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FIG.1

SEQ ID NO: 7: Nucleotide sequence of cTINA1 antibody heavy chain

atgaaacacctgtggttcttcctcctgctggtggcagctcccagatgggtgctgagccagatccag
ttggtgcagtctggacctgagctgaagaagcctggagagacagtcaggatctcctgcaaggcttct
gggtataccttcacaactgctggaatgcagtgggtgcaaaagatgccaggaaagggtttgaagtgg
attggctggataaacacccactctggagtgccaaaatatgcagaagacttcaagggacqgtttgcc
ttctctttggaaacctctgccagcactgcatatttacagataagcaacctcaaaaatgaggacacg
actacgtatttctgtgcgagatcggggttcggtagtagctactggtacttcgatgtctggggcgca
gggaccgcggtcaccgtcagctcagcctccaccaagggcccaagcgtcttccccctggcaccctcc
tccaagagcacctctggcggcacagccgccctgggctgcctggtcaaggactacttccccgaaccc
gtgaccgtgagctggaactcaggcgccctgaccagcggcgtgcacaccttccccgctgtcctgcag
tcctcaggactctactccctcagcagcgtggtgaccgtgccctccagcagcttgggcacccagacc
tacatctgcaacgtgaatcacaagcccagcaacaccaaggtggacaagagagttgagcccaaatct
tgtgacaaaactcacacatgcccaccctgcccagcacctgaactcctggggggaccctcagtcttc
ctcttccccccaaaacccaaggacaccctcatgatctcccggacccctgaggtcacatgcgtggtg
gtggacgtgagccacgaagaccctgaggtcaagttcaactggtacgtggacggcgtggaggtgcat
aatgccaagacaaagccccgggaggagcagtacaacagcacgtaccgggtggtcagcgtcctcacc
gtcctgcaccaggactggctgaatggcaaggagtacaagtgcaaggtctccaacaaagccctccca
gcccccatcgagaaaaccatctccaaagccaaaggccagccccgggaaccacaggtgtacaccctg
cccccatcccgggaqgagatgaccaagaaccaggtcagcctgacctgcctggtcaaaggcttctat
cccagcgacatcgccgtqgagtgggagagcaatggccagcccgaqaacaactacaagaccacccct
cccgtgctggactccgacggctccttcttcctctacagcaagctcaccgtggacaagaqcaggtgg
cagcagggcaacgtcttctcatgctccgtgatgcatgaggctctgcacaaccactacacccagaag
agcctctcecectgtctecececggeaaa

Signal sequence (1-57), variable region (58-420), constant region (421-1410)

SEQ ID NO: 8: Amino acid sequence of cTINA1 antibody heavy chain

MKHLWFFLLLVAAPRWVLSQIQLVQSGPELKKPGETVRISCKASGYTFTTAGMOWVQRMPGKGLKWIGWINT
HSGVPKYAEDFKGRFAFSLETSASTAYLQISNLKNEDTTTYFCARSGFGSSYWY FDVWCGAGTAVIVSSASTE
GPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVATFPAVLOSSGLYSLESVVIVPSSSL
GTOTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVICVVVD
VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTIS
KAKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSK
LTVDKSRWQQGNVESCSVMHEALHNHYTQKSLSLSPGK

Signal sequence (1-19), variable region (20-140), constant region (141-470)
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FIG.2

SEQ ID NO: 9: Nucleotide sequence of cTINA1 antibody light chain
atggtgctgcagacccaggtgttcatctccctgctgctgtggatctccggcgcgtacggcgacatt
gtgatgacccagtctcacaaattcatgtccacatcagtaggagacagggtcagcatcacctgcaag
gccagtcaggatgtgagtactgctgtagcctggtatcaacagaaaccaggacaatctcctaaactg
ctgatttactcggcatcctaccgctacactggagtccctgatcgcttcactggcagtggatctggg
acggctttcactttcaccatcagcagtgtgcaggctgaagacctggcagtttattactgtcagcaa
cattatattactccgctcacgttcggtgctgggaccaagctggagctgaaacgggctgtggccgcc
ccctccgtgttcatcttccccccctccgacgagcagctgaagtccggcaccgcctccgtggtgtgc
ctgctgaataacttctaccccagagaggccaaggtgcagtggaaggtggacaacgccctqcaqtcc
gggaactcccaggagagcgtgaccgagcaggacagcaaggacagcacctacagcctgagcagcacc
ctgaccctgagcaaagccgactacgagaagcacaaggtgtacgcctgcgaggtgacccaccagggc
ctgagctcccccgtcaccaagagcttcaacaggggggagtgt

