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FIG.1

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

atgaaacacctqtqgttcttcctcctgctggtggcagctcccagatgqgtgctgagccagatccag
ttggtgcagtctggacctgagctgaagaagcctggagagacagtcaggatctcctgcaaggcttct
gggtataccttcacaactgctggaatgcagtgggtgcaaaagatgccaggaaagggtttgaagtgg
attggctgqataaacacccactctggagtgccaaaatatgcagaagacttcaaggqacggtttgcc
ttctctttggaaacctctgccagcactgcatatttacagataagcaacctcaaaaatgaggacacg
actacgtatttctgtgcgagatcggggttcggtagtagctactggtacttcgatgtctggggcgca
gggaccgcggtcaccgtcagctcagcctccaccaagggcccaagcgtcttccccctggcaccctcc
tccaagagcacctctggcggcacagccgccctgggctgcctggtcaaggactacttccccgaaccc
gtgaccgtgagctggaactcaggcgccctgaccagcggcgtgcacaccttccccgctgtcctgcag
tcctcaggactctactccctcagcagcgtggtgaccgtgccctccagcagcttggqcacccagacc
tacatctgcaacgtgaatcacaagcccagcaacaccaaggtggacaagagagttgagcccaaatct
tgtgacaaaactcacacatgcccaccctgcccagcacctgaactcctggggggaccctcagtcttc
ctcttccccccaaaacccaaggacaccctcatgatctcccggacccctgaggtcacatgcgtggtg
gtggacgtgagccacgaagaccctgaggtcaagttcaactggtacgtggacggcgtggaqgtgcat
aatgccaagacaaagccccgggaggagcagtacaacagcacgtaccgggtggtcagcgtcctcacc
gtcctgcaccaggactggctgaatggcaaggagtacaaqtgcaaggtctccaacaaagccctccca
gcccccatcgagaaaaccatctccaaagccaaaggccagccccgggaaccacaggtgtacaccctg
cccccatcccgggaqgagatgaccaagaaccaggtcagcctgacctgcctggtcaaaggcttctat
cccagcgacatcgccgtggagtgggagagcaatggccagcccgaqaacaactacaagaccacccct
cccgtgctggactccgacggctccttcttcctctacagcaagctcaccgtggacaagagcaggtgg
cagcagggcaacgtcttctcatgctccgtgatgcatgaggctctgcacaaccactacacccagaag
agcctctcccltgtetcecccggcaaa

