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FIGURE 1 

GGCATCTGCCCGAGGAGACCACGCTCCTGGAGCTCTGCTGTCTTCTCAGGGAGACTCTGAGG 

CTCTGTTGAGAATCATGCTTTGGAGGCAGCTCATCTATTGGCAACTGCTGGCTETGTTTTTC 

CTCCCTTTTTGCCTGTGTCAAGATGAATACATGGAGTCTCCACAAACCGGAGGACTACCCCC 

AGACTGCAGTAAGTGTTGTCATGGAGACTACAGCTTTCGAGGCTACCAAGGCCCCCCTGGGC 

CACCGGGCCCTCCGGCATTCCAGGAAACCATGGAAACAATGGCAACAATGGAGCCACTGGT 

CATGAAGGAGCCAAAGGTGAGAAGGGCGACAAAGGTGACCTGGGGCCTCGAGGGGAGCGGGG 

GCAGCATGGCCCCAAAGGAGAGAAGGGCTACCCGGGGATTCCACCAGAACTTCAGATTGCAT 

TCATGGCTTCCTGGCAACCCACTTCAGCAATCAGAACAGTGGGATTATCTTCAGCAGTGT 

GAGACCAACATTGGAAACTTCTTGATGTCATGACTGGTAGATTTGGGGCCCCAGTATCAGG 

TGTGTATTTCTTCACCTTCAGCATGATGAAGCATGAGGATGTTGAGGAAGTGTATGTGTACC 

TTATGCACAATGGCAACACAGTCTTCAGCATGTACAGCTATGAAATGAAGGGCAAATCAGAT 

ACATCCAGCAATCATGCTGTGCTGAAGCTAGCCAAAGGGGATGAGGTTTGGCTGCGAATGGG 

CAATGGCGCTCTCCATGGGGACCACCAACGCTTCTCCACCTTTGCAGGATTCCTGCTCTTTG 

AAACTAAGTAAATATATGACTAGAATAGCTCCACTTTGGGGAAGACTTGTAGCTGAGCTGAT 

TTGTTACGATCTGAGGAACATTAAAGTTGAGGGTTTTACATTGCTGTATTCAAAAAATTATT 
GGTTGCAATGTTGTTCACGCTACAGGTACACCAATAATGTTGGACAATTCAGGGGCTCAGAA 

GAATCA ACCACAAAAAGTCTTCTCAGATGACCTTGACTAATATACT CAGCATCTTTACAC 

TCTTTCCTTGGCACCTAAAAGATAATTCTCCTCTGACGCAGGTTGGAAATATTTTTTTCTAT 

CACAGAAGTCATTTGCAAAGAATTTTGACTACTCTGCTTTTAATTTAATACCAGTTTTCAGG 

AACCCCTGAAGTTTTAAGTTCATTATTCTTTATAACATTTGAGAGAATCGGATGTAGTGATA 

TGACAGGGCTGGGGCAAGAACAGGGGCACTAGCTGCCTTATTAGCTAATTTAGTGCCCTCCG 

TGTTCAGCTTAGCCTTTGACCCTTTCCTTTTGATCCACAAAATACATTAAAACTCTGAATTC 

ACATACAATGCTATTTTAAAGTCAATAGATTTTAGCTATAAAGTGCTTGACCAGTAATGTGG 

TTGTAATTTTGTGTATGTTCCCCCACATCGCCCCCAACTTCGGATGTGGGGTCAGGAGGTTG 

AGGTTCACTATTAACAAATGTCATAAATATCTCATAGAGGTACAGTGCCAATAGATATTCAA 

ATGTTGCATGTTGACCAGAGGGATTTTATATCTGAAGAACATACACTATTAATAAATACCTT 

AGAGAAAGATTTTGACCTGGCTTTAGATAAAACTGTGGCAAGAAAAATGTAATGAGCAATAT 
ATGGAAATAAACACACCTTTGTTAAAGATAAAAAAAAA 
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FIGURE 2 

></usr/seqdb2/s st/DNA/Dnaseqs. Iain / ss. DNA44686 
><subunit 1 of 1, 246 aa, 1 stop 
><MW: 26994, pI: 6.43, NX (S/T) : O 
MLWRQLIYWOLLALFFLPFCLCODEYMESPQTGGLPPDCSKCCHGDYSFRGYOGPPGPPGPP 
GIPGNHGNNGNNGATGHEGAKGEKGDKGDLGPRGERGOHGPKGEKGYPGIPPELOIAFMASL 
ATHFSNQNSGIIFSSVETNIGNFFDVMTGRFGAPVSGVYFFTFSMMKHEDVEEVYWYLMHNG 
NTVFSMYSYEMKGKSDTSSNHAVLKLAKGDEVWLRMGNGALHGDHQRFSTFAGFLLFETK 

Important features of the protein: 
Signal peptide: 
amino acids 1-22 

Motif name: C1q domain signature. 
amino acids 137-67 

C1q domain proteins. 
amino acids 135-169, 202-221, 235-244, 57-91, 60-94, 54-88, 81 
114, 78-111, 63-96, 51-84, 45-78, 48-81, 33-66 66-99 and 42-75 
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FIGURE 3 

GAGAGAATAGCTACAGATTCTCCATCCTCAGTCTTTGCAAGGCGACAGCTGTGCCAGCCGGG 
CTCTGGCAGGCTCCTGGCAGCATGGCAGTGAAGCTTGGGACCCTCCTGCTGGCCCTTGCCCT 
GGGCCTGGCCCAGCCAGCCTCTGCCCGCCGGAAGCTGCTGGTGTTTCTGCTGGATGGTTTTC 
GCTCAGACTACATCAGTGATGAGGCGCTGGAGTCATTGCCTGGTTTCAAAGAGATTGTGAGC 
AGGGGAGTAAAAGTGGATTACTTGACTCCAGACTTCCCTAGTCTCTCGTATCCCAATTATTA 
TACCCTAATGACTGGCCGCCATTGTGAAGTCCATCAGATGATCGGGAACTACATGTGGGACC 
CCACCACCAACAAGTCCTTGACATTGGCGT CAACAAAGACAGCCTAATGCCTCTCTGGTGG 
AATGGATCAGAACCTCTGTGGGTCACTCTGACCAAGGCCAAAAGGAAGGCTACATGTACTA 
CTGGCCAGGCTGTGAGGTTGAGATTCTGGGTGTCAGACCCACCTACTGCCTAGAATATAAAA 
ATGTCCCAACGGATATCAATTTTGCCAATGCAGTCAGCGATGCTCTTGACTCCTTCAAGAGT 
GGCCGGGCCGACCTGGCAGCCATATACCATGAGCGCATTGACGTGGAAGGCCACCACTACGG 
GCCTGCATCTCCGCAGAGGAAAGATGCCCT CAAGGCTGTAGACACTGTCCTGAAGTACATGA 
CCAAGTGGATCCAGGAGCGGGGCCTGCAGGACCGCCTGAACGTCATTATTTTCTCGGATCAC 
GGAATGACCGACATTTTCTGGATGGACAAAGTGATTGAGCTGAATAAGTACATCAGCCTGAA 
TGACCTGCAGCAAGTGAAGGACCGCGGGCCTGTTGTGAGCCTTTGGCCGGCCCCTGGGAAAC 
ACTCTGAGATATATAACAAACTGAGCACAGTGGAACACATGACTGTCTACGAGAAAGAAGCC 
ATCCCAAGCAGGTTCTATTACAAGAAAGGAAAGTTTGTCTCTCCTTTGACTTTAGTGGCTGA 
TGAAGGCTGGTTCATAACTGAGAATCGAGAGATGCTTCCGTTTTGGATGAACAGCACCGGCA 
GGCGGGAAGGTTGGCAGCGTGGATGGCACGGCTACGACAACGAGCTCATGGACATGCGGGGC 
ATCTTCCTGGCCTTCGGACCTGATTTCAAATCCAACTTCAGAGCTGCTCCTATCAGGTCGGT 
GGACGTCTACAATGTCATGTGCAATGTGGTGGGCAT CACCCCGCTGCCCAACAACGGATCCT 

GGTCCAGGGTGATGTGCATGCTGAAGGGCCGCGCCGGCACTGCCCCGCCTGTCTGGCCCAGC 
CACTGTGCCCTGGCACTGATTCTTCTCTTCCTGCTTGCATAACTGATCATATTGCTTGTCTC 
AGAAAAAAACACCAT CAGCAAAGTGGGCCTCCAAAGCCAGATGATTTTCATTTTATGTGTGA 
ATAATAGCTTCATTAACACAATCAAGACCATGCACATTGTAAAACATTATTCTTGGATAAT 
TCTATACATAAAAGTTCCTACTTGTTAAA 
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FIGURE 4 

MAVKLGTLLLALALGLAOPASARRKLLVFLLDGFRSDYISDEAL EST, PGFKETVSRGVKVDY 

LTPDFPSLSYPNYYTLMTGRHCEVHOMIGNYMWDPTTNKSFDIGVNKDSLMPLWWNGSEPLW 

WTLTKAKRKVYMYYWPGCEVEILGWRPTYCLEYKNVPTDINFANAVSDALDSFKSGRADIAA 

IYHEREDVEGHHYGPASPQRKDALKAVDTVLKYMTKWIQERGLQDRLNVIIFSDHGMTDIFW 

MDKVIELNKYISLNDLOOVKDRGPVVSLWPAPGKHSEIYNKLST VEHMTVYEKEAIPSRFYY 

KKGKFVSPLTLVADEGWFITENREMLPFWMNSTGRREGWORGWHGYDNELMDMRGIFLAFGP 

DFKSNFRAAPIRSVDVYNVMCNVVGITPLPNNGSWSRVMCMLKGRAG TAPPVWPSHCALALI 

LIFLLA 

Important features of the protein: 
Signal peptide: 

amino acids 1-22 

N-glycosylation sites. 

amino acids 100-104 118-122., 341-345, 404–408 

N-myristoylation sites. 

amino acids 148-154, 365-371 

Amidation site. 

amino acids 343-347 
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FIGURES 

GCCAGGTGTGCAGGCCGCTCCAAGCCCAGCCTGCCCCGCTGCCGCCACCATGACGCTCCTCC 

CCGGCCTCCTGTTTCTGACCTGGCTGCACACATGCCTGGCCCACCATGACCCCTCCCTCAGG 
GGGCACCCCCACAGTCACGG ACCCCACACTGCTACTCGGCTGAGGAACTGCCCCTCGGCCA 

GGCCCCCCCACACCTGCTGGCTCGAGGTGCCAAGTGGGGGCAGGCTTT GCCTGTAGCCCTGG 

TGTCCAGCCTGGAGGCAGCAAGCCACAGGGGGAGGCACGAGAGGCCCTCAGCTACGACCCAG 

TGCCCGGTGCTGCGGCCGGAGGAGGTGTTGGAGGCAGACACCCACCAGCGCTCCATCT CACC 

CTGGAGATACCGTGTGGACACGGATGAGGACCGCTATCCACAGAAGCTGGCCTTCGCCGAGT 

GCCTGTGCAGAGGCTGTATCGATGCACGGACGGGCCGCGAGACAGCTGCGCTCAACTCCGTG 
CGGCTGCTCCAGAGCCTGCTGGTGCTGCGCCGCCGGCCCTGCTCCCGCGACGGCTCGGGGCT 

CCCCACACCTGGGGCCTTTGCCTTCCACACCGAGTTCATCCACGTCCCCGTCGGCTGCACCT 

GCGTGCTGCCCCGTTCAGTGTGACCGCCGAGGCCGTGGGGCCCCTAGACTGGACACGTGTGC 
TCCCCAGAGGGCACCCCCTATTTATGTGTATTTATTGTTATTTATATGCCTCCCCCAACACT 

ACCCTTGGGGTCTGGGCATCCCCGTGTCTGGAGGACAGCCCCCCACTGTTCTCCTCATCTC 
CAGCCTCAGTAGTTGGGGGTAGAAGGAGCTCAGCACCTCTTCCAGCCCTTAAAGCTGCAGAA 

AAGGTGT CACACGGCTGCCTGTACCTTGGCTCCCTCTCCTGCTCCCGGCTTCCCTTACCCTA 

TCACTGGCCTCAGGCCCCGCAGGCTGCCTCTTCCCAACCTCCTTGGAAGTACCCCTGTTTCT 
TAAACAATTATTTAAGTGTACGTGTATTATTAAACTGATGAACACATCCCCAAAA 



Patent Application Publication May 15, 2003 Sheet 6 of 46 US 2003/0092063 A1 

FIGURE 6 

MTLLPGLL FLTWLHTCLAHHDPSLRGHPHSHGTPHCYSAEELPLGQAPPHILLARGAKWGOAL 

PVALVSSLEAASHRGRHERPSATTOCPVLRPEEWLEADTHORSISPWRYRVDTDEDRYPQKL 
AFAECLCRGCIDARTGRETAALNSWRLLOSLLVLRRRPCSRDGSGLPTPGAFAFHTEFIHVP 
WGCTCVLPRSV 

Important features: 
Signal peptide : 

anino acids 1-18 

Tyrosine kinase phosphorylation site. 
amino acids 112-121 

N-myristoylation sites. 

amino acids 32-38, 55-61, 133-139 

Leucine zipper pattern. 
amino acids 3-25 

Homologous region to II -17. 

amino acids 99-195 
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FIGURE 7 

CGGCCAGGGCGCCGACAGCCCGACCTCACCAGGAGAACATGCAGCTCGGCACTGGGCTCCTG 

CTGGCCGCCGTCCTGAGCCTGCAGCTGGCTGCAGCCGAAGCCATATGGTGTCACCAGTGCAC 

GGGCTTCGGAGGGTGCTCCCATGGATCCAGATGCCTGAGGGACTCCACCCACTGTGTCACCA 

CTGCCACCCGGGTCCTCAGCAACACCGAGGATTTGCCTCTGGTCACCAAGATGTGCCACATA 

GGCTGCCCCGATATCCCCAGCCTGGGCCTGGGCCCCTACGTATCCATCGCTTGCTGCCAGAC 

CAGCCTCTGCAACCATGACTGACGGCTGCCCTCCTCCAGGCCCCCGGACGCTCAGCCCCCAC 
AGCCCCCACAGCCTGGCGCCAGGGCTCACGGCCGCCCCTCCCTCGAGACTGGCCAGCCCACC 

TCTCCCGGCCTCTGCAGCCACCGTCCAGCACCGCTGTCCTAGGGAAGTCCTGCGTGGAGTC 

TTGCCT CAATCGCTGCCGTCCAAGCCTGGGGCCCATCGTGCCTGCCGCCCCTTCAGGTCCC 

GACCTCCCCACAATAAAATGTGATTGGATCGTGTGGTACAAAAAAAAAAAAAAAAAAAAAAA 

AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 8 

></usr/seqdb2/sst/DNA/Dnaseds. Inin / ss. DNAT7623 
><subunit 1 of 1, 97 aa, 1 stop 
> <MW: 10160, pI: 6.56, NX (S/T) : 0 
MQLGTGLLLAAVLSLOLAAAEAIWCHQCTGFGGCSHGSRCLRDSTHCVTTATRVLSNTEDLP 
LVTKMCHIGCPDIPSLGLGPYVSIACCOTSLCNHD 

Important features of the protein: 
Signal peptide: 
amino acids 1-20 

N-myristoylation sites. 
amino acids 6-11 and 33-38 

Prokaryotic membrane lipoprotein lipid attachment sites. 
amino acids 24-34 and 78-88 
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FIGURE 9 

