHNLYTCEVVHKT
SSSPVVKSFNRNEC

Signal sequence (1-20), light chain variable region (21-128), light chain constant
region (129-233)
CDRL1 (43-53), CDRL2 (69-75), CDRL3 (108-116)

SEQ ID NO 42: Nucleotide sequence of 04-126 antibody light chain

ATGGAGACAGACAGACTCCTGCTATGGGTGCTGCTGCTCTGGGTTCCAGGCTC
CACTGGTGACACTGTGCTGACCCAGTCTCCTGCTTTGGCTGTGTCTCTAGGGC
AGAGGGTCACCATCTCTTGTAGGGCCAGCAAAAGTGTCAGTACATATATGCACT
GGTACCAACAGAGGTCGGGACAGCAACCCAAACTCCTGATCTATAGTGCTTCCA
CCCTAGAATCTGGAGTCCCTTCCAGGTTCAGTGGGAGTGGGTCTGGGACAGAC
TTTACCCTCACCATAGATCCTGTGGAGGCTGATGACATAGCAAACTATTACTGTC
AGCAGAGTAATGAACTTCCGTACACGTTTGGAGCTGGGACCAAGCTGGAACTG
AAACGGGCTGATGCTGCACCAACTGTATCTATCTTCCCACCATCCACGGAACAG
TTAGCAACTGGAGGTGCCTCAGTCGTGTGCCTCATGAACAACTTCTATCCCAGA
GACATCAGTGTCAAGTGGAAGATTGATGGCACTGAACGACGAGATGGTGTCCT
GGACAGTGTTACTGATCAGGACAGCAAAGACAGCACGTACAGCATGAGCAGCA
CCCTCTCGTTGACCAAGGCTGACTATGAAAGTCATAACCTCTATACCTGTGAGG
TTGTTCATAAGACATCATCCTCACCCGTCGTCAAGAGCTTCAACAGGAATGAGT
GT

Signal sequence (1-60), light chain variable region (61-384), light chain constant
region (385-699)
CDRL1(127-159), CDRL2(205-225), CDRL3 (322-348)
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[Figure 7]
SEQ ID NO 44: Amino acid sequence of 04-046Ch antibody heavy chain

MKHLWFFLLLVAAPRWVLSQVQLQQSGAELAKPGSSVKISCKASGYTFTSYY
ISWIKQTTGQGLKYIGFINPGSGHTNYNEKFKGKATLTVDKSSSTAFMQLSS
LTPDDSAIYYCARGAGGFLRIITKFDYWGQGVMVTVSSASTKGPSVFPLAPSS
KSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSV
VTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAK
TKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNY
KTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLS
LSPGK

Signal sequence (1-19), heavy chain variable region (20-142), heavy chain
constant region (143-472)

SEQ ID NO 46: Nucleotide sequence of 04-046Ch antibody heavy chain

ATGAAACACCTGTGGTTCTTCCTCCTGCTGGTGGCAGCTCCCAGATGGGTG
CTGAGCCAGGTGCAGCTGCAGCAGTCTGGCGCCGAACTGGCCAAGCCTGG
CAGCAGCGTGAAGATCAGCTGCAAGGCCAGCGGCTACACCTTCACCAGCTA
CTACATCAGCTGGATCAAGCAGACCACCGGCCAGGGCCTGAAGTACATCGG
CTTCATCAACCCCGGCAGCGGCCACACCAACTACAACGAGAAGTTCAAGGG
CAAGGCCACCCTGACCGTGGACAAGAGCAGCAGCACCGCCTTCATGCAGC
TGTCCAGCCTGACCCCCGACGACAGCGCCATCTACTACTGTGCTAGAGGCG
CTGGCGGCTTCCTGCGGATCATCACCAAGTTCGACTACTGGGGCCAGGGCG
TGATGGTCACCGTCAGCTCAGCCTCCACCAAGGGCCCAAGCGTCTTCCCCC
TGGCACCCTCCTCCAAGAGCACCTCTGGCGGCACAGCCGCCCTGGGCTGC
CTGGTCAAGGACTACTTCCCCGAACCCGTGACCGTGAGCTGGAACTCAGGC
GCCCTGACCAGCGGCGTGCACACCTTCCCCGCTGTCCTGCAGTCCTCAGGA
CTCTACTCCCTCAGCAGCGTGGTGACCGTGCCCTCCAGCAGCTTGGGCACC
CAGACCTACATCTGCAACGTGAATCACAAGCCCAGCAACACCAAGGTGGAC
AAGAGAGTTGAGCCCAAATCTTGTGACAAAACTCACACATGCCCACCCTGC
CCAGCACCTGAACTCCTGGGGGGACCCTCAGTCTTCCTCTTCCCCCCAAAA
CCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTG
GTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGA
CGGCGTGGAGGTGCATAATGCCAAGACAAAGCCCCGGGAGGAGCAGTACA
ACAGCACGTACCGGGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGG
CTGAATGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCC
CCCATCGAGAAAACCATCTCCAAAGCCAAAGGCCAGCCCCGGGAACCACA
GGTGTACACCCTGCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGTCA
GCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCCGTGGAGT
GGGAGAGCAATGGCCAGCCCGAGAACAACTACAAGACCACCCCTCCCGTG
CTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAG
AGCAGGTGGCAGCAGGGCAACGTCTTCTCATGCTCCGTGATGCATGAGGCT
CTGCACAACCACTACACCCAGAAGAGCCTCTCCCTGTCTCCCGGCAAA
Signal sequence (1-57), heavy chain variable region (58-426), heavy chain
constant region (427-1416)
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[Figure 8]
SEQ ID NO 45: Amino acid sequence of 04-046Ch antibody light chain