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

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

MKHLWFFLLLVAAPRWVLSQIQLVQSGPELKKPGETVRI SCKASGYTFTTAGMOWVQRMPGKGLKWI GWINT
HSGVPRYAEDFKGRFAFSLETSASTAYLQISNLKNEDTTTYFCARSGFGSSYWY FDVWGAGTAVIVSSASTE
GPSVFPLAPSSKSTSGGTARLGCLVKDYFPEPVTVSWNSGALT SGVHTFPAVLOSSGLYSLESVVTIVPSSSL
GTQTYTCNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLEPPKPKDTIMISRTPEVICVVVD
VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTIS
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
atggtgctgcagacccaggtgttcatthcctgctgctgtggatctccggcgcgtacggcgacatt
gtgatgacccagtctcacaaattcatgtccacatcagtaggagacagggtcagcatcacctgcaag
gccagtcaggatgtgagtactgctgtagcctggtatcaacagaaaccaggacaatctcctaaactg
ctgatttactcggcatcctaccgctacactggagtccctgatcgcttcactggcagtggatctggg
acggctttcactttcaccatcagcagtgtgcaggctgaagacctggcagtttattactgtcagcaa
cattatattactccgctcacgttcggtgctgggaccaagctggagctgaaacgggctgtggccgcc
ccctccgtgttcatcttccccccctccgacgagcagctgaagtccggcaccgcctccgtggtgtgc
ctgctgaataacttctaccccagagaggccaaggtgcagtggaaggtggacaacgccctqcagtcc
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
MVLOTQVFISLLLWISGAYGDIVMTQSHKEMSTSVGDRVSITCKASQDVSTAVAWYQQKPGQSPKLLIYSAS
YRYTGVPDRFTGSGSGTAFTFTISSVOAEDLAVYYCOOHYITPLTFGAGTKLELKRAVARPSVFIFPPSDEQ
LESGTASVVCLLNNFY PREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEV
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
atgaaacacctgtggttcttcctcctgctqgtggcagctcccagatgggtgctgagccaggtgcagctggtg
cagtctggcgccgaagtgaagaaaccaggcgccagcgtgaaggtgtcctgcaaggccagcggctacaccttt
accaccgccqgcatgcagtgggtgcgccaggctcctggacagggcctggaatggatgggctggatcaacacc
cacagcggCgtgcccaaatacgccgaggacttcaagggcagagtqaccatcagcgccgacaccagcacctcc
acagcctacctgcagctgagcagcctgaagtccgaggaCaccgccgtgtactactgcgccagaagcggcttc
ggcagcagctactggtacttcgacgtgtggggccagggcaccctcgtgaccgtcagctcagcctccaccaag
ggcccaagcgtcttccccctggcaccctcctCcaagagcacctctggcggcacagccgccctgggctgcctg
gtcaaggactacttccccgaacccgtgaccgtgagctggaactcaggcgccctgaccagcggcgtgcacacc
ttccccgctgtcctgcagtcctcaggactctactccctcagcagcgtggtgaccgtgccctccagcaqcttg
ggcacccagacctacatctgcaacgtgaatcacaagcccagcaacaccaaggtggacaagagagttgagccc
aaatcttgtgacaaaactcacacatgcccaccctgcccagcacctgaactcctggggggaccctcagtcttc
ctcttccccccaaaacccaaggacaccctcatgatctcccggacccctgaggtcacatgcgtggtggtggac
gtgagccacgaagaccctgaggtcaagttcaactggtacgtggacggcgtggaggtgcataatgccaagaca
aagccccgggaggagcagtacaacagcacgtaccgggtqgtcagcgtcctcaccgtcctgcaccaggactgg
ctgaatggcaaggagtacaagtgcaaggtctccaacaaagccctcccagcccccatcgagaaaaccatctcc
aaagccaaaggccagccccgggaaccacaggtgtacaccctgcccccatcccgggaggagatgaccaagaac
caggtcagcctgacctgcctqgtcaaaggcttctatcccagcgacatcgccgtqgagtgggagagcaatggc
cagcccgagaacaactacaagaccacccctcccgtgctggactccgacggctccttcttcctctacagcaag
thaccgtggacaagagcaggtggcagcagggcaacgtcttctcatgctccgtgatgcatgaggctctgcac
aaccactacacccagaagagcctctecctgteteccggeaaa

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

SEQ ID NO: 12: Amino acid sequence of hTINA1-H1
MKHIWFFLLLVAAPRWVLSQVOLVOSGAEVKKPGASVKVSCKASGY T FTTACNOWVROAPGOGLEWMGH LNT
HSGVPKYAEDFKGRVT I SADTSTSTAYLOLSSLKSEDTAVY YCARSGFGSS YWY FDYWGQGTLVTVSSASTK
CPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPYTVSWNSGALTSGVHTFPAVLOSSCLYSLSSVVIVPSSSE
GTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCV\IVD
VSHEDPEVKFNWYVDGVEVENAKTKPREEQYNS TYRVVSVLTVLHQDWLNGKE YKCKVSNKALPAPTEKT IS
KAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYK‘I‘TPPVLDSDGSFFLYSK
L, TVDKSRWOQGNVESCSVMHEALENHYTOKSLSLS 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
cacagcggcgtgcccaaatacgccgaggacttcaaqggcagagtgaccatcagcctggacaccagcacctcc
accgcctacctgcagctgagcagcctgaagtccgaggacaccgccgtgtactactgcgccagaagcggcttc
ggcagcagctaCtggtacttcgacgtgtggggccagggcaccctcgtgaccgtcagctcagcctccaccaag
ggcccaagcgtcttccccctggcéccctcctccaagagcacctctggcggcacagccgccctgggctgcctg
gtcaaggactacttccccgaacccgtgaccgtgagctggaactcaggcgccctgaccagcggcgtgcacacc
ttccccgctgtcctgcagtcctcaggactctactccctcagcagcgtggtgaccgtgccctccagcagcttg
ggcacccagacctacatctgcaacgtgaatcacaagcccagcaacaccaaggtggacaagagagttgagccc
aaatcttgtgacaaaactcacacatgcccaccctgcccagcacctgaactcctggggggaccctcagtcttc
ctcttccccccaaaacccaaggacaccctcatgatctcccggacccctgaggtcacatgcgtggtggtggac
gtgagccacgaagaccctgaggtcaagttcaactggtacgtggacggcgtggaggtgcataatgccaagaca
aagccccgggaggagcagtacaacagcacgtaccgggtggtcagcgtcctcaccgtcctgcaccaggactgg
ctgaatggcaaggagtacaagtgcaaggtctccaacaaagccctcccagcccccatcgagaaaaccatctcc
aaagccaaaggccagccccgggaaccacaggtgtacaccctgcccccatcccgggaggagatgaccaagaac
caggtcagcctgacctgcctggtcaaaggcttctatcccagcgacatcgccgtggagtgggagaqcaatggc
cagcccgagaacaactacaagaccacccctcccgtgctggactccgacggctccttcttcctctacagcaag
ctcaccgtggacaagagcagqtggcagcagggcaacgtcttctcatgctccgtgatgcatgaggctctgcac