CCAGGACCAGGGCGCACCGGCTCAGCCTCTCACTTGTCAGAGGCCGGGGAAGAGAAGCAAAG 
CGCAACGGGTGGTCCAAGCCGGGGCTTCTGCTTCGCCTCTAGGACATACACGGGACCCCCT 
AACTTCAGTCCCCCAAACGCGCACCCTCGAAGTCTTGAACTCCAGCCCCGCACATCCACGCG 
CGGCACAGGCGCGGCAGGCGGCAGGTCCCGGCCGAAGGCGATGCGCGCAGGGGGTCGGGCAG 
CTGGGCTCGGGCGGCGGGAGTAGGGCCCGGCAGGGAGGCAGGGAGGCGCATATTCAGAGTC 
GCGGGCTGCGCCCTGGGCAGAGGCCGCCCTCGCTCCACGCAACACCTGCTGCTGCCACCGCG 
CCGCGATGAGCCGCGTGGTCTCGCTGCTGCTGGGCGCCGCGCTGCTCTGCGGCCACGGAGCC 
TTCTGCCGCCGCGTGGTCAGCGGCCAAAAGGTGTGTTTTGCTGACTTCAAGCATCCCTGCTA 
CAAAATGGCCTACTTCCATGAACTGTCCAGCCGAGTGAGCTTTCAGGAGGCACGCCTGGCTT 
GTGAGAGTGAGGGAGGAGCCTCCTCAGCCTTGAGAATGAAGCAGAACAGAAGTAAT AGAG 
AGCATGTTGCAAAACCTGACAAAACCCGGGACAGGGATTTCTGATGGTGATTTCTGGATAGG 
GCTTTGGAGGAATGGAGATGGGCAAACATCTGGTGCCTGCCCAGATCTCTACCAGTGGTCTG 
ATGGAAGCAATTCCCAGTACCGAAACTGGTACACAGATGAACCTTCCTGCGGAAGTGAAAAG 
TGTGTTGGATGTATCACCAACCAACTGCCAATCCTGGCCTTGGGGGTCCCTACCTTACCA 
GTGGAATGATGACAGGTGTAACATGAAGCACAATTATATTTGCAAGTATGAACCAGAGATTA 
ATCCAACAGCCCCTGTAGAAAAGCCTTATCTTACAAATCAACCAGGAGACACCCATCAGAAT 
GTGGTTGTTACTGAAGCAGGTATAATTCCCAATCTAATTTATGTTGTTATACCAACAATACC 
CCTGCTCTTACTGATACTGGTTGCTTTTGGAACCGTTGTTTCCAGATGCTGCATAAAAGTA 
AAGGAAGAACAAAAACTAGTCCAAACCAGTCTACACTGTGGATTTCAA AGAGTACCAGAAAA 
GAAAGTGGCATGGAAGTATAATAACTCATTGACTTGGTTCCAGAATTTTGTAATTCTGGATC 
TGTATAAGGAATGGCATCAGAACAATAGCTTGGAATGGCTTGAAATCACAAAGGATCTGCAA 
GATGAACTGTAAGCTCCCCCTTGAGGCAAATATTAAAGTAATTTTTATATGTCTATTATTTC 
ATTAAAGAAATGCTGTG CAATAATGGAGTGAGACATGCTTATTTTGCTAAAGGAGCAC 
CCAAACTT CAAACTTCAAGCAAATGAAATGGACAATGCAGATAAAGTFGTTATCAACACGTC 
GGGAGTATGTGTGTTAGAAGCAATTCCTTTTATTTCTTTCACCTTTCATAAGTTGTTATCTA 
GT CAATGTAATGTATATTGTATTGAAATTTACAGTGTCCAAAAGTATTTTACCTTTGCATAA 
GTGTTTGATAAAAATGAACTGTTCTAATATTTATTTTTATGGCATCTCATTTTTCAATACAT 
GCTCTTTTGATTAAAGAAACTTATTACTGTTGTCA ACGAATTCACACACACACAAATATAG 
ACCATAGAAAAAGTTGTTTTCCGAAATAATTCACTTTCAGCTTCTCTGCTTTGGTCA 

ATGTCTAGGAAATCCTTCAGAAATAAGAAGCTATTCATTAAGTGTGATATAAACCTCCTC 
AAACAFTACTTAGAGGCAAGGATTGTCTAATTTCAATTGTGCAAGACATGTGCCTTATAA 
TTATTTTTAGCTTAAAATAAACAGATTTTGTAATAATGTAACTTGTTAATAGGTGCATAA 
ACACTAATGCAGTCAATTTGAACAAAAGAAGTGACATACACAATATAAATCATATGTCTTCA 
CACGTTGCCTATATAATGAGAAGCAGCTCTCTGAGGGTTCTGAAATCAATGTGGTCCCTCTC 
TTGCCCACTAAACAAAGATGGTTGTTCGGGGTTTGGGATTGACACTGGAGGCAGATAGTTGC 
AAAGTTAGTCTAAGGTTTCCCTAGCTGTATTAGCCTCTGACTATATTAGTATACAAAGAGG 
TCATGTGGTTGAGACCAGGTGAATAGTCACTATCAGTGTGGAGACAAGCACAGCACACAGAC 
ATTTTAGGAAGGAAAGGAACTACGAAATCGTGTGAAAATGGGTTGGAACCCATCAGTGATCG 
CATATTCATTGATGAGGGTTTGCTTGAGATAGAAAAIGGTGGCTCCTTTCTGTCTTATCTCC 

TAGTTTCTTCAATGCTTACGCCTTGTTCTTCTCAAGAGAAAGTTGTAACTCTCTGGTCTTCA 
TATGTCCCTGTGCTCCTTTTAACCAAATAAAGAGTTCTTGTTTCTGGGGGAAAAAAAAAAAA 
AAAAAAAAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 10 

></usr/seqdb2/s st/DNA/Dnased s. min / ss. DNAT9230 
><subunit 1 of i, 273 aa, 1 stop 
><MW: 30431, pI: 6.79, NX (S/T) : 3 
MSRVVSLLLGAALLCGHGAFCRRVVSGOKWCFADFKHPCYKMAYFHELSSRVSFO EART, ACE 
SEGGVLLSLENEAEQKLIESMLQNLTKPGTGISDGDFWIGLWRNGDGOTSGACPDLYOWSDG 
SNSQYRNWYTDEPSCGSEKCVWMYHQPTANPGLGGPYLYQWNDDRCNMKHNYICKYEPEINP 
TAPWEKPYLTNOPGDTHQNVVVTEAGIIPNLIYVVIPTIPLLL LILV AFGTCCFQMLHKSKG 
RTKTSPNOSTLWISKSTRKESGMEV 

Important features of the protein: 
Signal peptide : 
amino acids 1-21 

Transmembrane domain : 

amino acids 214-235 

N-glycosylation sites. 
amino acids 86-89 and 255-258 

cAMP- and ccMP-dependent protein kinase phosphorylation site. 
amino acids 266-269 

N-myristoylation sites. 
amino acids 27-32, 66-71, 91-96, 93-98, 102-107, 109-14, 14 O-145 
and 212-217 
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FIGURE 12 

></usr/seqdb2/s st/DNA/Dnas eqs.min / ss. DNA79862 
><subunit 1 of 1, 571 aa, 1 stop 
><MW: 62282, pI: 5.56, NX (S/T) : 1 
MERAVRVESGVLVGVVCLLLACPATATGPEVAQPEVDTTLGRVRGROVGVKGTDRLVNVFLG 
IPFAOPPLGPDRFSAPHPAQPWEGVRDASTAPPMCLODVESMNSSRFWLNGKQQIFSVSEDC 
LVLNVYSPAEVPAGSGRPVMVWWHGGALITGAATSYDGSALAAYGDVVVVTVOYRLGVLGFF 
STGDEHAPGNQGFLDVVAALRWVOENIAPFGGDLNCVTVFGGSAGGSIISGLVLSPVAAGLF 
HRAITOSGWITTPG IIDSHPWPLAOKIANTIACSSSSPAEMVQCLOOKEGEELVLSKKLKNT 
IYPLTVDGTVFPKSPKELLKEKPFHSVPFLMGVNNHEFSWLIPRGWGLLDTMEOMSREDMLA 
ISTPVLTSLDVPPEMMPTVIDEYLGSNSDAQAKCQAFOEFMGDVFINVPTVSFSRYLRDSGS 
PVFFYEFOHRPSSFAKIKPAWVKADHGAEGAFVFGGPFLMDESSRLAFPEATEEEKOLSLTM 
MAQWTHFARTGDPNSKALPPWPOFNOAEOYLEINPWPRAGOKFREAWMOFWSETLPSKIOOW 
HOKQKNRKAQEDL 

Important features of the protein: 
Signal peptide : 

amino acids 1-27 

Transmembrane domain : 

amino acids 226-245 

N-glycosylation site. 
amino acids 105-109 

N-myristoylation sites. 
amino acids 10-16, 49-55, 62-68, 86-92, 150-156, 155-161, 
162-168, 217-223, 227-233, 228-234, 232-238, 262-268, 357-363, 
461 - 4 67 

Prokaryotic membrane lipoprotein lipid attachment site. 
amino acids 12-23 

Carboxylesterases type-B serine active site. 
amino acids 216-232 
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FIGURE 13 

CATGGAGCCTCTTGCAGCTTACCCGCTAAAATGTTCCGGGCCCAGAGCAAAGGTATTTGCAG 
TTTTGCTGTCTATAGTTCTATGCACAGTAACGCTATTTCTTCTACAACTAAAATTCCT CAAA 
CCTAAAATCAACAGCTTTTATGCCTTGAAGTGAAGGATGCAAAAGGAAGAACTGTTTCTCT 
GGAAAAGTATAAAGGCAAAGTTTCACTAGTTGTAAACGTGGCCAGTGACTGCCAACT CACAG 
ACAGAAATTACTTAGGGCTGAAGGAACTGCACAAAGAGTTTGGACCATCCCACTTCAGCGTG 
TTGGCTTTTCCCTGCAATCAGTTTGGAGAATCGGAGCCCCGCCCAAGCAAGGAAGTAGAATC 
TTTTGCAAGAAAAAACTACGGAGTAACTTTCCCCATCTTCCACAAGATTAAGATTCTAGGAT 
CTGAAGGAGAACCTGCATTTAGATTCTTGTTGATTCTTCAAAGAAGGAACCAAGGTGGAAT 
TTTTGGAAGTATCTTGTCAACCCTGAGGGTCAAGTTGTGAAGTTCTGGAGGCCAGAGGAGCC 
CATTGAAGTCATCAGGCCTGACATAGCAGCTCTGGTTAGACAAGTGATCATAAAAAAGAAAG 
AGGATCTATGAGAATGCCATTGCGTTTCTAATAGAACAGAGAAATGTCTCCATGAGGGTTTG 
GTCTCATTTTAAACATTTTTTTTTTGGAGACAGTGTCT CACTCTGT CACCCAGGCTCGAGTG 

CAGTAGTGCGTTCTCAGCTCATTGCAACCTCTGCCTTTTTAAACATGCTATTAAATCTGGCA 
ATGAAGGATTTTTTTTTAATGTTATCTTGCTATTAAGTGGTAATGAATGTTCCCAGGATGAG 
GATGTTACCCAAAGCAAAAATCAAGAGTAGCCAAAGAATCAA CATGAAATATATTAACTACT 
TCCTCTGACCATACTAAAGAATTCAGAATACACAGTGACCAATGTGCCT CAATATCTTATTG 
TTCAACTTGACATTTTCTAGGACGTACTTGATGAAAATGCCA ACACACTAGACCACTCTTT 
GGATTCAAGAGCACTGTGTATGACTGAAATTTCTGGAATAACTGTAAATGGTTATGTTAATG 
GAATAAAACACAAATGTTGAAAAATGTAAAATATATATACATAGATTCAAATCCTTATATAT 
GTATGCTTGTTTTGTGTACAGGATTTTGTTTTTTCTTTTTAAGTACAGGTTCCTAGTGTTTT 
ACTATAACTGTCACTATGTATGTAACTGACATATATAAATAGTCATTTATAAATGACCGTAT 
TATAACATTTGAAAAAGTCTTCATCAAAAAAAAAAAAAAA 
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FIGURE 14 
></usr/seqdb2/s st/DNA/Dnaseqs. min / ss. DNA801.36 
><subunit 1 of 1, 209 aa, 1 stop 
><MW: 23909, pI: 9. 68, NX (S/T) : O 
MEPLAAYPLKCSGPRAKVFAVILLSIVLCTVTLFLLOLKFLKPKINSEYAFEVKDAKGRTVSL 
EKYKGKVSLVVNVASDCOLTDRNYLGLKELHKEFGPSHFSVLAFPCNOFGESEPRPSKEVES 
FARKNYGVTFPIFHKIKILGSEGEPAFRFLVDSSKKEPRWNFWKYLVNPEGQVVKFWRPEEP 
IEVIRPDIAALVROVIIKKKEDL 

Important features of the protein: 
Signal peptide: 
amino acids 1-31 

Glutathione peroxidases signature 2. 
amino acids 104-112 

Glutathione peroxidases. 
amino acids 57-82 
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FG 16 

></usr/seqdb2/s st/DNA/Dna seqs. min / ss. DNA80145 
><subunit 1 of 1, 888 aa, 1 stop 
><MW: 95285, pI: 8.89, NX (S/T): 8 
MOT PRASPPRPALLLLLLLLGGAHGLFPEEPPPLSWAPRDYLNHYPVFWGSGPGRLTPAEGA 
DDLNIORVLRVNRTLFIGDRDNLYRVELEPPTSTELRYQRKLTWRSNPSDINVCRMKGKQEG 
ECRNFVKVLLLRDESTLFVCGSNAE'NPVCANY STDTLOPVGDNISGMARCPYDPKHANVALF 
SDGMLFTATVTDFLAIDAVIYRSGDRPTLRTVKHDSKW FKEPYFVHAVEWGSHWYFFEREI 
AMEFNYLEKVVVSRVARVCKNDVGGSPRVLEKQWTSFLKARLNCSVPGDSHFYFNVLQAVTG 
VVSLGGRPVVLAVESTPSNSIPGSAVCAFDLTQWAAVFEGRFREOKSPESIWTPVPEDQVPR 
PRPGCCAAPGMQYNASSALPDDILNFVKTHPLM DEAVPSLGHAPWILRTLMRHQLTRVAWDV 
GAGPWGNOTVVFLGSEAGTVLKFLVRPNASTSGTSGLSVFLEEFETYRPDRCGRPGGGETGQ 
RLLSLELDAASGGLLAAFPRCVVRVPVARCOOYSGCMKNCIGSQDPYCGWAPDGSCTFLSPG 
TRAAFEQDVSGASTSGLGDCTGLLRASLSEDRAGLVSVNLLWTSSWAAFVVGAVVSGFSVGW 
FWGLRERRELARRKDKEAILAHGAGEAVLSVSRLGERRAQGPGGRGGGGGGGAGVPPEALLA 
PLMONGWAKATLLQGGPHDLDSGLLPTPEQTPLPQKRLPTPHPHPHALGPRAWDHGHPLLPA 
SASSSLLLLAPARAPEOPPAPGEPTPDGRLYAARPGRASHGDFPLTPHASPDRRRVVSAPTG 
PLDPASAADGPRPWSPPPTGSLRRPGPHAPPAATLRRTHTFNSGEARPGDRHRGCHARPG 
TDLAHT,LPYGGADRTAPPVP 