Signal sequence (1-60), variable region (61-387), constant region (388-702)

SEQ ID NO: 10: Amino acid sequence of cTINA1 antibody light chain
MVLOTQVFISLLLWISGAYGDIVMTQSHKEMSTSVGDRVSI TCKASQDVSTAVAWYQQKPGQSPKLLIYSAS
YRYTGVPDRFTGSGSGTAFTFTISSVQAEDLAVYYCQOHYITPLTFGAGTKLELKRAVARPSVFIFPPSDEQ
LKSGTASVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEV
THQGLSSPVTKSFNRGEC

Signal sequence (1-20), variable region (21-129), constant region (130-234)
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FIG.3

SEQ ID NO: 11: Nucleotide sequence of hTINA1-H1

atgaaacacctgtggttcttcctcctgctggtggcagctcccagatgggtgctgagccaggtgcagctggtg
cagtctggcgccgaagtgaagaaaccaggcgccagcgtgaaggtgtcctgcaaggccagcggctacaccttt
accaccgccggcatgcagtggqtgcgccaggctcctggacagggcctggaatggatgggctggatcaacacc
cacagcggcgtgcccaaatacgccgaggacttcaagggcagagtgaccatcagcgccgacaccagcacctcc
acagcctacctgcagctgagcagcctgaagtccgaggacaccgccgtgtactactgcgccagaagcggcttc
ggcagcagctactggtacttcgacgtgtggggccagggcaccctcgtgaccgtcagctcagcctccaccaag
ggcccaagcgtcttccccctggcaccctcctccaagagcacctctggcggcacagccgccctgggctgcctg
gtcaaggactacttccccgaacccgtgaccgtgagctggaactcaggcgccctgaccagcggcgtgcacacc
ttccccgctgtcctgcagtcctcaggactctactccctcagcagcgtggtgaccgtgccctccagcagcttg
ggcacccagacctacatctgcaacgtgaatcacaagcccagcaacaccaaggtggacaagagagttgagccc
aaatcttgtgacaaaactcacacatgcccaccctgcccagcacctgaactcctggggggaccctcagtcttc
ctcttccccccaaaacccaaggacaccctcatgatctcccggacccctgaggtcacatgcgtggtggtggac
gtgagccacgaagaccctgaggtcaagttcaactggtacgtggacggcgtggaggtgcataatgccaagaca
aagccccgggaggagcagtacaacagcacgtaccgggtqgtcagcgtcctcaccgtcctgcaccaggactgg
ctgaatggcaaggagtacaagtgcaaggtctccaacaaagccctcccagcccccatcgagaaaaccatctcc
aaagccaaaggccagccccgggaaccacaggtgtacaccctgcccccatcccgggaggagatgaccaagaac
caggtcagcctgacctgcctggtcaaagqcttctatcccagcgacatcgccgtggagtgggagagcaatggc
cagcccgagaacaactacaagaccacccctcccgtgctggactccgacggctccttcttcctctacagcaag
ctcaccgtggacaagagcaggtggcagcagggcaacgtcttctcatgctccgtgatgcatgaggctctgcac

aaccactacacccagaagagcctctecctgteteccggeaaa

Signal sequence (1-57), variable region (58-420), constant region (421-1410)

SEQ ID NO: 12: Amino acid sequence of hTINA1-H1
MKHLWFELLLVAAPRWVLSQVOLVOSGAEVRKPGASVKVS CKASGYTFTTAGMOWVROAPGQGLEWMGW INT
HSGVPKYAEDFKGRVTISADTSTSTAYLOLSSLKSEDTAVY YCARSGFGSSYWY FDVWGQGTLVTVSSASTK
GPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSCLYSLSSVVIVESSSE
GTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCWVD
VSHEDPEVKENWYVDGVEVENAKTKPREEQYNS TYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTERT LS
KAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGE‘YPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSK
1, TVDKSRWOQGNVESCSVMHEALHNHYTQKSLSLS PGK

Signal sequence (1-19), variable region (20-140), constant region (141 -470)
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FIG.4