aaccactacacccagaagagcctctecetgtetaccggcaaa

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

SEQ ID NO: 14: Amino acid sequence of hTINA1-H2
MKHLWFFLLLVAAPRWVLS QVOLVQSGAEVKKPGAS VKVSCKASGYTFTTAGMQWVRQAPGQGLEWMGWINT

HSGVPKYAEDFKGRVTISLDTSTSTAYLQLSSLKSEDTAVYYCARSGFGSSYWYFDVWGQGTLVTVSSASTK
GPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVD
VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTIS
KAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSK
LTVDKSRWQQOGNVFSCSVMHEALHNHYTQKSLSLEPGK

Signal sequence (1-19), variable region (20-140), constant region (141-470)
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FIG.5

SEQ ID NO: 15: Nucleotide sequence of hTINA1-H3
atgaaacacctgtggttcttcctcctgctgqtggcagctcccagatgggtgctgagccagatccagctggtg
Cagtctggcgccgaagtgaagaaacccggcgagagcgtgaaggtgtcctgcaaggccagcggctacaccttt
accaccgccggcatgcagtgggtgcagcagatgcctggcaagggcctggaatggatgggctggatcaacacc
cacagngcgtgcccaaatacgccgaggacttcaagggcagagtgaccttcagcctggacaccagcacctcc
accgcctacctgcagctgagcagcctgaagtccgaggacaccgccgtgtactactgcgccagaagcggcttc
ggcagcagctactggtacttcgacgtgtggggccagggcaccctcgtgaccgtcagctcagcctccaccaag
ggcccaagcgtcttccccctggcaccctcctccaagagcacctctggcggcacagccgccctgggctgcctg
gtcaaggactacttccccgaacccgtgaccgtgagctggaactcaggcgccctgaccagcggcgtgcacacc
ttccccgctgtcctgcagtcctcaggactctactccctcagcagcgtggtgaccgtgccctccaqcagcttg
ggcacccagacctacatctgcaacgtgaatcacaagcccagcaacaccaaggtggacaagagagttgagccc
aaatcttgtgacaaaactcacacatgcccaccctgcccagcacctgaactcctggggggaccctcagtcttc
ctcttccccccaaaacccaaggacaccctcatgatctcccggacccctgaggtcacatgcgtggtggtggac
gtgagccacgaagaccctgaggtcaagttcaactggtacgtggacggcgtggaggtgcataatgccaagaca
aagccccgggaggagcagtacaacagcacgtaccgggtggtcagcgtcctcaccgtcctgcaccagqactgg
ctgaatggcaaggagtacaagtgcaaggtctccaacaaagccctcccagcccccatcgagaaaaccatctcc
aaagccaaaggccagccccgggaaccacaggtgtacaccctgcccccatcccgggaggagatgaccaagaac
caggtcagcctqacctgcctggtcaaaggcttCtatcccagcgacatcgccgtggagtgggagagcaatggc
cagcccgagaacaactacaagaccacccctcccgtgctggactccgacggctccttcttcctctacagcaag
ctcaccgtggacaagagcaggtggcagcagggcaacgtcttctcatgctccgtgatgcatgaggctctgcac
aaccactacacccagaagagcctctceectgtctocecggeaaa

Signal sequence (1-57), variable region (568-420), constant region (421-1410)