Important features of the protein: 
Signal peptide: 
amino acids 1-25 

Transmembrane domains : 

amino acids 318-339, 598-67 
N-glycosylation sites. 
amino acids 74-78, 155-159, 167-171, 291-295, 386-390, 441-445, 
4 62-4 66 

Glycosaminoglycan attachment sites. 
amino acids 51-55, 573-577 
cAMP- and ceMP-dependent protein kinase phosphorylation site. 
amino acids 102-106 

N-myristoylation sites. 
amino acids 21-27 50-56, 189-195, 333-339, 382-388, 448-454, 
490-496, 491 - 497, 508-514, 509-515, 531-537, 558-564, 569-575 
574-580, 580-586, 610-616, 643-649, 663-669, 666-672, 667-673, 
668-674, 669-675, 670- 676, 868-874, 879-885 
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FIGURE 17 
AGCAACT CAAGTTCATCATTGTCCTGAGAGAGAGGAGCAGCGCGGTTCTCGGCCGGGACAGC 
AGAACGCCAGGGGACCCT CACCTGGGCGCGCCGGGGCACGGGCTTTGATTGTCCTGGGGTCG 

CGGAGACCCGCGCGCCTGCCCTGCACGCCGGGCGGCAACCTTTGCAGTCGCGTTGGCTGCTG 
CGATCGGCCGGCGGGTCCCTGCCGAAGGCTCGGCTGCTTCTGTCCACCTCTTACACTTCTTC 
ATTTATCGGTGGATCATTTCGAGAGTCCGTCTTGTAAATGTTTGGCACTTTGCTACTTTATT 
GCTTCTTTCTGGCGACAGTTCCAGCACTCGCCGAGACCGGCGGAGAAAGGCAGCTGAGCCCG 
GAGAAGAGCGAAATATGGGGACCCGGGCTAAAAGCAGACGTCGTCCTTCCCGCCCGCTATTT 
CTATATTCAGGCAGTGGATACATCAGGGAATAAATTCACATCTTCTCCAGGCGAAAAGGTCT 
TCCAGGTGAAAGTCTCAGCACCAGAGGAGCAATTCACTAGAGTTGGAGTCCAGGTTTTAGAC 
CGAAAAGATGGGTCCTTCATAGTAAGATACAGAATGTATGCAAGCTACAAAAATCTGAAGGT 
GGAAATTAAATTCCAAGGGCAACATGTGGCCAAATCCCCATATATTTTAAAAGGGCCGGTTT 
ACCATGAGAACTGTGACGTCCTCTGCAAGATAGTGCAGCCTGGCTACGGGAGATGAACTGC 
CCTGAAACCATTGCTCAGATTCAGAGAGATCGGCACATTTCCCTGCTGTGGATCCAGAAAA 
GATTGCAGTAGAAATCCCAAAAAGATTTGGACAGAGGCAGAGCCTATGTCACTACACCTTAA 
AGGATAACAAGGTTTATATCAAGACT CATGGTGAACATGTAGGTTTTAGAATTTTCATGGAT 

GCCATACTACTTTCTTTGACTAGAAAGGGAAGATGCCAGATGTGGAGCTCTTTGTTAATTT 
GGGAGACTGGCCTTTGGAAAAAAAGAAATCCAATTCAAACATCCATCCGATCTTTTCCTGGT 
GTGGCTCCACAGATTCCAAGGATATCGTGATGCCTACGTACGATTGACTGATTCTGTTCTG 
GAAACCATGGGCCGGGTAAGTCTGGATATGATGTCCGTGCAAGCTAACACGGGTCCTCCCTG 
GGAAAGCAAAAATTCCACTGCCGTCTGGAGAGGGCGAGACAGCCGCAAAGAGAGACTCGAGC 
TGGTTAAACT CAGTAGAAAACACCCAGAACTCATAGACGCTGCTTTCACCAACTTTTTCTTC 
TTTAAACACGATGAAAACCTGTATGGTCCCATTGTGAAACATATTTCATTTTTTGATTTCTT 
CAAGCATAAGTATCAAATAAATATCGATGGCACTGTAGCAGCTTATCGCCTGCCATATTTGC 
TAGTTGGTGACAGTGTTGTGCTGAAGCAGGATTCCATCTACTATGAACATTTTTACAATGAG 
CTGCAGCCCTGGAAACACTACATTCCAGTTAAGAGCA ACCTGAGCGATCTGCTAGAAAAACT 

TAAATGGGCGAAAGATCACGATGAAGAGGCCAAAAAGATAGCAAAAGCAGGACAAGAATTTG 
CAAGAAATAATCTCATGGGCGATGACATATTCTGTTATTATTTCAAACTTTTCCAGGAATAT 
GCCAATTTACAAGTGAGTGAGCCCCAAATCCGAGAGGGCATGAAAAGGGTAGAACCACAGAC 
TGAGGACGACCTCTTCCCTTGTACTTGCCATAGGAAAAAGACCAAAGATGAACTCTGATATG 
CAAAATAACTTCTATTAGAATAATGGTGCTCTGAAGACCTTCTTAACTAAAAAGAAGAATT 
TTTTTAAGTATTAATTCCATGGACAATATAAAATCTGTGTGATTGTTTGCAGTATGAAGACA 
CATTTCTACTTATGCAGTATTCTCATGACTGTACTTTAAAGTACATTTTTAGAATTTTATAA 
TAAAACCACCTTTATTTTAAAGGAAAAAAA 
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FIGURE 18 

></usr/seqdb2/s st/DNA/Dnasegs. min / ss. DNA84917 
><subunit 1 of 1, 502 aa, 1 stop 
><MW: 58043, pI: 7.94, NX (S/T): 2 
MFGTLLLYCFFLATVPALAETGGERQLSPEKSEIWGPGI, KADVVE PARY FYIOAVDTSGNKF 

TSSPGEKVFQWKVSAPEEQFTRVGVQVLDRKDGSFIVRYRMYASYKNLKVEIKFOGOHVAKS 
PYILKGPVYHENCDCPLODSAAWLREMNCPETIAQIORDLAHFPAVDPEKIAVEIPKRFGQR 
OSLCHYTLKDNKVYIKTHGEHVGFRIFMDAILLSLTRKVKMPDVELFVNLGDW PLEKKKSNS 
NIHPIFSWCGSTDSKDIVMPTYDLTDSVLETMGRVSLDMMSVOANTGPPWESKNSTAVWRGR 
DSRKERLELVKLSRKHPELIDAAFTNFFFFKHDENLYGPIVKHISFF DFFKHKYOINIDGTV 
AAYRLPYLLVGDSWVLKODSIYYEHFYNELOPWKHYIPVKSNLSDLLEKLKWAKDHDEEAKK 
IAKAGOEFARNNLMGDDIFCYY FKLFOEYANLQVSEPQIREGMKRVE POTEDDLFPCTCHRK 
KTKDEI, 

Important features of the protein: 
Signal peptide: 
amino acids 1-17 

N-glycosylation sites. 
amino acids 302-306, 414 - 418 

cAMP- and ceMP-dependent protein kinase phosphorylation sites. 

amino acids 243-247, 495-499 

Tyrosine kinase phosphorylation site. 
amino acids 341-348 

N-myristoylation sites. 
amino acids 59-65, 118-124, 184-190, 258-264, 370-376 439-445 

Endoplasmic reticulum targeting sequence. 
amino acids 499-504 
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FIGURE 20 

></usr/seqdb2/s st/DNA/Dnasegs.min / ss. DNA84920 
><subunit 1 of 1, 310 aa, 1 stop 
><MW: 33875, pI: 7. O8, NX (S/T): 2 
MRLGSGTEATCCVAIEWLGIAVFLRGFFPAPWRSSARAEHGAEP PAPEPSAGASSNWTTLPP 
PLFSKVWWLDALRDDFVFGSKGWKFMPYTTYTVEKGASHSFVAEAKPPTVTMPRKALMT 
GSLPGFVDVIRNLNSPALLEDSVIROAKAAGKRIVE'YGDETWVKLFPKHFVEYDGTTSFFVS 
DYTEVDNNVTRHLDKVI, KRGDWDILILHYLGT,DHIGHISGPNSPLIGOKLSEMDSVLMKIHT 
SLQSKERETPLPNLLVLCGDHGMSETGSHGASSTEEVNTPLII,ISSAFERKPGDIRHPKHVO 

Important features of the protein: 
Signal peptide : 
amino acids 1-34 

Transmembrane domain : 

amino acids 58-76 

N-glycosylation sites. 
amino acids 56-60, 194-198 

N-myristoylation sites. 
amino acids 6-12, 52-58, 100-106, 125-131, 233-239, 270-276, 
275-281, 278-284 

Amidation site. 

amino acids 154-158 

Cell attachment sequence. 
amino acids 205-208 
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FIGURE 21 
AGCCAGGCAGCACATCACAGCGGGAGGAGCTGTCCCAGGTGGCCCAGCTCAGCAATGGCAAT 
GGGGGTCCCCAGAGTCATTCTGCTCTGCCTCTTTGGGGCTGCGCTCTGCCTGACAGGGTCCC 
AAGCCCTGCAGTGCTACAGCTTTGAGCACACCTACTTTGGCCCCTTTGACCTCAGGGCCATG 
AAGCTGCCCAGCATCTCCTGTCCTCATGAGTGCTTTGAGGCTATCCTGTCTCTGGACACCGG 
GTATCGCGCGCCGGTGACCCTGGTGCGGAAGGGCTGCTGGACCGGGCCTCCTGCGGGCCAGA 
CGCAATCGAACCCGGACGCGCTGCCGCCAGACTACTCGGTGGTGCGCGGCTGCACAACTGAC 
AAATGCAACGCCCACCT CATGACT CATGACGCCCTCCCCAACCTGAGCCAAGCACCCGACCC 

GCCGACGCTCAGCGGCGCCGAGTGCTACGCCTGTATCGGGGTCCACCAGGATGACTGCGCTA 
TCGGCAGGTCCCGACGAGTCCAGTGT CACCAGGACCAGACCGCCTGCTTCCAGGGCAGTGGC 
AGAATGACAGTTGGCAATTTCTCAGTCCCTGTGTACATCAGAACCTGCCACCGGCCCTCCTG 
CACCACCGAGGGCACCACCAGCCCCTGGACAGCCATCGACCTCCAGGGCTCCTGCTGTGAGG 
GGTAC CTCTGCAACAGGAAATCCATGACCCAGCCCTTCACCAGTGCTTCAGCCACCACCCCT 
CCCCGAGCACTACAGGTCCTGGCCCTGCTCCTCCCAGTCCTCCTGCTGGTGGGGCTCTCAGC 
ATAGACCGCCCCTCCAGGATGCTGGGGACAGGGCTCACACACCTCATTCTTGCTGCTTCAGC 
CCCTATCACATAGCTCACTGGAAAATGATGTTAAAGTAAGAATTGCAAAA 
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FIGURE 22 
></usr/seqdb2/s st/DNA/Dnasegs. Imin / ss. DNA86576 
><subunit 1 of 1, 251 aa 1 stop 
><MW: 26935, pI: 7.42, NX (S/T) : 2 
MAMGWPRVILLCLFGAALCLTGSQALQCYSFEHTYFGPFDLRAMKLPSISCPHECFEAILSL 
DTGYRAPVTLVRKGCWTGPPAGQTQSNPDALPPDYSVVRGCTTDKCNAHLMTHDALPNLSOA 
PDPPTLSGAECYACIGVHQDDCAIGRSRRVQCHQDQTACFQGSGRMTVGNFSVPVYIRTCHR 
PSCTTEGTTSPWTAIDLOGSCCEGYLCNRKSMTQPFTSASATTPPRALOVLALLLPVLLLVGLSA 

Important features of the protein: 
Signal peptide : 
amino acids 1-19 

Transmembrane domain : 

amino acids 233-251 

N-glycosylation sites. 

amino acids i2O-124, 174-178 

N-myristoylation sites. 

anino acids 15-2, 84 - 9 O 
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FIGURE 23 