SEQ ID NO: 13: Nucleotide sequence of hTINA1-H2
atgaaacacctgtggttcttcctcctgctggtggcagctcccagatgggtgctgagccaggtgcagctggtg
cagtctggcgccgaagtgaagaaaCcaggcgccagcgtgaaggtgtcctgcaaggccagcggctacaccttt
accaccgccggcatgcagtgggtgcgccaggctcctggacagggcctggaatggatgggctggatcaacacc
cacagcggcgtgcccaaatacgccgaggacttcaagggcagagtgaccatcagcctggacaccagcacctcc
accgcctacctgcagctgagcagcctgaagtccgaggacaccgccgtgtactactgcgccagaagcggcttc
ggcagcagctactggtacttcgacgtgtggggccagggcaccctcgtgaccgtcagctcagcctccaccaag
ggcccaagcqtcttccccctggcaccctcctccaagagcacctctggcggcacagccgccctgggctgcctg
gtcaaggactacttccccqaacccgtqaccgtgagctggaactcaggcgccctgaccagcggcgtgcacacc
ttccccgctgtcctgcagtcctcaggactctactccctcagcagcgtggtgaccgtgccctccagcagcttg
ggcacccagacctacatctgcaacgtgaatcacaagcccagcaacaccaaggtggacaagagagttgagcec
aaatcttgtgacaaaactcacacatgcccaccctgcccagcacctgaactcctggggggaccctcagtcttc
ctcttccccccaaaacccaaggacaccctcatgatctcccggacccctgagqtcacatgcgtggtggtggac
gtgagccacgaagaccctgaggtcaagttcaactggtacgtggacggcgtggaggtgcataatgccaagaca
aagccccgggaggagcagtacaacagcacgtaccgggtggtcagcgtcctcaccgtcctgcaccaggactgg
ctgaatggcaaggagtacaagtgcaaggtctccaacaaagccctcccagcccccatcgagaaaaccatctcc
aaagccaaaggccagccccgggaaccacaggtgtacaccctgcccccatcccgggaggagatgaccaagaac
caggtcagcctgacctgcctggtcaaaggcttctatcccagcgacatcgccgtggagtgggagagcaatggc
cagcccgagaacaactacaagaccacccctcccgtgctggactccgacggctccttcttcctctacagcaag
ctcaccgtggacaagagcagqtggcagcagggcaacgtcttctcatgctccgtgatgcatgaggctctgcac
aaccactacacccagaagagcctctecetgtecteccggcaaa

Signal sequence (1-57), variable region (58-420), constant region (421-1410)

SEQ ID NO: 14: Amino acid sequence of hTINA1-H2
MKHLWFFLLLVAAPRWVLS QVOLVQSGAEVKKPGASVKVSCKASGYTFTTAGMOWVRQAPGQGLEWMGN INT

HSGVPKYAEDFKGRVTISLDTSTSTAYLQLSSLKSEDTAVYYCARSGFGSSYWYFDVWGQGTLVTVSSASTK
GPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVD
VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTIS
KAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSK
LTVDKS RWQOGNVFSCSVMHEALHNHYTQKSLSLSPGK

Signal sequence (1-19), variable region (20-1 40), constant region (141-470)



5127

FIG.5

SEQ ID NO: 15: Nucleotide sequence of hTINA1-H3
atgaaacacctgtggttcttcctcctqctgqtggcagctcccagatgggtgctgagccagatccagctggtg
cagtctggcgccgaagtgaagaaacccggcgagagcgtgaaggtgtcctgcaaggccagcggctacaccttt
accaccgccggcatgcagtgggtgcaqcagatgcctggcaagqgcctqgaatgqatgggctggatcaacacc
cacagcggcgtgcccaaatacgccgaggacttcaagggcagagtgaccttcagcctggacaccagcacctcc
accgcctacctgcagctgagcagcctgaagtccgaggacaccgccgtgtactactgcgccagaachgcttc
ggcagcagctactggtacttcgacgtgtggggccagggcaccctcgtgaccgtcagct:agcctccaccaag
ggcccaagcgtcttccccctggcaccctcctccaagagcacctctggcggcacagccgccctgggctgcctg
gtcaaggactacttccccgaacccgtgaccgtgagctggaactcaggcgccctgaccagcggcgtgcacacc
ttccccgctgtcctgcagtcctcaggactctactccctcagcagcgtggtgaccgtgccctccaqcagcttg
ggcacccagacctacatctgcaacgtgaatcacaagcccagcaacaccaaggtggacaagagagttgagccc
aaatcttgtgacaaaactcacacatgcccaccctgcccagcacctgaactcctggggggaccctcagtcttc
ctcttccccccaaaacccaaggacaccctcatgatctcccggacccctgaggtcacatgcgtggtggtggac
gtgagccacgaagaccctgaggtcaagttcaactggtacgtggacggcgtggaggtgcataatgccaagaca
aagccccgggaggagcagtacaacagcacgtaccgggtggtcagcgtcctcaccgtcctgcaccaggactgg
ctgaatggcaaggagtacaagtgcaaggtctccaacaaagccctcccagcccccatcgagaaaaccatctcc
aaagccaaaggccagccccgggaaccacaggtgtacaccctgcccccatcccgggaggagatgaccaagaac
caggtcagcctgacctgcctggtcaaaggcttctatcccagcgacatcgccgtggagtgggagagcaatggc
cagcccgagaacaactacaagaccacccctcccgtgctggactccgacggctccttcttcctctacagcaag
ctcaccgtggacaagagcaggtggcagcagggcaacgtcttctcatgctccgtgatgcatgaggctc‘cgcac
aaccactacacccagaagagcctctceectgtctocccggcaaa