SEQ ID NO: 16: Amino acid sequence of hTINA1-H3
MKHLWFFLLLVAAPRWVLSQIQLVQSGAEVKKPGESVKVSCKASGYTFT TAGMOWVQOMPGKGLEWMGWINT
HSGVPKYAEDFKGRVTFSLDTSTSTAYLQLS SLKSEDTAVYYCARSGFGSSYWYFDVWGQGTLVTVSSASTK
GPSVFPLAPSSKSTSGGTAALGCLVKDY FPEPVTVSHNSGALTSCVHTFPAVLQSSGLYSLESVVIVESSSL
GTOTYICNVNHKPSNTKVDKRVEPKSCDRTHTCPPCPAPELLGGPSVFLFPPRPKDTLMISRTPEVICVVVD
VSHEDPEVKFNWYVDGVEVENAKTKPREEQYNST YRVVSVLTVLHODWLNGKE YKCKVSNKALPAPTEKT LS
KAKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEY PSDIAVEWESNGQPENNYKTTPPVLDSDESFFLYSK
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
ctgaagtccggcaccgcctccgtggtgtgcctgctgaataacttctaccccagagaggccaaggtgcagtgg
aaggtggacaacgccctgcagtccgggaactcccaggagagcgtgaccgagcaggacagcaaggacagcacc
tacagcctgagcagcaccctgaccctgagcaaaqccgactacgagaagcacaaggtgtacgcctgcgaggtg
acccaccagggcctgagctcccccgtcaccaagagcttcaacaggggggagtgt

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

SEQ ID NO: 18: Amino acid sequence of hTINA1-L1
MVLQTQVFISLLLW‘.ESGAYGDIQMTQSPSSLSASVGDRVTITCKASQDVSTAVAWYQQKPGKAFKLLIYSAS
YRYTGVPSRFSGSGSGTDFTLTISSLQPEDFAVYYCQQHYITPLTFGQG'I‘KLEIKRTVAAPSVFIFPPSDEQ
LKSGTASVVCLLNNFYPREAKVQWKV’DNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEV
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
ggcaccaagctggaaatcaagcgtacggtggccgccccctccgtqttcatcttcoccccctccgacgagcag
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

MVLOTOVFISLLLWISGAYGDIVMIQS PSSLSASVGDRYVTITCKASQDVSTAVAWYQOKPGKAPKLLIYSAS
RYTGVPSRFSGSGSGTDFTLTISSLOPEDFAVY YCOQHY ITPLTFGQGTKLEIKRTVARPSVFIFPPS DEQ
LKSGTASVVCLLNNFY PREAKVOWKVDNALQSGNSQESVTIEQDSKDSTYSLS STLTLSKADYEKHKVYACEV
THOGLSSPVTKSFNRGEC

Signal sequence (1-20), variable region (21-129), constant region (1 30-234)
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FIG.8

SEQ ID NO: 21: Nucleotide sequence of hTINA1-L3

atggtgctgcagacccaggtgttcatctccctgctgctgtggatctccggcgcgtacggcgacatcgtgatg
acccagagccctagcagcctgagcgccagcgtgggcgacagagtgaCcatcacatgcaaggccagccaggac
gtgtccacagccgtggcctggtatcagcagaagcccggcaagcagcccaagctgctgatctacagcgccagc
taccggtacaccggcgtgcccagcagattttctggcagcggctccggcaccgacttcaccctgacaatcagc
agcctgcagcccgaggacttcgccgtgtactactgccagcagcactacatcacCcccctqacctttggccag
ggcaccaagctggaaatcaagcgtacggtggccgccCcctccgtgttcatcttccccccctccgacgagcag
ctgaagtccggcaccgcctccgtggtgtgcctgctgaataacttctaccccagagaggccaaggtgcagtgg
aaggtggacaacgccctgcagtccgggaactcccaggagagcgtgaccgagcaggacagcaaggacagcacc
tacagcctgagcagcaccctgaccctgagcaaagccgactacgagaagcacaaggtgtacgcctgcgaggtg

acccaccagggcctgagctcccccgtcaccaagagettcaacaggggggagtgt

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

SEQ ID NO: 22: Amino acid sequence of hTINA1-L3
MVLOTOVFISLLLWISGAYGDIVMTQSPSSLSASVGDRVTITCKASQDVSTAVARYQOKPGKOPKLLIYSAS
YRYTGVPSRFSGSGSGTDETLTISSLOPEDFAVYYCQQHYITPLTFGQGTKLEIKRTVAAPSVEIFPESDEQ
LKSGTASVVCLLNNFY PREAKVOWKVDNALQSGNSQESVIEQDSKDSTYSLSSTLTLSKADYEKHRVYACEY
THOGLSSPVTKSFNRGEC

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.11
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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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FIG.18
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