CCCACGCGTCCGGGACAGATGAACTTAAAAGAGAAGCTTTAGCTGCCAAAGATTGGGAAAGG 
GAAAGGACAAAAAAGACCCCTGGGCTACACGGCGTAGGTGCAGGGTTTCCTACTGCTGTTCT 
TTTATGCTGGGAGCTGTGGCTGTAACCAACTAGGAAATAACGTATGCAGCAGCTATGGCTGT 
CAGAGAGTTGTGCTTCCCAAGACAAAGGCAAGTCCTGTTTCTTTTTCTTTTTTGGGGAGTGT 
CCTTGGCAGGTTCTGGGTTTGGACGTTATTCGGTGACTGAGGAAACAGAGAAAGGATCCTTT 
GTGGT CAATCTGGCAAAGGATCTGGGACTAGCAGAGGGGGAGCTGGCTGCAAGGGGAACCAG 
GGTGGTTTCCGATGATAACAAACAATACCTGCTCCTGGATTCACATACCGGGAATTTGCTCA 
CAAATGAGAAACTGGACCGAGAGAAGCTGTGTGGCCCTAAAGAGCCCTGTATGCTGTATTTC 
CAAATTTTAATGGATGATCCCTTTCAGATTTACCGGGCTGAGCTGAGAGTCAGGGATATAAA 
TGATCACGCGCCAGTATTTCAGGACAAAGAAACAGTCTTAAAAATATCAGAAAATACAGCTG 
AAGGGACAGCATTTAGACTAGAAAGAGCACAGGATCCAGATGGAGGACTTAACGGTATCCAA 
AACTACACGATCAGCCCCAACTCTTTTTTCCATATTAACATTAGTGGCGGTGATGAAGGCAT 
GATATATCCAGAGCTAGTGTTGGACAAAGCACTGGATCGGGAGGAGCAGGGAGAGCTCAGCT 
TAACCCT CACAGCGCTGGATGGTGGGTCTCCATCCAGGTCTGGGACCTCTACTGTACGCATC 
GTTGTCTTGGACGTCAATGACAATGCCCCACAGTTTGCCCAGGCTCTGTATGAGACCCAGGC 
TCCAGAAAACAGCCCCATTGGGTTCCTTATTGTTAAGGTATGGGCAGAAGATGTAGACTCTG 
GAGTCAACGCGGAAGTATCCTATTCATTTTTTGATGCCTCAGAAAATATTCGAACGACCTTT 
CAAATCAATCCTTTTTCTGGGGAAATCTTTCTCAGAGAATTGCTTGATTATGAGTTAGTAAA 
TTCTTACAAAATAAATATACAGGCAATGGACGGTGGAGGCCTTTCTGCAAGATGTAGGGTTT 
TAGTGGAAGTATTGGACACCAATGACAATCCCCCTGAACTGATCGTATCATCATTTTCCAAC 
TCTGT, GCTGAGAATTCTCCTGAGACGCCGCTGGCTGTTTTTAAGATTAATGACAGAGACTC 
TGGAGAAAATGGAAAGATGGTTTGCTACATTCAAGAGAATCTGCCATTCCTACTAAAACCTT 
CTGTGGAGAATTTTTACATCCTAATTACAGAAGGCGCGCTGGACAGAGAGATCAGAGCCGAG 
TACAACATCACTAT CACCGT CACTGACTTGGGGACACCCAGGCTGAAAACCGAGCACAACAT 
AACGGTCCTGGTCTCCGACGTCAATGACAACGCCCCCGCCTTCACCCAAACCTCCTACACCC 
GTTCGTCCGCGAGAACAACAGCCCCGCCCTGCACATCGGCAGCGTCAGCGCCACAGACAGA 
GACTCGGGCACCAACGCCCAGGT CACCTACT CGCTGCTGCCGCCCCAAGACCCGCACCTGCC 
CCTCGCCTCCCTGGTCTCCATCAACGCGGACAACGGCCACCTGTTCGCCCTCACGTCCCTGG 
ACTACGAGGCCCTGCAGGCTTTCGAGTTCCGCGTGGGCGCCACAGACCGCGGCTCCCCCGCG 
CTGAGCAGAGAGGCGCTGGTGCGCGTGCTGGTGC'GGACGCCAACGACAACTCGCCCTTCGT 
GCTGTACCCGCTGCAGAACGGCTCCGCGCCCTGCACCGAGCTGGTGCCCCGGGCGGCCGAGC 
CGGGCTACCTGGTGACCAAGGTGGTGGCGGTGGACGGCGACTCGGGCCAGAACGCCTGGCTG 
TCGTACCAGCTGCTCAAGGCCACGGAGCCCGGGCTGTTCGGTGTGTGGGCGCACAATGGGGA 
GGTGCGCACCGCCAGGCTGCTGAGCGAGCGCGACGCAGCCAAGCACAGGCTCGTGGTGCTTG 
TCAAGGACAATGGCGAGCCTCCTCGCTCGGCCACCGCCACGC'GCACTTGCTCCTGGTGGAC 
GGCTTCTCCCAGCCCTACCTGCCTCTCCCGGAGGCGGCCCCGGCCCAGGCCCAGGCCGAGGC 
CGACTTGCT CACCGTCTACCTGGTGGTGGCGTTGGCCTCGGTGTCTTCGCTCTTCCTCCTCT 
CGGTGCTCCTGTTCGTGGCGGTGCGGCTGTGCAGGAGGAGCAGGGCGGCCTCGGTGGGTCGC 
TGCTCGGTGCCCGAGGGTCCTTTTCCAGGGCATCTGGTGGACGTGAGGGGCGCTGAGACCCT 
GTCCCAGAGCTACCAGTATGAGGTGTGTCTGACGGGAGGCCCCGGGACCAGTGAGTTCAAGT 
TCTTGAAACCAGTTATTTCGGATATTCAGGCACAGGGCCCTGGGAGGAAGGGTGAAGAAAAT 
TCCACCTTCCGAAATAGCTTTGGATTTAATATTCAGTAAAGTCTGTTTTTAGTTTCATATAC 
TTTTGGTGTGTTACATAGCCATGTTTCTATTAGTTTACTTTTAAATCT CAAATTTAAGTTAT 
TATGCAACTTCAAGCATTATTTTCAAGTAGTATACCCCTGTGGTTTTACAATGTTTCATCAT 
TTTTTTGCATTAATAACAACTGGGTTTAATTTAATGAGTATTTTTTTCTAAATGATAGTGT 
AAGGTTTTAATTCTTTCCAACTGCCCAAGGAATTAATTACTATTATATCTCATTACAGAAAT 
CTGAGGTTTTGATTCATTTCAGAGCTTGCATCTCATGATTCTAATCACTTCTGTCTATAGTG 
TACTTGCTCTATTTAAGAAGGCATATCTACATTTCCAAACT CATTCTAACATTCTATATATT 
CGTGTTTGAAAACCATGTCATTTATTTCTACATCATGTATTTAAAAAGAAATATTTCTCTAC 
TACTATGCTCATGACAAAATGAAACAAAGCATATTGTGAGCAATACTGAACAT CAATAATAC 
CCTTAGTTTATATACTTATTATTTTATCTTTAAGCATGCTACTTTTACTTGGCCAATATTTT 
CTTATGTTAACTTTTGCTGATGTATAAAACAGACTATGCCTTATAATTGAAATAAAATTATA 
ATCTGCCTGAAAATGAATAAAAATAAAACATTTTGAAATGTGAAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 24 
></usr/seqdb2/s st/DNA/Dnasegs.min / ss. DNA87976 
><subunit 1 of 1, 800 aa, 1 stop 
><MW: 87621, pI: 4.77, NX (S/T): 7 
MAVRELCFPRORQWIFLFLFWGVSLAGSGFGRYSVTEETEKGSFVVNLAKDLGLAEGELAAR 
GTRVVSDDNKQYLLLDSHTGNLLTNEKLDREKLCGPKEPCMLY FOILMDDPFOIYRAELRVR 
DINDHAPVFQDKETVLKISENTAEGTAFRLERAQDPDGGLNGIONYTISPNSFFHINISGGD 
EGMIYPELVLDKALDREEOGELSLTITALDGGSPSRSGTSTVRIWVLDVNDNAPOFAOALYE 
TOAPENSPIGFLIVKVWAEDVDSGVNAEVSYSFFDASENIRTTFOINPFSGEIFL RELL.DYE 
LVNSYKINIQAMDGGGLSARCRVLVEVLDTN DNPPELIVSSFSNSWAENSPETPLAVFKIND 
RDSGENGKMVCYIQENLPFLLKPSVENFYILITEGALDREIRAEYNITITVTDLGTPRLKTE 
HNITVLVSDVNDNAPAFTQTSYTLFVRENNSPAL HIGSVSATDRDSGTNAQVTYSLLPPQDP 
HLPLASLVSINADNGHLFALRSLDYEALQAFEFRVGATDRGSPALSREALVRVLVL, DANDNS 
PFWLY PLONGSAPCTELVPRAAEPGYLVTKVVAWDGDSGONAWLSYOLLKATEPGLFGVWAH 
NGEVRTARLISERDAAKHRLVVLVKDNGEPPRSATATLHLLLVDGFSQPYLPLPEAAPAOAQ 
AEADLLTVYLVVALASWSSLELLSVILLEVAVRLCRRSRAASVGRCSVPEGPFPGHLVDWRGA 
ETLSQSYQYEVCLTGGPGTSEFKELKPVISDIQAQGPGRKGEENSTFRNSFGFNIO 

Important features of the protein: 
Signal peptide : 

amino acids 1-26 

Transmembrane domain : 

amino acids 687-711 

N-glycosylation sites. 
amino acids 169-173, 181-185, 418-422, 436-440, 567-571, 788-792 
Glycosaminoglycan attachment site. 
amino acids 28-32 

Tyrosine kinase phosphorylation sites. 

amino acids 394 - 4 O2, 578-585 
N-myristoylation sites. 
amino acids 22-28, 27-33, 53-59, 82-88, 162-168, 184-190, 

217-223, 324,330, 325-331, 471-477, 568-574, 759–765 
Amidation site. 

amino acids 781-785 

Aminoacyl-transfer RNA synthetases class-II signature 1. 
amino acids 117-138 

Cadherins extracellular repeated domain signature. 
amino acids 121-132, 230-241, 335-346, 439-450, 549-560 
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FIGURE 25 

GAATGAATACCTCCGAAGCCGCTTTGTTCTCCAGATGTGAATAGCTCCACTATACCAGCCTC 
GTCTTCCTTCCGGGGGACAACGTGGGTCAGGGCACAGAGAGATATTTAATGTCACCCTCTTG 
GGGCTTTCATGGGACTCCCTCTGCCACATTTTTTGGAGGTTGGGAAAGTTGCTAGAGGCTTC 
AGAACTCCAGCCTAATGGATCCCAAACTCGGGAGAATGGCTGCGTCCCTGCTGGCTGTGCTG 
CTGCTGCTGCTGGAGCGCGGCATGTTCTCCTCACCCTCCCCGCCCCCGGCGCTGTTAGAGAA 
AGTCTTCCAGTACATTGACCTCCATCAGGATGAATTTGTGCAGACGCTGAAGGAGTGGGTGG 
CCATCGAGAGCGACTCTGTCCAGCCTGTGCCTCGCTTCAGACAAGAGCTCTTCAGAATGATG 
GCCGTGGCTGCGGACACGCTGCAGCGCCTGGGGGCCCGTGGGCCTCGGTGGACATGGGTCC 
TCAGCAGCTGCCCGATGGTCAGAGTCTTCCAATACCTCCCGTCATCCTGGCCGAACTGGGGA 
GCGATCCCACGAAAGGCACCGTGTGCTTCTACGGCCACTTGGACGTGCAGCCTGCTGACCGG 
GGCGATGGGTGGCTCACGGACCCCTATGTGCTGACGGAGGTAGACGGGAAACTTTATGGACG 
AGGAGCGACCGACAACAAAGGCCCTGTCTTGGCTTGGATCAATGCTGTGAGCGCCTTCAGAG 
CCCTGGAGCAAGATCTTCCTGTGAATATCAAATTCATCATTGAGGGGATGGAAGAGGCTGGC 
TCTGTTGCCCTGGAGGAACTTGTGGAAAAAGAAAAGGACCGATTCTTCTCTGGTGTGGACTA 
CATTGTAATTTCAGATAACCTGTGGATCAGCCAAAGGAAGCCAGCAATCACTTATGGAACCC 
GGGGGAACAGCTACTTCATGGGGAGGTGAAATGCAGAGACCAGGATTTTCACTCAGGAACC 
TTTGGTGGCAICCTTCATGAACCAATGGCTGATCTGGTTGCTCTTCTCGGTAGCCTGGTAGA 
CTCGTCTGGTCATATCCTGGTCCCTGGAATCTATCATGAAGTGGTTCCTCTTACAGAAGAGG 
AAATAAATACATACAAAGCCATCCATCTAGACCTAGAAGAATACCGGAATAGCAGCCGGGTT 
GAGAAATTTCTGTTCGATACTAAGGAGGAGATTCTAATGCACCTCTGGAGGTACCCATCTCT 
TTCATTCATGGGATCGAGGGCGCGTTTGATGAGCCGGAACTAAAACAGTCATACCTGGCC 
GAGTTATAGGAAAATTTTCAATCCGTCTAGTCCCT CACATGAATGTGTCTGCGGTGGAAAAA 
CAGGGACACGACATCTTGAAGATGGTTCTCCAAAAGAAATAGTTCCAACAAGATGGTTGT 
TTCCATGACTCTAGGACTACACCCGTGGATTGCAAATATTGATGACACCCAGTATCTCGCAG 
CAAAAAGAGCGATCAGAACAGTGTTTGGAACAGAACCAGATATGATCCGGGATGGACCACC 
ATTCCAATTGCCAAAATGTTCCAGGAGATCGTCCACAAGAGCGTGGTGCTAATTCCGCTGGG 
AGCTGTTGATGATGGAGAACATTCGCAGAATGAGAAAATCAACAGGTGGAACTACATAGAGG 
GAACCAAATTATTTGCTGCCTTTTTCTTAGAGATGGCCCAGCTCCATTAATCACAAGAACCT 
TCTAGTCTGATCTGATCCACTGACAGATTCACCTCCCCCACATCCCTAGACAGGGATGGAAT 
GTAAATATCCAGAGAATTGGGTCTAGTATAGTACATTTTCCCTCCATTTAAAAGTCTTG 
GGATATCTGGATCAGTAATAAAATATTCAAAGGCACAGATGTTGGAAATGGTTTAAGGTCC 
CCCACTGCACACCTTCCTCAAGTCATAGCTGCTIGCAGCAACTTGATTTCCCCAAGTCCTGT 
GCAATAGCCCCAGGATTGGATTCCTTCCAACCTTTTAGCATATCTCCAACCTTGCAATTTGA 
TTGGCATAATCACTCCGGTTTCCTTTCTAGGTCCT CAAGTGCTCGTGACACATAATCATTCC 
ATCCAATGATCGCCTTTGCTTTACCACTCTTTCCTTTTATCTTATTAATAAAAATGTTGGTC 
TCCACCACTGNCTCCCAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
AAAAAAAAAA 
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FIGURE 26 

></usr/seqdb2/s st/DNA/Dnas eds.min / ss. DNA92234 
><subunit 1 of 1, 507 aa, 1 stop 
><MW: 56692, pI: 5. 22, NX (S/T) : 3 

MDPKLGRMAASLLAVLLILLLERGMFSSPSPPPALLEKVFOYTDLHODEFWOTLKEWVAIESD 
SVQPWPRFROELFRMMAVAADTLQRLGARVASWDMGPOOLPDGQSLPIPPVILAELGSDPTK 
GTVCFYGHILDVQPADRGDGWLTDPYVLTEVDGKLY GRGATDNKGPVLAWINAVSAFRALEOD 
LPVNIKFIIEGMEEAGSVALEELVEKEKDRFFSGVDYIVISDNLWISORKPAITYGTRGNSY 
FMVEVKCRDODFHSGTFGGILHEPMADLVALLGSLVDSSGHILVPGIYDEVVPLTEEEINTY 
KAIHLDLEEYRNSSRVEKFLFDTKEEILMHLWRYPSLSIHGIEGAFDEPGTKTVIPGRVIGK 
FSIRLVPHMNVSAVEKQVTRHLEDVFSKRNSSNKMVVSMTLGLHPWIANIDDTOYLAAKRAI 
RTVFGTEPDMIRDGSTIPIAKMFOEIVHKSVVLIPLGAVDDGEHSONEKINRWNYIEGTKLF 
AAFFLEMAOLH 

Important features of the protein: 
Signal peptide: 
anino acids i-26 

Transmembrane domain : 

273-292 

N-glycosylation sites. 
amino acids 322-326, 382-386, 4 O2- 406 

cAMP- and coMP-dependent protein kinase phosphorylation site. 
amino acids 400-404 

N-myristoylation sites. 
amino acids 89-95, 119-125, 162-168, 197-203, 242-248, 263-269, 
351-357 

Cell attachment sequence. 
amino acids 140-143 

ArgE / dapF / ACY1 A CPG: 
amino acids 156-1 67 
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FIGURE 27 

CTCGGCTGGATTTAAGGTTGCCGCTAGCCGCCTGGGAATTTAAGGGACCCACACTACCTTCC 
CGAAGTTGAAGGCAAGCGGTGATTGTTTGTAGACGGCGCTTTGTCATGGGACCTGTGCGGTT 
GGGAATATTGCTTTTCCTTTTTTTGGCCGTGCACGAGGCTTGGGCTGGGATGTTGAAGGAGG 
AGGACGATGACACAGAACGCTTGCCCAGCAAATGCGAAGTGTGTAAGCTGCTGAGCACAGAG 
CTACAGGCGGAACTGAGTCGCACCGGTCGATCTCGAGAGGGCTGGAGCTGGGGCAGGTGCT 
GGATACAGGCAAGAGGAAGAGACACGTGCCTTACAGCGTTTCAGAGACAAGGCTGGAAGAGG 
CCTTAGAGAATTTATGTGAGCGGATCCTGGACTATAGTGTTCACGCTGAGCGCAAGGGCTCA 
CTGAGATATGCCAAGGGTCAGAGTCAGACCATGGCAACACTGAAAGGCCTAGTGCAGAAGGG 
GGTGAAGGTGGATCTGGGGATCCCTCTGGAGCTTTGGGATGAGCCCAGCGTGGAGGTCACAT 
ACCT CAAGAAGCAGTGTGAGACCATGTTGGAGGAGTTTGAAGACATTGTGGGAGACTGGTAC 
TTCCACCATCAGGAGCAGCCCCTACAAAATTTTCTCTGTGAAGGTCATGTGCTCCCAGCGC 
TGAAACTGCATGTCTACAGGAAACTTGGACTGGAAAGGAGAT CACAGATGGGGAAGAGAAAA 
CAGAAGGGGAGGAAGAGCAGGAGGAGGAGGAGGAAGAGGAGGAAGAGGAAGGGGGAGACAAG 
ATGACCAAGACAGGAAGCCACCCCAAACTTGACCGAGAAGATCTTTGACCCTTGCCTTTGAG 
CCCCCAGGAGGGGAAGGGATCATGGAGAGCCCTCTAAAGCCTGCACTCTCCCTGCTCCACAG 
CTTTCAGGGTGTGTTTATGAGTGACTCCACCCAAGCTTGTAGCTGTTCTCTCCCATCTAACC 
TCAGGCAAGATCCTGGTGAAACAGCATGACATGGCTTCTGGGGTGGAGGGTGGGGGTGGAGG 
TCCTGCTCCTAGAGATGAACTCTATCCAGCCCCTTAATTGGCAGGTGTATGTGCTGACAGTA 
CTGAAAGCTTTCCTCTTTAACTGATCCCACCCCCACCCAAAAGTCAGCAGTGGCACTGGAGC 
TGTGGGCTTTGGGGAAGTCACTTAGCTCCTTAAGGTCTGTTTTTAGACCCTTCCAAGGAAGA 
GGCCAGAACGGACATTCTCTGCGATCTATATACATGCCTGTATCCAGGAGGCTACACACCA 
GCAAACCGTGAAGGAGAATGGGACACTGGGTCATGGCCTGGAGTTGCTGATAATTTAGGTGG 
GATAGATACTTGGTCTACTTAAGCTCAATGTAACCCAGAGCCCACCATATAGTTTTATAGGT 
GCTCAACTTTCTATATCGCTATTAAACTTTTTTCTTTTTTTCTA 
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FIGURE 28 