Signal sequence (1-57), variable region (58-420), constant region (421-1410)

SEQ ID NO: 16: Amino acid sequence of hTINA1-H3
MKHLWFFLLLVAAPRWVLSQIQLVQSGAEVKKPGESVKVSCKASGYTFT TAGMOWVQOMPGKGLEWMGWINT
HSGVPKYAEDFKGRVTFSLDTSTSTAYLQLS SLKSEDTAVYYCARSGFGSSYWYFDVWGQGTLVTVSSASTK
GPSVFPLAPSSKSTSGGTARLGCLVKDY FPEPVTVSHNSGALTSGVHT FPAVLQSSGLYSLESVVIVPSSSL
GTOTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVICVVVD
VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNST YRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTLS
KAKGOPREPQVYTLPPSREEMTKNQVSLTCIVKGFYPSDIAVEWESNGQPENNYKTTPPYLDSDGSFFLYSK
1, TVDKSRWOOGNVFSCSVMHEALHNHY TOKSLSLSPGK

Signal sequence (1-19), variable region (20-140), constant region (141-470)
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FIG.6

SEQ ID NO: 17: Nucleotide sequence of hTINA1-L1
atggtgctgcagacccaggtgttcatctccctgctgctgtggatctccggcgcgtacggcgacatccagatg
acccagagccctagcagcctgagcgccagcgtgggcgacagagtgaccatcacatgcaaggccagccaggac
gtgtccacagccgtggcctggtatcagcagaagcctggcaaggcccccaagctqctgatctacagcgccagc
taccggtacaccggcgtgcccagcagattttctggcagcggctccggcaccgacttcaccctgacaatcagc
agcctgcagcccgaggacttcgccgtgtactactgccagcagcactacatcacccccctgacctttggccag
ggcaccaagctggaaatcaagcgtacggtggccgccccctccgtgttcatcttccccccctccgacgagcag
ctgaagtccggcaccgcctccgtggtgtgcctgctgaataacttctaccccagagaggccaaqgtgcagtgg
aaggtggacaacgccctgcagtccgggaactcccaggagagcgtgaccgagcaggacagcaaggacagcacc
tacagcctgagcagcaccctgaccctgagcaaagccgactacgagaagcacaaggtgtacgcctgcgaggtg
acccaccagggcctgagctcccccgtcaccaagagcttcaacaggggggagtgt

Signal sequence (1-60), variable region (61-387), constant region (388-702)

SEQ ID NO: 18: Amino acid sequence of hTINA1-L1
MVLOTQVFISLLLWISGAYGDIQMTQSPSSLSASVGDRVTI TCKASQODVSTAVAWYQOKPGKAPKLLIYSAS
YRYTGVPSRFSGSGSGTDFTLTISSLQPEDFAVYYCQOHYITPLTEGOGTKLEIKRTVARPSVFIFPPSDEQ
LKSGTASVVCLLNNFYPREAKVOWKVDNALQSGNS QESVTEQDSKDSTYSLS STLTLSKADYEKHKVYACEY
THQGLSSPVTKSFNRGEC

Signal sequence (1-20), variable region (21-129), constant region (130-234)
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FIG.7