MVLQTQVFISLLLWISGAYGDTVLTQSPALAVSLGQRVTISCRASKSVS
TYITHWYQQRSGQQPKLLIYSASNLESGVPSRFSGSGSGTDFTLTIDPV
EPDDIANYYCQQINELPYTFGAGTKLELKRAVAAPSVFIFPPSDEQLKS
GTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTY
SLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

Signal sequence (1-20), light chain variable region (21-128), light chain
constant region (129-233)

SEQ ID NO 47: Nucleotide sequence of 04-046Ch antibody light chain

ATGGTGCTGCAGACCCAGGTGTTCATCTCCCTGCTGCTGTGGATCTC
CGGCGCGTACGGCGATACCGTGCTGACACAGTCTCCAGCCCTGGCC
GTGTCCCTGGGCCAGAGAGTGACCATCAGCTGCAGAGCCAGCAAGA
GCGTGTCCACCTACATCCACTGGTATCAGCAGCGGAGCGGCCAGCA
GCCCAAGCTGCTGATCTACAGCGCCAGCAACCTGGAAAGCGGCGTG
CCCAGCAGATTTTCCGGCAGCGGCTCTGGCACCGACTTCACCCTGAC
CATCGACCCCGTGGAACCCGACGATATCGCCAACTACTACTGCCAGC
AGATCAACGAGCTGCCCTACACCTTCGGAGCCGGCACCAAGCTGGA
ACTGAAGAGAGCCGTGGCCGCCCCCTCCGTGTTCATCTTCCCCCCCT
CCGACGAGCAGCTGAAGTCCGGCACCGCCTCCGTGGTGTGCCTGCT
GAATAACTTCTACCCCAGAGAGGCCAAGGTGCAGTGGAAGGTGGAC
AACGCCCTGCAGTCCGGGAACTCCCAGGAGAGCGTGACCGAGCAGG
ACAGCAAGGACAGCACCTACAGCCTGAGCAGCACCCTGACCCTGAG
CAAAGCCGACTACGAGAAGCACAAGGTGTACGCCTGCGAGGTGACC
CACCAGGGCCTGAGCTCCCCCGTCACCAAGAGCTTCAACAGGGGGG
AGTGT

Signal sequence (1-60), light chain variable region (61-384), light chain
constant region (385-699)
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[Figure 9]
SEQ ID NO 48: Amino acid sequence of humanized h046-H4b

MEKHLWFFLLLVAAPRWVLSQVQLVQSGAEVKKPGASVKVSCKASGY
TFTSYYISWIRQAPGQGLKYMGFINPGSGHTNYNEKFKGRVTITADKS
SSTATMELSSLRSEDTAVYYCARGAGGFLRIITKFDYWGQGTLVTVSS

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTS
GVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDK
RVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTC
VVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLT
VLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPS

REEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

Signal sequence (1-19), heavy chain variable region (20-142), heavy chain
constant region (143-472)

[Figure 10]
SEQ ID NO 50: Amino acid sequence of humanized h046-H4e

MKHLWFFLLLVAAPRWVLSEVQLVQSGAEVKKPGASVKVSCKASGY

TFTSYYISWIRQAPGQGLKYMGFINPGSGHTNYNEKFKGRVTITADKS
SSTATMELSSLRSEDTAVYYCARGAGGFLRIITKFDYWGQGTLVTVSS
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTS
GVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDK
RVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTC
VVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLT
VLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPS

REEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

Signal sequence (1-19), heavy chain variable region (20-142), heavy chain
constant region (143-472)
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[Figure 11]
SEQ ID NO 52: Amino acid sequence of humanized h046-H5b

MKHLWFFLLLVAAPRWVLSQVQLVQSGAEVKKPGASVKVSCKASGYTFTS
YYISWIRQAPGQGLKYMGFINPGSGHTNYNEKFKGRVTITADKSSSTANME
LSSLRSEDTAVYYCARGAGGFLRITKFDYWGQGTLVTVSSASTKGPSVFP
LAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPP
CPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYV
DGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKAL
PAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPGK

Signal sequence (1-19), heavy chain variable region (20-142), heavy chain
constant region (143-472)