></usr/seqdb2/s st/DNA/Dnaseqs. Inin / ss. DNA92256 
><subunit 1 of 1, 248 aa, 1 stop 
><MW: 28310, pI: 4.63, NX (S/T) : O 
MGPVRLGILL FL FLAVHEAWAGMLKEEDDDTERLPSKCEVCKLLSTELOAELSRTGRSREVL 

ELGOVLDTGKRKRHVPYSVSETRLEEALENLCERILDYSVHAERKGSLRYAKGQSOTMATLK 

GLVQKGVKVDLGIPLELWDEPSVEVTYLKKOCETMLEEFEDIWGDWYFHHQEQPT,QNFLCEG 

HVLPAAETACLOETWTGKEITDGEEKTEGEEEQEEEEEEEEEEGGDKMTKTGSHPKLDREDL 

Important features of the protein: 

Signal peptide: 

amino acids 1-21 

cAMP- and cqMP-dependent protein kinase phosphorylation site. 
amino acids 106-10 

N-myristoylation site. 

amino acids 115-121 

Amidation site. 

amino acids 70-74 
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FIGURE 29 

AAGTACTTGTGTCCGGGTGGTGGACTGGATTAGCTGCGGAGCCCTGGAAGCTGCCTGTCCTT 
CTCCCTGTGCTTAACCAGAGGTGCCCATGGGTTGGACAATGAGGCTGGTCACAGCAGCACTG 
TTACTGGGTCTCATGATGGTGGTCACTGGAGACGAGGATGAGAACAGCCCGTGTGCCCATGA 
GGCCCTCTTGGACGAGGACACCCTCTTTTGCCAGGGCCTTGAAGTTTTCTACCCAGAGTTGG 
GGAACATTGGCTGCAAGGTTGTTCCTGATTGTAACAACTACAGACAGAAGAT CACCTCCTGG 
ATGGAGCCGATAGTCAAGTTCCCGGGGGCCGTGGACGGCGCAACCTATATCCTGGTGATGGT 
GGATCCAGATGCCCCTAGCAGAGCAGAACCCAGACAGAGATTCTGGAGACATTGGCTGGTAA 
CAGATATCAAGGGCGCCGACCTGAAGAAAGGGAAGATTCAGGGCCAGGAGTTATCAGCCTAC 
CAGGCTCCCTCCCCACCGGCACACAGTGGCTTCCATCGCTACCAGTTCTTTGTCTATCTTCA 
GGAAGGAAAAGTCATCTCTCTCCTTCCCAAGGAAAACAAAACTCGAGGCTCTGGAAAATGG 
ACAGATTTCTGAACCGCTTCCACCTGGGCGAACCTGAAGCAAGCACCCAGTTCATGACCCAG 
AACTACCAGGACT CACCAACCCTCCAGGCTCCCAGAGGAAGGGCCAGCGAGCCCAAGCACAA 

AACCAGGCAGAGATAGCTGCCTGCTAGATAGCCGGCTTTGCCATCCGGGCATGTGGCCACAC 
TGCT CACCACCGACGATGTGGGTATGGAACCCCCTCTGGATACAGAACCCCTTCTTTTCCAA 
ATTAAAAAAAAAAATCATCAAA 
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FIGURE 30 
></usr/seqdb2/s st/DNA/Dna seqs.min / ss. DNA92274 
><subunit 1 of 1, 223 aa, 1 stop 
><MW: 25402, pI: 8.14, NX (S/T) : 1 
MGWTMRLVTAALLLGLMMVVTGDEDENSPCAHEALLDEDTLFCOGLEVFYPELGNIGCKVVP 
DCNNYROKITSWMEPIVKFPGAVDGATYII,VMVDPDAPSRAEPRORFWRHWLVTDIKGADLK 
KGKIOGOELSAYOAPSPPAHSGFHRYOFFVYLQEGKVISLLPKENKTRGSWKMDRFLNRFHL 
GEPEASTQFMTQNYQDSPTLQAPRGRASEPKHKTRQR 

Important features of the protein: 
Signal peptide : 
amino acids 1-22 

N-glycosylation site. 
amino acids 169-173 

Tyrosine kinase phosphorylation site. 
amino acids 59-68 

N-myristoylation sites. 
amino acids 54-60, 83-89, 130-136 

Phosphatidylethanolamine signature. 
amino acids 113-157 
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FIGURE 31 

GTCGACCCACGCGTCCGAAGCTGCTGGAGCCACGATTCAGTCCCCTGGACTGTAGATAAAGA 
CCCTTTCTTGCCAGGTGCTGAGACAACCACACTATGAGAGGCACTCCAGGAGACGCTGATGG 
TGGAGGAAGGGCCGTCTATCAATCAATCACTGTTGCTGTTATCACATGCAAGTATCCAGAGG 
CTCTTGAGCAAGGCAGAGGGGATCCCATTTATTTGGGAATCCAGAATCCAGAAATGTGTTTG 
TATTGTGAGAAGGTTGGAGAACAGCCCACATTGCAGCTAAAAGAGCAGAAGATCATGGATCT 
GTATGGCCAACCCGAGCCCGTGAAACCCTTCCTTTTCTACCGTGCCAAGACTGGTAGGACCT 
CCACCCTTGAGTCTGTGGCCTTCCCGGACTGGTTCATTGCCTCCTCCAAGAGAGACCAGCCC 
ATCATTCTGACTTCAGAACTTGGGAAGTCATACAACACTGCCTTTGAATAAATATAAATGA 
CTGAACTCAGCCTAGAGGTGGCAGCTTGGTCTTTGTCTTAAAGTTTCTGGTTCCCAATGTGT 
TTTCGTCTACATTTTCTTAGTGTCATTTTCACGCTGGTGCTGAGACAGGAGCAAGGCTGCTG 
TTATCATCTCATTTTATAATGAAGAAGAAGCAATTACTTCATAGCAACTGAAGAACAGGATG 
TGGCCTCAGAAGCAGGAGAGCTGGGTGGTATAAGGCTGTCCTCTCAAGCTGGTGCTGTGTAG 
GCCACAAGGCATCTGCATGAGTGACTTTAAGACT CAAAGACCAAACACTGAGCTTTCTTCTA 
GGGGTGGGTAGAAGATGCTTCAGAGCTCATGCGCGTTACCCACGATGGCATGACTAGCACA 
GAGCTGA CTCTGTTTCTGTTTCCTT TAT TCCCTCTTGGGATGATATCATCCAGTCTTAT 

ATGTTGCCAATATACCTCATTGTGTGTAATAGAACCTTCTTAGCATAAGACCTTGTAAACA 
AAAATAATTCTTGGGGTGGGTATGAAGATGCTTCAGAGCTCATGCGCGTTACCCACGATGGC 
ATGACTAGCACAGAGCTGATCTCTGTTTCTGTTTTCCTTTATTCCCTCTTGGGATGATATCA 
TCCAGTCTTTATATGTTCCCAATATACCTCATTGTGTGTAATAGAA CCTTCTTAGCATTAAG 
ACCTTGTAAACAAAAATAATTCTTGTGTTAAGTTAAATCATTTTTGTCCTAATTGTAATGTG 
TAACTTAAAGTTAAATAAACTTGTGTATTTATATAATAATAAAGCTAAAACTGATATAAA 
ATAAAGAAAGAGTAAACTG 
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FIGURE 32 
MRGTPGDADGGGRAVYQSITVAWITCKY PEALEOGRGDPIYLGIQNPEMCLYCEKVGEOPTL 
OLKEOKIMDLY GOPEPVKPFLFYRAKTGRTSTLESVAFPDWFIASSKRDOPIILTSELGKSY 
NTAFELNND 

Signal sequence: 
amino acids 1-17 

N-myristoylation site. 
amino acids 10-16 

Cell attachment sequence. 
amino acids 36-39 
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FIGURE 33 

GCGAGGCTGCACCAGCGCCTGGCACCATGAGGACGCCTGGGCCTCTGCCCGTGCTGCTGCTG 
CTCCTGGCGGGAGCCCCCGCCGCGCGGCCCACTCCCCCGACCTGCTACTCCCGCATGCGGGC 
CCTGAGCCAGGAGAT CACCCGCGACTTCAACCTCCTGCAGGTCTCGGAGCCCTCGGAGCCAT 
GTGTGAGATACCTGCCCAGGCTGTACCGGACATACACAATTACTGTGTGCTGGACAAGCTG 
CGGGACTTT GTGGCCTCGCCCCCGTGTTGGAAAGTGGCCCAGGTAGATTCCTTGAAGGACAA 
AGCACGGAAGCTGTACACCATCATGAACTCGTTCTGCAGGAGAGATTTGGTATTCCTGTTGG 
ATGACTGCAATGCCTTGGAATACCCAATCCCAGTGACTACGGTCCTGCCAGATCGTCAGCGC 
TAAGGGAACTGAGACCAGAGAAAGAACCCAAGAGAACTAAAGTTATGTCAGCTACCCAGACT 
TAATGGGCCAGAGCCATGACCCT CACAGGTCTTGTGTTAGTTGTATCTGAAACTGTTATGTA 
TCTCTCTACCTTCTGGAAAACAGGGCTGGTATTCCTACCCAGGAACCTCCTTTGAGCATAGA 
GTTAGCAACCATGCTTCTCATTCCCTTGACT CATGTCTTGCCAGGATGGTTAGATACACAGC 
ATGTTGATTTGGT CACTAAAAAGAAGAAAAGGACTAACAAGCTTCACTTTTATGAACAACTA 
TTTTGAGAACATGCACAATAGTATGTTTTTATTACTGGTTTAATGGAGTAATGGTACTTTTA 
TTCTTTCTTGATAGAAACCTGCTTACATTTAACCAAGCTTCTATTATGCCTTTTTCTAACAC 
AGACTTTCTTCACTGTCTTTCATTTAAAAAGAAATTAATGCTCTTAAGATATATATTTTACG 
TAGTGCTGACAGGACCCACTCTCATTGAAAGGTGATGAAAATCAAATAAAGAA CTCTTC 
ACATGGA 
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FIGURE 34 

></usr/seqdb2/s st/DNA/Dnas eds. min / ss. DNA93011 
><subunit 1 of 1, 136 aa, l stop 
><MW: 15577, pI: 8.88, NX (S/T) : O 
MRTPGPLPVLLLLLAGAPAARPTPPTCYSRMRALSOEITRDFNLLOVSEPSEPCVRYLPRLY 
LDIHNYCVLDKLRDFVASPPCWKVAOVDSLKDKARKLYTIMNSFCRRDLVFLLDDCNALEYP 
IPVTTVLPDRQR 

Important features of the protein: 
Signal peptide : 
amino acids 1-19 

Tyrosine kinase phosphorylation site. 
amino acids 60-69 

N-myristoylation site. 
amino acids 6-22 
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FIGURE 35 
GTCTCCGCGTCACAGGAACTTCAGCACCCACAGGGCGGACAGCGCTCCCCTCTACCTGGAGA 
CTTGACTCCCGCGCGCCCCAACCCTGCTTATCCCTTGACCGTCGAGTGTCAGAGATCCTGCA 
GCCGCCCAGTCCCGGCCCCTCTCCCGCCCCACACCCACCCTCCTGGCTCTTCCTGTTTTTAC 
TCCTCCTTTTCATTCATAACAAAAGCTACAGCTCCAGGAGCCCAGCGCCGGGCTGTGACCCA 
AGCCGAGCGTGGAAGAATGGGGTTCCTCGGGACCGGCACTTGGATTCTGGTGTTAGTGCTCC 
CGATTCAAGCTTTCCCCAAACCTGGAGGAAGCCAAGACAAATCTCTACATAAT AGAGAATTA 
AGTGCAGAAAGACCTTTGAATGAACAGATTGCTGAAGCAGAAGAAGACAAGATTAAAAAAAC 
ATATCCTCCAGAAAACAAGCCAGGTCAGAGCAACTATTCTTTTGTTGATAACTTGAACCTGC 
TAAAGGCAATAACAGAAAAGGAAAAAATTGAGAAAGAAAGACAATCTATAAGAAGCTCCCCA 
CTTGATAATAAGTTGAATGTGGAAGATGTTGATTCA ACCAAGAATCGAAAACTGATCGATGA 
TTATGACTCTACTAAGAGTGGATTGGATCATAAATTTCAAGATGATCCAGATGGTCTTCATC 
AACTAGACGGGACTCCTTTAACCGCTGAAGACATTGTCCATAAAATCGCTGCCAGGATTTAT 
GAAGAAAATGACAGAGCCGTGTTTGACAAGATTGTTTCTAAACTACTTAATCTCGGCCTTAT 
CACAGAAAGCCAAGCACATACACTGGAAGATGAAGTAGCAGAGGTTTTACAAAAATTAATCT 
CAAAGGAAGCCAACAATTATGAGGAGGATCCCAATAAGCCCACAAGCTGGACTGAGAATCAG 
GCTGGAAAAATACCAGAGAAAGTGACTCCAATGGCAGCAATTCAAGATGGTCTTGCTAAGGG 
AGAAAACGATGAAACAGTATCTAACACATTAACCTTGACAAATGGCTTGGAAAGGAGAACTA 
AAACCTACAGTGAAGACAACTTTGAGGAACTCCAATATTTCCCAAATTTCTATGCGCTACTG 
AAAAGTATTGATTCAGAAAAAGAAGCAAAAGAGAAAGAAACACTGATTACTATCATGAAAAC 
ACTGATTGACTTTGTGAAGATGATGGTGAAATATGGAACAATATCTCCAGAAGAAGGTGTTT 
CCTACCTTGAAAACTTGGATGAAATGATTGCTCTTCAGACCAAAAACAAGCTAGAAAAAAAT 
GCTACTGACAATATAAGCAAGCTTTCCCAGCACCATCAGAGAAGAGTCATGAAGAAACAGA 
CAGTACCAAGGAAGAAGCAGCTAAGATGGAAAAGGAATATGGAAGCTTGAAGGATTCCACAA 
AAGATGATAACTCCAACCCAGGAGGAAAGACAGATGAACCCAAAGGAAAAACAGAAGCCTAT 
TTGGAAGCCATCAGAAAAAATATTGAAIGGTTGAAGAAACATGACAAAAAGGGAAATAAAGA 
AGATTATGACCTTTCAAAGATGAGAGACTTCATCAAAAACAAGCTGATGCTTAGTGGAGA 
AAGGCATCCTTGACAAGGAAGAAGCCGAGGCCATCAAGCGCATTTATAGCAGCCTGTAAAAA 
TGGCAAAAGATCCAGGAGTCTTTCAACTGTTTCAGAAAACATAATATAGCTTAAAACACTTC 
TAATTCTGTGATTAAAATTTTTTGACCCAAGGGTTATTAGAAAGTGCTGAATTTACAGTAGT 
TAACCTTTTACAAGTGGTTAAAACATAGCTTTCTTCCCGTAAAAACTATCTGAAAGTAAAGT 
TGTATGTAAGCTGAAAAAAAAAAAAAAAAAAAA 
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FIGURE 36 