SEQ ID NO: 19: Nucleotide sequence of hTINA1-L2
atggtgctgcagacccaggtgttcatctccctgctgctgtggatctccggcgcgtacggcgacatcgtgatg
acccagagccctagcagcctgagcgccagcgtgggcgacagagtgaccatcacatgcaaggccagccaggac
gtgtccacagccgtggcctggtatcagcagaagcctggcaaggcccccaagctgctgatctacagcgccagc
taccggtacaccggcgtgcccagcagattttctggcagcggctccggcaccgacttcaccctgacaatcagc
agcctgcagcccgaggacttcgccgtgtactactgccagcagcactacatcacccccctgacctttggccag
ggcaccaagctggaaatcaagcgtacggtggccqccccctccgtgttcatcttccccccctccgacgagcag
ctgaagtccggcaccgcctccgtggtgtgcctgctgaataacttctaccccagagaggccaaggtgcagtgg
aaggtggacaacgccctgcagtccgggaactcccaggagagcgtgaccgagcaggacagcaaggacagcacc
tacagcctgagcagcaccctgaccctgagcaaagccgactacgagaagcacaaggtgtacgcctgcgaggtg
acccaccagggcctgagctcccccgtcaccaagagcttcaacaggggggagtgt

Signal sequence (1-60), variable region (61-387), constant region (388-702)

SEQ ID NO: 20: Amino acid sequence of hTINA1-L2

MVLOTQVFISLLLWISGAYGDIVMIQS PSSLSASVGDRYVTITCKASQDVSTAVAWYQOKPGKAPKLLIYSAS
VRYTGVPSREFSGSGSGTDFTLTISSLOPEDFAVYYCQOHY I TPLTFGQGTKLEIKRIVARPSVEI FPPSDEQ
LKSGTASVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTIEQDSKDSTYSLS STLTLSKADYEKHKVYACEV
THOGLSSPVTKSFNRGEC

Signal sequence (1-20), variable region (21-129), constant region (1 30-234)



8/27

FIG.8

SEQ ID NO: 21: Nucleotide sequence of h'TINA1-L3

atggtgctgcagacccaggtgttcatctccctgctgctgtggatctccggcgcgtacggcgacatcgtgatg
acccagagccctagcagcctgagcgccagcgtgggcgacagagtgaccatcacatgcaaggccagccaggac
gtgtccacagccgtggcctggtatcagcagaagcccggcaagcagcccaagctgctgatctacagcgccagc
taccggtacaccggcgtgcccagcagattttctggcagcggctccggcaccgacttcaccctgacaatcagc
agcctgcagcchaggacttcgccgtgtactactgccagcagcaCtacatcacccccctgacctttggccag
ggcaCcaagctggaaatcaagcgtacggtggccgccccctccgtgttcatcttccccccctccgacgagcag
ctgaagtccggcaccgcctccgtggtgtgcctgctgaataacttctaccccagagaggccaaggtgcagtgg
aaggtggacaacgccctgcagtccgggaactcccaggagagcgtgaccgagcaggacagcaaggacagcacc
tacagcctgagcagcaccctgaccctgagcaaagccgactacgagaagcacaaggtgtacgcctgcgaggtg

acccaccagggcctgagctcccccgtcaccaagagcttcaacaggggggagtgt

Signal sequence (1-60), variable region (61-387), constant region (388-702)

SEQ ID NO: 22: Amino acid sequence of hTINA1-L3
MVLOTOVEFISLLLWISGAYGDIVMTQSPSSLSASVGDRVTITCKASQDVSTAVARYQOKPGKOPKLLIYSAS
YRYTGVPSRESGSGSGTDFTLTISSLQPEDFAVYYCQQHYITPLTFGOGTKLEIKRTVAAPSVEIFPESDEQ
LKSGTASVVCLLNNFY PREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEY
THQGLSSPVTKSFNRGEC

Signal sequence (1-20), variable region (21-129), constant region (130-234)
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FIG.9

SEQ ID NO: 23: Amino acid sequence of CDRH1 of TINA1 antibody
TAGMQ

SEQ ID NO: 24: Amino acid sequence of CDRH2 of TINA1 antibody
WINTHSGVPKYAEDFKG

SEQ ID NO: 25: Amino acid sequence of CDRH3 of TINA1 antibody
SGFGSSYWYEDV

SEQ ID NO: 26: Amino acid sequence of CDRL1 of TINA1 antibody
KASQDVSTAVA

SEQ ID NO: 27: Amino acid sequence of CDRL2 of TINA1 antibody
SASYRYT

SEQ ID NO: 28: Amino acid sequence of CDRL3 of TINA1 antibody
QQHYITPLT
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FIG.10
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FIG. 12
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FIG. 13
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FIG.15
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FIG.16
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FIG.17
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