[Figure 12]
SEQ ID NO 54: Amino acid sequence of humanized h046-H8

MKHLWFFLLLVAAPRWVLSQVQLQQSGAELAKPGSSVKISCKASGYT
FTSYYISWIKQTTGQGLKYIGFINPGSGHTNYNEKFKGKATLTVDKSS
STANMQLSSLTPDDSAIYYCARGAGGFLRIITKFDYWGQGVMVTVSSA
STKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSG
VHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKR
VEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCV
VVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTV
LHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSR
EEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

Signal sequence (1-19), heavy chain variable region (20-142), heavy chain
constant region (143-472)
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[Figure 13]
SEQ ID NO 56: Amino acid sequence of humanized h046-H10

MKHLWFFLLLVAAPRWVLSQVQLQQSGAELAKPGSSVKVSCKASGY

TEFTSYYISWIKQTTGQGLKYIGFINPGSGHTNYNEKFKGKATLTVDKS
SSTANMQLSSLTPDDSAIYYCARGAGGFLRIITKFDYWGQGVMVTVSS
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTS
GVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDK
RVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTC
VVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLT
VLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPS

REEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

Signal sequence (1-19), heavy chain variable region (20-142), heavy chain
constant region (143-472)

[Figure 14]
SEQ ID NO 58: Amino acid sequence of humanized h046-L1

MVLQTQVFISLLLWISGAYGDIQMTQSPSSLSASVGDRVTITCRASKSV
STYTHWYQQKPGKAPKLLIYSASNLESGVPSRFSGSGSGTDFTLTISSL
QPEDFATYYCQQINELPYTFGQGTKVEIKRTVAAPSVFIFPPSDEQLK
SGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDST
YSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

Signal sequence (1-20), light chain variable region (21-129), light chain
constant region (130-234)

[Figure 15]
SEQ ID NO 60: Amino acid sequence of humanized h046-L2

MVLQTQVFISLLLWISGAYGDIQMTQSPSSLSASVGDRVTITCRASKSV
STYTHWYQQKPGKQPKLLIYSASNLESGVPSRFSGSGSGTDFTLTISSL
QPEDFATYYCQQINELPYTFGQGTKVEIKRTVAAPSVFIFPPSDEQLK
SGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDST
YSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

Signal sequence (1-20), light chain variable region (21-129), light chain
constant region (130-234)
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[Figure 16]
SEQ ID NO 62: Amino acid sequence of humanized h046-L6

MVLQTQVFISLLLWISGAYGDTQLTQSPSSLSASVGDRVTITCRASKSV
STYIHWYQQKPGKQPKLLIYSASDRESGVPSRFSGSGSGTDFTLTISSL
QPEDFANYYCQQINELPYTFGQGTKVEIKRTVAAPSVFIFPPSDEQLK
SGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDST
YSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

Signal sequence (1-20), light chain variable region (21-129), light chain
constant region (130-234)

[Figure 17]
SEQ ID NO 64: Amino acid sequence of humanized h046-L7

MVLQTQVFISLLLWISGAYGDTQLTQSPSSLSASVGDRVTITCRASKSV
STYITHWYQQKPCGKQPKLLIYSAGNLESGVPSRFSGSGSGTDFTLTISSL
QPEDFANYYCQQINELPYTFGQGTKVEIKRTVAAPSVFIFPPSDEQLK
SGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDST
YSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

Signal sequence (1-20), light chain variable region (21-129), light chain
constant region (130-234)

[Figure 18]
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[Figure 19-2]

(MFI)

Amount of antibody bound

100

10

0.1

0.1

1 10 100

Antibody concentration

(nM)

1000

-0—04-047
—>-04-067
——04-068
——04-114
-%-04-115
—=—04-125
-~04-079
-e |gG2b
-« lgG2a



[Figure

(MFI)

Amount of antibody bound

100

10

0.1

15/29

19-3]

0.1

1 10 100
(nM)

Antibody concentration

1000

—=~-04-127
——04-133
—1-04-139
——04-163
—¢-13-024
—a—13-048
——04-126
-+ 1gG2b



16/29

[Figure 20}
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[Figure 21]
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EC1 (1-48)

<€ >
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[Figure 22-a]
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[Figure 22-b]
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[Figure 23-a]
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[Figure 23-b]

293T/pcDNA3.1
100

--04-046Ch
-x1gG control

Mean Fluorescent Intensity
]

1 Q——Q—Q——Q—@-—-ﬂ—'@

0.0001 0.001 0.01 0.1 1 10 100

Antibody concentration {(nM)



Count

Count

Count

[Figure 24]
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[Figure 25]
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[Figure 26]
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[Figure 27]
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[Figure 28]
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[Figure 29]
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[Figure 30]
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[Figure 31]
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[Figure 32]
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[Figure 33]

1000
900
800

-+-vehicle
700 =

600 --h046-H4b/L7-ADC1 (4)

500 ~4h046-H4e/L7-ADC1 (13)

300

Tumor volume (mm?3)

200

100 =

50 60 70 80 20

Days after tumor implantation

[Figure 34]
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[Figure 36]
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[Figure 37]
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