MGFLGTGT WILVLVLPIQAFPKPGGSQDKSLHNRELSAERPLNEQIAEAEEDKIKKTYPPEN 
KPGOSNYSFVDNLNLLKAITEKEKIEKERQSIRSSPLDNKLNVEDVDSTKNRKLIDDYDSTK 
SGLDHKFODDPDGLHQLDGTPLTAEDIVHKIAARIYEENDRAVFDKIVSKLLNLGLITESOA 
HTLEDEVAEVLQKLISKEANNYEEDPNKPTSWTENOAGKIPEKVTPMAAIQDGLAKGENDET 
VSNTLTLTNGLERRTKTYSEDNFEELOYFPNFYALLKSIDSEKEAKEKETLITIMKTLIDFV 
KMMVKY GTISPEEGVSYLENLDEMIALOTKNKLEKNATDNISKLFPAPSEKSHEETDSTKEE 
AAKMEKEYGSLKDSTKDDNSNPGGKTDEPKGKTEAYLEARKNEWLKKHDKKGNKEDYDS 
KMRDFINKQADAYWEKGILDKEEAEAIKRIYSSI, 

N-glycosylation sites : 
amino acids 68-71, 346-349, 350-353 

Casein kinase II phosphorylation site: 
amino acids 70-73, 82-85, 97-100, 125-128, 147-150, 188-191. 217 
220, 265-268, 289-292, 305-308, 320-323, 326-329, 362-365, 368 

341, 369-372, 382-385, 386-389, 387-390 

N-myristoylation sites: 
amino acids 143-148, 239-244 
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FIGURE 38 

MALPPGPAALRHTLLLLPALLSSGWGELEPOIDGOTWAERALRENERHAFTCRVAGGPGTPR 
LAWYLDGQLQEASTSRLLSVGGEAFSGGTSTFTVTAHRAQHELNCSLQDPRSGRSANASVII, 
NVQFKPEIAQVGAKYQEAQGPGLLVVLFALVRANPPANVTWIDQDGPVTVNTSDFLVLDAON 
YPWLTNHTVQLQLRSLAHNLSWVATNDVGVTSASLPAPGPSRHPSLISSDSNNLKLNNVRLP 
RENMSLPSNLOLNDLTPDSRAVKPADRQMAONNSRPELLDPEPGGT,LTSOGFIRLPVLGYIY 
RWSSWSSDEWL 

N-glycosylation sites: 
amino acids 106-110, 119-123, 162-166, 175-179, 192-196, 205-209, 

251-255, 280-284 

Glycosaminoglycan attachment site: 
amino acids 23-27 

Casein kinase II phosphorylation sites : 
amino acids 36-40, 108-112, 164-168, 282-286, 31.6-320 

N-myristoylation sites: 
amino acids 34-40, 89-95, 215-221, 292-298, 293-299 
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FIGURE 40 
></usr/seqdb2/s st/DNA/Dna seqS. min / ss. DNA96857 
><subunit 1 of 1, 221 aa, 1 stop 
><MW: 23598, pI: 6.96, NX (S/T) : 0 
MWSAGRGGAAWPVILLGLLLALLVPGGGAAKTGAELVTCGSWKLLNTHHRWRLHSHDIKYGS 
GSGOOSVTGVEASDDANSYWRIRGGSEGGCPRGSPVRCGOAVRLTHVLTGKNLHTHHFPSPL, 
SNNQEWSAFGEDGEGDDLDLWTVRCSGQH WEREAAVRFQHVGTSVFLSVTGEQYGSPIRGQH 
EVHGMPSANTHNTWKAMEGIFIKPSVEPSAGH DET, 

Important features of the protein: 
Signal peptide : 
amino acids 1-28 

Glycosaminoglycan attachment site. 
amino acids 62-66 

N-myristoylation sites. 
amino acids 16-22, 25-31, 27-33, 61-67, 71-77, 86-92, 87-93, 
91-97, 190-196 

Endoplasmic reticulum targeting sequence. 
amino acids 218-223 
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FIGURE 41 
GTTGCTATGTTGCCCAGGCTGGTCTTGAAGTGCCTTGACCTCCTAAAGTGTTGGAACCACAG 

ACGTGAGCCACTCCACCCAGCCTAAAACTTCATCTTCTTTGGATGAGATGAACACTTTTAAC 
AAGAGAACAGGACTCTATATAAATCGCTGTGGGCTCACCACCTCTAAGGAGGAGCACTGACT 
GAAGACAGAAAAATTGATGAACTGAAGAAGACATGGTCCATTATGCCTTACAAACTTACACA 
GTGCTTTGGGAATTCCAAAGTACT CAGTGGAGAGAGGTGTTTCAGGAGCCGTAGAGCCAGAT 

CGTCATCATGTCTGCATTGTGGCTGCTGCTGGGCCTCCTTGCCCTGATGGACTTGTCTGAAA 
GCAGCAACTGGGGATGCTATGGAAACATCCAAAGCCTGGACACCCCTGGAGCATCTTGTGGG 
ATTGGAAGACGTCACGGCCTGAACTACTGTGGAGTTCGTGCTTC'GAAAGGCTGGCTGAAAT 

AGACATGCCATACCTCCTGAAATATCAACCCATGATGCAAACCATTGGCCAAAAGTACTGCA 
TGGATCCTGCCGTGATCGCTGGTGTCTTGTCCAGGAAGTCTCCCGGTGACAAAATTCTGGTC 
AACATGGGCGATAGGACTAGCATGGTGCAGGACCCTGGCTCTCAAGCCCCACATCCTGGAT 
TAGTGAGTCTCAGGTTTCCCAGACAACTGAAGTTCTGACTACTAGAATCAAAGAAATCCAGA 
GGAGGTTTCCAACCTGGACCCCTGACCAGTAC CTGAGAGGTGGACTCTGTGCCTACA GTGGG 

GGTGCTGGCTATGTCCGAAGCAGCCAGGACCTGAGCTGTGACTTCTGCAATGATGTCCTTGC 

ACGAGCCAAGTACCT CAAGAGACATGGCTTCTAACATCTCAGATGAA ACCCAAGACCATGAT 
CACATATGCAGCCT CAAATGTTACACAGATAAAACTAGCCAAGGGCACCTGTAACTGGGAAT 

CTGAGTTTGACCTAAAAGTCATTAAAATAACATGAATCCCATTAAAAAAAAAAAAAA 
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FIGURE 42 
></usr/seqdb2/s st/DNA/Dnaseds.min / ss. DNA96867 

. ><subunit 1 of 1, 194 aa, 1 stop 
>KMW: 21431, pI: 8.57, NX (S/T) : 0 
MSALWLLLGLLALMDLSESSNWGCYGNIOSLDTPGASCGIGRRHGLNYCGVRASERLAEIDM 
PYLLKYOPMMOTIGOKYCMDPAVIAGVLSRKSPGDKILVNMGDRTSMVQDPGS QAPTSWISE 
SQVSOTTEVLTTRIKEIORRFPTWTPDOYLRGGLCAYSGGAGYVRSSODLSCDFCNDVLARA 
KYLKRHGF 

Important features of the protein: 
Signal peptide : 
amino acids 1-19 

N-myristoylation sites. 
amino acids 23-29, 26-32, 35-41, 45-51, 50-56, 76-82, 156-162 

Amidation site. 

amino acids 40-44 
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FIGURE 43 

TTGAAAATCTACTCTATCAGCTGCTGTGGTTGCCACCATTCTCAGGACCCTCGCCATGAAAG 
CCCTTATGCTGCT CACCCTGTCTGTTCTGCTCTCCTGGGTCTCAGCTGACATTCGCTGT CAC 

TCCTGCTACAAGGTCCCTGTGCTGGGCTGTGTGGACCGGCAGTCCTGCCGCCTGGAGCCAGG 
ACAGCAATGCCTGACAACACATGCATACCTTGGTAAGATGTGGGTTTTCTCCAATCTGCGCT 
GTGGCACACCAGAAGAGCCCTGTCAGGAGGCCTTCAACCAAACCAACCGCAAGCTGGGTCTG 
ACATATAACACCACCTGCTGCAACAAGGACAACTGCAACAGCGCAGGACCCCGGCCCACTCC 
AGCCCTGGGCCTTGTCTTCCTTACCTCCTTGGCTGGCCTTGGCCTCTGGCTGCTGCACTGAG 
ACT CATTCCATTGGCTGCCCCTCCTCCCACCTGCCTTGGCCTGAGCCTCTCTCCCTGTGTCT 

CTGTATCCCCTGGCTTTACAGAATCGTCTCTCCCTAGCTCCCATTTCTTTAATTAAACACTG 
TTCCGAGTGGTCTCCT CATCCATCCTTCCCACCT CACACCCTTCACTCTCCTTTTTCTGGGT 

CCCTTCCCACTTCCTTCCAGGACCTCCATTGGCTCCTAGAAGGGCTCCCCACTTTGCTTCCT 
ATACTCTGCTGTCCCCTACTTGAGGAGGGATTGGGATCTGGGCCTGAAATGGGGCTTCTGTG 
TTGTCCCCAGTGAAGGCTCCCACAAGGACCTGATGACCT CACTGTACAGAGCTGACTCCCCA 
AACCCAGGCTCCCATATGTACCCCATCCCCCATACT CACCCTTTCCATTGAGTAATAAA 

TGTCTGAGTCTGGAAAAAAAAAAAAAAAAAA 
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FIGURE 44 

></usr/seqdb2/s st/DNA/Dna seqs. Imin / ss. DNA96878 
><subunit 1 of 1, 125 aa, 1 stop 
><MW: 13821, pI: 8.60, NX (S/T) : 2 
MKALMLLTLSVILLCWVSADIRCHSCYKVPVLGCVDRQSCRLEPGQQCLTTHAYLGKMWVFSN 
LRCGTPEEPCOEAFNOTNRKLGLTYNTTCCNKDNCNSAGPRPTPALGLVFLTSLAGLGLWLLH 

Important features of the protein : 
Signal peptide: 

amino acids 1-18 

N-glycosylation sites. 
amino acids 77-81, 88-92 

N-myristoylation site. 
amino acids 84-90 

Ly-6 / u-PAR domain protein signature. 
amino acids 85-98 
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FIGURE 45 
ACGGGCCGCAGCGGCAGTGACGTAGGGTTGGCGCACGGATCCGTTGCGGCTGCAGCTCTGCA 
GTCGGGCCGTTCCTTCGCCGCCGCCAGGGGTAGCGGTGTAGCTGCGCAGCGTCGCGCGCGCT 

ACCGCACCCAGGTTCGGCCCGTAGGCGTCTGGCAGCCCGGCGCCATCTTCATCGAGCGCCAT 
GGCCGCAGCCTGCGGGCCGGGAGCGGCCGGGTACTGCTTGCTCCTCGGCTTGCATTTGTTTC 
TGCTGACCGCGGGCCC"GCCCTGGGCTGGAACGACCCTGACAGAATGTTGCTGCGGGATGTA 
AAAGCTCTTACCCTCCACTATGACCGCTATACCACCTCCCGCAGGCTGGATCCCATCCCACA 
GTTGAAATGTGTTGGAGGCACAGCTGGTTGTGATTCTTATACCCCAAAAGTCATACAGTGTC 
AGAACAAAGGCTGGGATGGGTATGATGTACAGTGGGAATGTAAGACGGACTTAGATATTGCA 
TACAAATTTGGAAAAACTGTGGTGAGCGTGAAGGCTATGAGTCCTCTGAAGACCAGTATGT 
ACTAAGAGGTTCTTGTGGCTTGGAGTATAATTTAGATTATACAGAACTTGGCCTGCAGAAAC 
TGAAGGAGTCTGGAAAGCAGCACGGCTTTGCCTCTTTCTCTGATTATTATTATAAGTGGTCC 
TCGGCGGATTCCTGTAACATGAGTGGATTGATTACCATCGTGGTACTCCTTGGGATCGCCTT 
TGTAGTCTATAAGCTGTTCCTGAGTGACGGGCAGTATTCTCCTCCACCGTACTCTGAGTATC 
CTCCATTTTCCCACCGTTACCAGAGATTCACCAACT CAGCAGGACCTCCTCCCCCAGGCTTT 

AAGTCTGAGTTCACAGGACCACAGAAACTGGCCATGGTGCAACTTCTGGTTTTGGCAGTGC 
TTTTACAGGACAACAAGGATATGAAAATTCAGGACCAGGGTTCTGGACAGGCTTGGGAACTG 
GTGGAATACTAGGATATTGTTTGGCAGCAATAGAGCGGCAACACCCTTCTCAGACTCGTGG 
TACTACCCGTCCTATCCTCCCTCCTACCCTGGCACGTGGAATAGGGCTTACT CACCCCTTCA 

TGGAGGCTCGGGCAGCTATTCGGTATGTTCAAACT CAGACACGAAAACCAGAACTGCATCAG 

GATATGGTGGTACCAGGAGACGATAAAGTAGAAAGTTGGAGTCAAACACTGGATGCAGAAAT 
TTTGGATTTTTCAT CACTTTCTCTTTACAAAAAAAGTACTACCTGTTAACAATTGGGAAAAG 

GGGATATTCAAAAGTTCTGTGGTGTTATGTCCAGTGTAGCTTTTT GTATTCTATTATTTGAG 

GCTAAAAGTTGATGTGTGACAAAATACTTATGTGTTGTATGTCAGTGTA ACATGCAGATGTA 

TATTGCAGTTTTTGAAAGTGATCATTACTGTGGAAIGCTAAAAATACATTAATTTCTAAAAC 
CTGTGATGCCCTAAGAAGCATTAAGAATGAAGGTGTTGTACTAATAGAAACTAAGTACAGAA 
AATTTCAGTTTTAGGTGGTTGTAGCTGATGAGTTATTACCTCATAGAGACTATAATATTCTA 
TTTGGTATTATATTATTTGATGTTTGCTGTTCTTCAAACATTTAAATCAAGCTTTGGACTAA 
TTATGCTAATTTGTGAGTTCTGATCACTTTTGAGCTCTGAAGCTTTGAATCATTCAGTGGTG 
GAGATGGCCTTCTGGTAACTGAATATTACCTTCTGTAGGAAAAGGTGGAAAATAAGCATCTA 
GAAGGTTGTTGTGAATGACTCTGTGCTGGCAAAAATGCTTGAAACCTCTATATTTCTTTCGT 
TCATAAGAGGTAAAGGTCAAATTTTTCAA CAAAAGTCTTTTAATAACAAAAGCATGCAGTTC 

TCTGTGAAATCTCAAATATTGTTGTAATAGTCTGTTTCAATCTTAAAAAGAATCA 
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FIGURE 46 

></usr/seqdb2/s st/DNA/Dnas eds.min / ss. DNA96889 
><subunit 1 of 1, 339 aa, 1 stop 
><MW: 36975, pI: 7.85, NX (S/T): 1 
MAAACGPGAAGYCLIGHLFILLAGPALGWNDPDRMLRDVKALTHYDRYTTSRRLDPP 

QT, KCVGGTAGCDSYTPKVIQCQNKGWDGYDVQWECKTDT, DIAYKFGKTVVSCEGYESSEDOY 
VLRGSCGLEYNLDYTELGLOKLKESGKOHGFASFSDYYYKWSSADSCNMSGLTTTVWLLGTA 
FVVYKLFLSDGQYSPPPYSEYPPFSHRYQRFTNSAGPPPPGFKSEFTGPQNTGHGATSGFGS 
AFTGOOGYENSGPGFWTGLGTGGILGYLFGSNRAATPFSDSWYYPSYPPSYPGTWNRAYSPL 
HGGSGSYSWCSNSDTKTRTASGYGGTRRR 

Signal peptide: 
anino acids 1-30 

Transmembrane domain : 

allino acids 171-190 

N-glycosylation site. 
amino acids 172-176 

Glycosaminoglycan attachment sites. 
amino acids 244-248, 259-263, 331-335 

Tyrosine kinase phosphorylation site. 
amino acids 98-106 

N-myristoylation sites. 
amino acids -68-74, 69-75, 131-137, 241-247, 247-253, 266-272, 
270-276, 278-28 4, 312-318 
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SECRETED AND TRANSMEMBRANE 
POLYPEPTIDES AND NUCLEC ACIDS 

ENCODING THE SAME 

FIELD OF THE INVENTION 

0001. The present invention relates generally to the iden 
tification and isolation of novel DNA and to the recombinant 
production of novel polypeptides. 

BACKGROUND OF THE INVENTION 

0002 Extracellular proteins play important roles in, 
among other things, the formation, differentiation and main 
tenance of multicellular organisms. The fate of many indi 
vidual cells, e.g., proliferation, migration, differentiation, or 
interaction with other cells, is typically governed by infor 
mation received from other cells and/or the immediate 
environment. This information is often transmitted by 
Secreted polypeptides (for instance, mitogenic factors, Sur 
Vival factors, cytotoxic factors, differentiation factors, neu 
ropeptides, and hormones) which are, in turn, received and 
interpreted by diverse cell receptors or membrane-bound 
proteins. These Secreted polypeptides or Signaling molecules 
normally pass through the cellular Secretory pathway to 
reach their site of action in the extracellular environment. 

0003) Secreted proteins have various industrial applica 
tions, including as pharmaceuticals, diagnostics, biosensors 
and bioreactors. Most protein drugs available at present, 
Such as thrombolytic agents, interferons, interleukins, eryth 
ropoietins, colony Stimulating factors, and various other 
cytokines, are Secretory proteins. Their receptors, which are 
membrane proteins, also have potential as therapeutic or 
diagnostic agents. Efforts are being undertaken by both 
industry and academia to identify new, native Secreted 
proteins. Many efforts are focused on the Screening of 
mammalian recombinant DNA libraries to identify the cod 
ing Sequences for novel Secreted proteins. Examples of 
Screening methods and techniques are described in the 
literature See, for example, Klein et al., Proc. Natl. Acad. 
Sci. 93:7108-7113 (1996); U.S. Pat. No. 5,536,637)). 
0004 Membrane-bound proteins and receptors can play 
important roles in, among other things, the formation, dif 
ferentiation and maintenance of multicellular organisms. 
The fate of many individual cells, e.g., proliferation, migra 
tion, differentiation, or interaction with other cells, is typi 
cally governed by information received from other cells 
and/or the immediate environment. This information is often 
transmitted by Secreted polypeptides (for instance, mitoge 
nic factors, Survival factors, cytotoxic factors, differentiation 
factors, neuropeptides, and hormones) which are, in turn, 
received and interpreted by diverse cell receptorS or mem 
brane-bound proteins. Such membrane-bound proteins and 
cell receptors include, but are not limited to, cytokine 
receptors, receptor kinases, receptor phosphatases, receptors 
involved in cell-cell interactions, and cellular adhesin mol 
ecules like Selectins and integrins. For instance, transduction 
of Signals that regulate cell growth and differentiation is 
regulated in part by phosphorylation of various cellular 
proteins. Protein tyrosine kinases, enzymes that catalyze that 
process, can also act as growth factor receptors. Examples 
include fibroblast growth factor receptor and nerve growth 
factor receptor. 
0005 Membrane-bound proteins and receptor molecules 
have various industrial applications, including as pharma 
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ceutical and diagnostic agents. Receptor immunoadhesins, 
for instance, can be employed as therapeutic agents to block 
receptor-ligand interactions. The membrane-bound proteins 
can also be employed for Screening of potential peptide or 
Small molecule inhibitors of the relevant receptor/ligand 
interaction. 

0006 Efforts are being undertaken by both industry and 
academia to identify new, native receptor or membrane 
bound proteins. Many efforts are focused on the Screening of 
mammalian recombinant DNA libraries to identify the cod 
ing Sequences for novel receptor or membrane-bound pro 
teins. 

0007) 1. PRO1484 
0008 Adipose differentiation is accompanied by changes 
in cellular morphology, a dramatic accumulation of intrac 
ellular lipid and activation of a Specific program of gene 
expression (Liang et al., J. Biol. Chem. 271:10697-10703 
(1996)). Adipose complement-related protein is a protein 
whose expression is highly induced during adipocyte dif 
ferentiation and which shares significant homology with 
Subunits of complement factor C1q, collagen alpha 1(x) and 
the brain-specific facto cerebellin (Scherer et al., J. Biol. 
Chem. 270:26746-26749 (1995)). While the function of 
adipocyte complement-related protein is presently 
unknown, the tissue-specific expression thereof Suggests 
that this protein functions as a novel Signaling molecule for 
adipose tissue. AS Such, there is significant interest in 
identifying and characterizing novel polypeptides having 
homology to adipocyte complement-related protein. We 
herein describe the identification and characterization of 
novel polypeptides having homology to adipocyte comple 
ment-related protein, designated herein as PRO1484 
polypeptides. 

0009 2. PRO4334 
0010 Plasma cell membrane glycoprotein PC-1 is of 
interest. The cloning of PC-1 is described in the art, i.e., see 
Buckley, et al., J. Biol. Chem., 265(29): 17506-11 (1990) and 
WO9519570-A. WO9519570-A describes the human insul 
lin receptor tyrosine kinase inhibitor PC-1. It is reported that 
PC-1 is useful in the diagnosis and treatment of diseases 
involving inappropriate insulin receptor tyrosine kinase 
inhibitor expression Such as non-insulin dependent mellitus. 
Thus, proteins having homology to PC-1 are of interest. 

0011) 3. PRO1122 
0012. It has been reported that the cytokine interleukin 17 
(IL-17) stimulates epithelial, endothelial, and fibroblastic 
cells to Secrete cytokines Such as IL-6, IL-8, and granulo 
cyte-colony-stimulating factor, as well as prostaglandin E2. 
Moreover, it has been shown that when cultured in the 
presence of IL-17, fibroblasts could sustain proliferation of 
CD34+ preferential maturation into neutrophils. Thus it has 
been Suggested that IL-17 constitutes an early initiator of the 
T cell-dependent inflammatory reaction and/or an element of 
the cytokine network that bridges the immune System to 
hematopoiesis. See, Yao, et al., J. Immunol., 155(12):5483 
5486 (1995); Fossiez, et al., J. Exp. Med., 183(6):2593-2603 
(1996); Kennedy, et al., J. Interferon Cytokine Res., 
16(8):611-617 (1996). Thus, proteins related to IL-17, 
including CTLA-8, which has been mistaken for IL-17 (see 
Kennedy, Supra) are of interest. 
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0013 4. PRO1889 
0.014 E48 antigen protein is a cysteine-rich GPI-an 
chored membrane protein that belongs to the LY-6 family of 
human proteins (see, e.g., WO 96/35808). The E48 antigen 
Serves as a marker for Squamous cells, exhibits biological 
activity of cell-cell/cell-matrix adhesion and is a target for 
antibody-based immunotherapy. The amino acid Sequence 
of the E48 antigen protein has previously been deduced from 
a cDNA clone which was obtained from a squamous cell 
carcinoma of the head and neck. AS Such, the E48 antigen 
Serves as a potential target for the treatment of Squamous cell 
CCC. 

0.015 We herein describe the identification and charac 
terization of novel polypeptides having homology to E48 
antigen protein, designated herein as PRO1889 polypep 
tides. 

0016) 5. PRO1890 
0.017. The recognition of carbohydrates by lectins has 
been found to play an important role in various aspects of 
eukaryotic physiology. A number of different animal and 
plant lectin families exist, but it is the calcium dependent, or 
type C, lectins that have recently garnered the most atten 
tion. For example, the recognition of carbohydrate residues 
on either endothelial cells or leukocytes by the Selectin 
family of calcium dependent lectins has been found to be of 
profound importance to the trafficking of leukocytes to 
inflammatory sites. Lasky, L., Ann. Rev. Biochem., 64 113 
139 (1995). The biophysical analysis of these adhesive 
interactions has Suggested that lectin-carbohydrate binding 
evolved in this case to allow for the adhesion between 
leukocytes and the endothelium under the high Shear con 
ditions of the vasculature. Thus, the rapid on rates of 
carbohydrate recognition by Such lectins allows for a hasty 
acquisition of ligand, a necessity under the high Shear of the 
vascular flow. The physiological use of type C lectins in this 
case is also Supported by the relatively low affinities of these 
interactions, a requirement for the leukocyte rolling phe 
nomenon that has been observed to occur at Sites of acute 
inflammation. The crystal Structures of the mannose binding 
protein (Weis et al., Science 254, 1608–1615 1991); Weis et 
al., Nature 360 127-134 (1992) and E-selectin (Graves et 
al., Nature 367(6463), 532–538 1994), together with vari 
ous mutagenesis analyses (Erbe et al., J. Cell. Biol. 119(1), 
215-227 1992; Drickamer, Nature 360, 183-186 1992); 
Iobst et al., J. Biol. Chem. 169(22), 15505-15511 1994); 
Kogan et al., J. Biol. Chem. 270(23), 14047-14055 (1995), 
is consistent with the Supposition that the type C lectins are, 
in general, involved with the rapid recognition of clustered 
carbohydrates. Together, these data Suggest that type C 
lectins perform a number of critical physiological phenom 
ena through the rapid, relatively low affinity recognition of 
carbohydrates. 
0.018) Given the obvious importance of the lectin proteins 
in numerous biological processes, efforts are currently being 
made to identify novel lectin proteins or proteins having 
Sequence homology to lectin proteins. We herein describe 
the identification and characterization of novel polypeptides 
having homology to a lectin protein, designated herein as 
PRO1890 polypeptides. 
0019. 6. PRO1887 
0020 Enzymatic proteins play important roles in the 
chemical reactions involved in the digestion of foods, the 
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biosynthesis of macromolecules, the controlled release and 
utilization of chemical energy, and other processes necessary 
to Sustain life. Enzymes have also been shown to play 
important roles in combating various diseases and disorders. 
For example, liver carboxylesterases have been reported to 
assist in Sensitizing human tumor cells to the cancer pro 
drugs. Danks et al., report that Stable expression of the 
cDNA encoding a carboxylesterase in Rh30 human rhab 
domyosarcoma cells increased the Sensitivity of the cells to 
the CPT-11 cancer prodrug 8.1-fold. Cancer Res. (1998) 
58(1):20-22. The authors propose that this prodrug/enzyme 
combination could be exploited therapeutically in a manner 
analogous to approaches currently under investigation with 
the combinations of ganciclovir/herpes Simplex virus thy 
midine kinase and 5-fluorocytosine/cytosine deaminase. Van 
Pelt et al. demonstrated that a 55 kD human liver carboxy 
lesterase inhibits the invasion of Plasmodium falciparum 
malaria Sporozoites into primary human hepatocytes in 
culture. J Hepatol (1997) 27(4):688-698. 
0021 Carboxylesterases have also been found to be of 
importance in the detoxification of drugs, pesticides and 
other xenobiotics. Purified human liver carboxylesterases 
have been shown to be involved in the metabolism of 
various drugs including cocaine and heroin. Prindel et al. 
describe the purification and cloning of a broad Substrate 
Specificity human liver carboxylesterase which catalyzes the 
hydrolysis of cocaine and heroin and which may play an 
important role in the degradation of these drugs in human 
tissues. J. Biol. Chem. (1997) 6:272(23): 14769-14775. 
BrZenzinski et al. describe a spectrophotometric competitive 
inhibition assay used to identify drug or environmental 
esters that are metabolized by carboxylesterases. Drug 
Metab Dispos (1997) 25(9):1089-1096. 
0022. As additional background information on carboxy 
lesterases, Kroetzetal. (Biochemistry, (1993)32(43): 11606 
17) reported the cDNA cloning and characterization of 
human liver carboxylesterases. Aida et al. (Biochim Biophys 
Acta (1993) 1174(1): 72-4) reported the cDNA cloning and 
characterization of a male-predominant carboxylesterase in 
mouse liver carboxylesterases. 
0023. In light of the important physiological roles played 
by carboxylesterases, efforts are being undertaken by both 
industry and academia to identify new, native carboxy 
lesterase homologs. We herein describe the identification 
and characterization of a novel polypeptide having homol 
ogy to carboxylesterase. 

0024 7. PRO1785 
0025 Antioxidant enzymes are thought to play a crucial 
role in the Survival of the parasite, Schistosoma mansoni, 
during its migration through the tissues of a definitive host. 
Recently, one Such enzyme, glutathione peroxidase was 
cloned. Roche, et al., Gene, 138:149-152 (1994), accession 
number GSHC SCHMA. Glutathione perxodiases are fur 
ther described in FR268.9906-A. Thus, glutathione peroxi 
dases, and the nucleic acids which encode them are useful as 
diagnostic reagents, vaccines and in assays to find modula 
tors of antioxidant enzymes. 
0026 8. PRO4353 
0027 Semaphorins comprise a large family of proteins 
implicated in axonal guidance during development. Sema 
phorin Y may be used to inhibit peripheral nerve growth. 
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Semaphorin Z is useful as a central nerve extension inhibi 
tor. Semaphorin Z inhibitors can be used as promoters of 
central nerve regeneration. Thus Semaphorins and regulators 
of Semaphorins are of great interest. Kikuchi, et al., Brain 
Res Mol Brain Res., 51(1-2):229-37 (1997); Shoji, et al., 
Development, 125(7): 1275-83 (1998). 
0028 9. PRO4357 
0029 Efforts are being undertaken by both industry and 
academia to identify new, native Secreted proteins. Many of 
these efforts are focused on the Screening of mammalian 
recombinant DNA libraries to identify the coding Sequences 
for novel secreted proteins. We herein describe the identi 
fication and characterization of novel Secreted polypeptides, 
designated herein as PRO4357 polypeptides. 
0030) 10. PRO4405 
0.031) Efforts are being undertaken by both industry and 
academia to identify new, native transmembrane receptor 
proteins. Many efforts are focused on the Screening of 
mammalian recombinant DNA libraries to identify the cod 
ing Sequences for novel transmembrane receptor proteins. 
We herein describe the identification and characterization of 
novel transmembrane polypeptides, designated herein as 
PRO4405 polypeptides. 
0032) 11. PRO4356 
0033 Glycosylphosphatidylinositol (GPI) anchored pro 
teoglycans are generally localized to the cell Surface and are 
thus known to be involved in the regulation of responses of 
cells to numerous growth factors, cell adhesion molecules 
and extracellular matrix components. The metastasis-asso 
ciated GPI-anchored protein (MAGPIAP) is one of these 
cell Surface proteins which appears to be involved in 
metastasis. Metastasis is the form of cancer wherein the 
transformed or malignant cells are traveling and Spreading 
the cancer from one site to another. Therefore, identifying 
the polypeptides related to metastasis and MAGPIAP is of 
interest. 

0034) 12. PRO4352 
0.035 Cadherins are a large family of transmembrane 
proteins. Cadherins comprise a family of calcium-dependent 
glycoproteins that function in mediating cell-cell adhesion in 
Virtually all Solid tissues of multicellular organisms. At least 
cadherins 1-13 as well as types B, E, EP, M, N, PandR have 
been characterized. Among the functions cadherins are 
known for, with Some exceptions, cadherins participate in 
cell aggregation and are associated with cell-cell adhesion 
Sites. Recently, it has been reported that while all cadherins 
share multiple repeats of a cadherin Specific motif believed 
to correspond to folding of extracellular domains, members 
of the cadherin Superfamily have divergent Structures and, 
possibly, functions. In particular it has been reported that 
members of the cadherin Superfamily are involved in Signal 
transduction. See, Suzuki, J. Cell Biochem, 61(4):531-542 
(1996). Cadherins are further described in Tanihara, et al., J. 
Cell Sci., 107(6):1697-1704 (1994), Aberle, et al., J. Cell 
Biochem, 61(4):514-523 (1996), Obata, et al., Cell Adhes. 
Commun., 6(4):323-33 (1998) and Tanihara, et al., Cell 
Adhes. Commun., 2(1):15-26 (1994). 
0.036 Protocadherins are members of the cadherin Super 
family which are highly expressed in the brain. In Some 
Studies, protocadherins have shown cell adhesion activity. 
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See, Sano, et al., EMBO.J., 12(6):2249-2256 (1993). How 
ever, Studies have also shown that Some protocadherins, 
such as protocadherin 3 (also referred to as Pcdh3 or pc3), 
do not show Strong calcium dependent cell aggregation 
activity. See, Sago, et al., Genomics, 29(3):631-640 (1995) 
for this study and further characteristics of Pedh3. Mol 
ecules related to pc3 argreat interest. Also of great interest 
is the Subtype of desmosomal cadherin described in Koch, et 
al., Differentiation, 47(1):29-36 (1991). 
0037 Of particular interest are proteins having a 
Sequence with homology to that described in Amagai, et al., 
Cell, 67(5):869-77 (1991). This study describes antibodies 
against a novel epithelial cadherin in pemphigus Vulgaris, a 
disease of cell adhesion. Also of interest are full-length 
cadherins. Additionally, proteins having homology to the fat 
tumor Suppressor gene which are novel cadherins are of 
interest. 

0038 13. PRO4380 
0039 Efforts are being undertaken by both industry and 
academia to identify new, native Secreted proteins. Many of 
these efforts are focused on the Screening of mammalian 
recombinant DNA libraries to identify the coding Sequences 
for novel secreted proteins. We herein describe the identi 
fication and characterization of novel Secreted polypeptides, 
designated herein as PRO4380 polypeptides. 

0040 14. PRO4354 
0041) Efforts are being undertaken by both industry and 
academia to identify new, native Secreted proteins. Many of 
these efforts are focused on the Screening of mammalian 
recombinant DNA libraries to identify the coding Sequences 
for novel secreted proteins. We herein describe the identi 
fication and characterization of novel Secreted polypeptides, 
designated herein as PRO4354 polypeptides. 

0042) 15. PRO4408 
0043. Efforts are being undertaken by both industry and 
academia to identify new, native Secreted proteins. Many of 
these efforts are focused on the Screening of mammalian 
recombinant DNA libraries to identify the coding Sequences 
for novel secreted proteins. We herein describe the identi 
fication and characterization of novel Secreted polypeptides, 
designated herein as PRO4408 polypeptides. 

0044) 16. PRO5737 
0045 Interleukin-1 refers to two proteins (IL-1C. and 
IL-1f8) which play a key role early in the inflammatory 
response (for a review, see Dinarello, Blood, 87: 2095-2147 
(1996) and references therein). Both proteins are made as 
intracellular precursor proteins which are cleaved upon 
Secretion to yield mature carboxy-terminal 17 kDa frag 
ments which are biologically active. In the case of IL-1B, 
this cleavage involves an intracellular cysteine protease, 
known as ICE, which is required to release the active 
fragment from the inactive precursor. The precursor of 
IL-1C. is active. 

0046) These two proteins act by binding to cell surface 
receptors found on almost all cell types and triggering a 
range of responses either alone or in concert with other 
Secreted factors. These range from effects on proliferation 
(e.g. fibroblasts, T cells) apoptosis (e.g. A375 melanoma 
cells), cytokine induction (e.g. of TNF, IL-1, IL-8), receptor 
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activation (e.g. E-Selectin), eicosanoid production (e.g. 
PGE2) and the Secretion of degradative enzymes (e.g. col 
lagenase). To achieve these effects, IL-1 activates transcrip 
tion factors Such as NF-KB and AP-1. Several of the 
activities of IL-1 action on target cells are believed to be 
mediated through activation of kinase cascades that have 
also been associated with cellular Stresses, Such as the StreSS 
activated MAP kinase JNK/SAPK and p38. 
0047 A third member of the IL-1 family was subse 
quently discovered which acts as a natural antagonist of 
IL-1C. and IL-1B by binding to the IL-1 receptor but not 
transducing an intracellular Signal or a biological response. 
The protein is called IL-1Ra (for IL-1 receptor antagonist) or 
IRAP (for IL-1 receptor antagonist protein). At least three 
alternatively spliced forms of IL-1Ra exist: one encodes 
Secreted protein, and the other two encode intracellular 
proteins. IL-1C., IL-1B and IL-1Ra exhibit approximately 
25-30% sequence identity with each other and share a 
Similar three dimensional Structure consisting of twelve 
B-strands folded into a f-barrel, with an internal thrice 
repeated Structural motif. 

0.048. There are three known IL-1 receptor subunits. The 
active receptor complex consists of the type I receptor and 
IL-1 accessory protein (IL-1RAcP). The type I receptor is 
responsible for binding of the IL-1C, IL-1B and IL-1Ra 
ligands, and is able to do so in the absence of the IL-1RAcP. 
However, Signal transduction requires the interaction of 
IL-1C. or IL-1B with the IL-1RAcP. IL-1Ra does not interact 
with the IL-1RAcP and hence cannot induce Signal trans 
duction. A third receptor Subunit, the type II receptor, binds 
IL-1C. and IL-1B but cannot transduce Signal due its lack of 
an intracellular domain. Instead, the type II receptor either 
acts as a decoy in its membrane bound form or as an IL-1 
antagonist in a processed, Secreted form, and hence inhibits 
IL-1 activity. The type II receptor weakly binds to IL-1Ra. 

0049 Many studies using IL-1Ra, Soluble IL-1R derived 
from the extracellular domain of the type I IL-1 receptor, 
antibodies to IL-1C. or IL-1B, and transgenic knockout mice 
for these genes have shown that IL-1 plays a role in a 
number of pathophysiologies (for a review, see Dinarello, 
Blood, 87: 2095-2147 (1996)). For example, IL-1Ra has 
been shown to be effective in animal models of Septic Shock, 
rheumatoid arthritis, graft-versus-host disease (GVHD), 
Stroke, cardiac ischemia, psoriasis, inflammatory bowel dis 
ease, and asthma. In addition, IL-1Ra has demonstrated 
efficacy in clinical trials for rheumatoid arthritis and GVHD, 
and is also in clinical trials for inflammatory bowel disease, 
asthma and psoriasis. 

0050 More recently, interleukin-18 (IL-18) was placed in 
the IL-1 family (for a review, see Dinarello et al., J. Leuko 
cyte Biol., 63: 658-664 (1998)). IL-18 shares the B-pleated, 
barrel-like form of IL-1C. and IL-1B. In addition, IL-18 is the 
natural ligand for the IL-1 receptor family member formerly 
known as IL-1R-related protein (IL-1Rrp) (now known as 
the IL-18 receptor (IL-18R)). IL-18 has been shown to 
initiate the inflammatory cytokine cascade in a mixed popu 
lation of peripheral blood mononuclear cells (PBMCs) by 
triggering the constitutive IL-18 receptors on lymphocytes 
and NK cells, inducing TNF production in the activated 
cells. TNF, in turn, stimulates IL-1 and IL-8 production in 
CD14+ cells. Because of its ability to induce TNF, IL-1, and 
both C-C and C-X-C chemokines, and because IL-18 
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induces Fas ligand as well as nuclear translocation of 
nuclear factor 6B (NF-6B), IL-18 ranks with other pro 
inflammatory cytokines as a likely contributor to Systemic 
and local inflammation. 

0051) 17. PRO4.425 
0052 Efforts are being undertaken by both industry and 
academia to identify new, native Secreted proteins. Many of 
these efforts are focused on the Screening of mammalian 
recombinant DNA libraries to identify the coding Sequences 
for novel secreted proteins. We herein describe the identi 
fication and characterization of novel Secreted polypeptides, 
designated herein as PRO4425 polypeptides. 
0053) 18. PRO5990 
0054 The Secretogranin proteins (e.g. Secretogranin I and 
II) are found in Secretory granules in a variety of endocrine 
cells and neurons. Schimmel, A. et al., FEBS Lett. 
314(3):375-80 (1992); Gerdes, H. H. et al., J. Biol. Chem. 
264(20): 12009-15. A possible function of the secretogranin 
proteins is the packaging of Secretory products, including 
regulatory peptides. Chanat, E. et al., FEBS Lett. 
351(2):225-30 (1994); Rosa, P. et al., J. Cell. Biol. 
101(5):1999-2011 (1985); Gorr, S. U. et al., Am. J. Physiol. 
257(2):E247-54 (1989). Secretogranins have been success 
fully used as biological markers in a number of contexts. For 
example, Secretogranin II has gained importance as an 
immunohistochemical marker for endocrine neoplasms. See 
Fischer-Colbrie, R. et al., J. Biol. Chem. 265(16): 9208-13 
(1990). Eder et al. found that the ratio of secretogranin II to 
chromogranins was remarkably constant within patient 
populations, and Suggest that the ratio may be used as a 
parameter to Standardize CSF levels of other peptides, Such 
as neuropeptides. Eder, U., et al., J. Neural Transm., 
105(1):39-51 (1998). 
0055 We herein describe the identification and charac 
terization of novel polypeptides having Sequence Similarity 
to secretogranin, designated herein as PRO5990 polypep 
tides. 

0056) 19. PRO6030 
0057 Efforts are being undertaken by both industry and 
academia to identify new, native transmembrane receptor 
proteins. Many efforts are focused on the Screening of 
mammalian recombinant DNA libraries to identify the cod 
ing Sequences for novel transmembrane receptor proteins. 
We herein describe the identification and characterization of 
novel transmembrane polypeptides, designated herein as 
PRO6030 polypeptides. 
0058. 20. PRO4424 
0059 Efforts are being undertaken by both industry and 
academia to identify new, native Secreted proteins. Many of 
these efforts are focused on the Screening of mammalian 
recombinant DNA libraries to identify the coding Sequences 
for novel secreted proteins. We herein describe the identi 
fication and characterization of novel Secreted polypeptides, 
designated herein as PRO4424 polypeptides. 

0060) 21. PRO4422 
0061 Lysozyme is a protein which is widely distributed 
in Several human tissues and Secretions including milk, tears 
and Saliva. It has been demonstrated to hydrolyze linkages 
between N-acetylglucosamines. It has been demonstrated to 
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be an inhibitor of chemotaxis and of the production of toxic 
oxygen free radicals and may also have Some role in the 
calcification process. AS Such, there is Substantial interest in 
identifying novel polypeptides having homology to 
lysozyme. Nakano and Graf, Biochim. BiophyS Acta, 
1090(2):273-6 (1991). 
0062) 22. PRO4430 
0.063 Efforts are being undertaken by both industry and 
academia to identify new, native Secreted proteins. Many of 
these efforts are focused on the Screening of mammalian 
recombinant DNA libraries to identify the coding Sequences 
for novel secreted proteins. We herein describe the identi 
fication and characterization of novel Secreted polypeptides, 
designated herein as PRO4430 polypeptides. 
0064. 23. PRO4499 
0065 Efforts are being undertaken by both industry and 
academia to identify new, native transmembrane receptor 
proteins. Many efforts are focused on the Screening of 
mammalian recombinant DNA libraries to identify the cod 
ing Sequences for novel transmembrane receptor proteins. 
We herein describe the identification and characterization of 
novel transmembrane polypeptides, designated herein as 
PRO4499 polypeptides. 

SUMMARY OF THE INVENTION 

0.066 1. PRO1484 
0067. A cDNA clone (DNA44686-1653) has been iden 
tified, having homology to nucleic acid encoding adipocyte 
complement-related protein that encodes a novel polypep 
tide, designated in the present application as “PRO1484. 
0068. In one embodiment, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO1484 polypeptide. 
0069. In one aspect, the isolated nucleic acid comprises 
DNA having at least about 80% sequence identity, prefer 
ably at least about 85% sequence identity, more preferably 
at least about 90% sequence identity, most preferably at least 
about 95% sequence identity to (a) a DNA molecule encod 
ing a PRO1484 polypeptide having the Sequence of amino 
acid residues from about 1 or about 23 to about 246, 
inclusive of FIG. 2 (SEQ ID NO:2), or (b) the complement 
of the DNA molecule of (a). 
0070. In another aspect, the invention concerns an iso 
lated nucleic acid molecule encoding a PRO1484 polypep 
tide comprising DNA hybridizing to the complement of the 
nucleic acid between about nucleotides 77 or about 143 and 
about 814, inclusive, of FIG. 1 (SEQ ID NO: 1). Preferably, 
hybridization occurs under Stringent hybridization and wash 
conditions. 

0071. In a further aspect, the invention concerns an 
isolated nucleic acid molecule comprising DNA having at 
least about 80% sequence identity, preferably at least about 
85% sequence identity, more preferably at least about 90% 
sequence identity, most preferably at least about 95% 
Sequence identity to (a) a DNA molecule encoding the same 
mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203581 (DNA44686-1653) or (b) the 
complement of the nucleic acid molecule of (a). In a 
preferred embodiment, the nucleic acid comprises a DNA 
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encoding the same mature polypeptide encoded by the 
human protein cDNA in ATCC Deposit No. 203581 
(DNA44686-1653). 
0072. In still a further aspect, the invention concerns an 
isolated nucleic acid molecule comprising (a) DNA encod 
ing a polypeptide having at least about 80% sequence 
identity, preferably at least about 85% sequence identity, 
more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to the 
Sequence of amino acid residues 1 or about 23 to about 246, 
inclusive of FIG. 2 (SEQ ID NO:2), or (b) the complement 
of the DNA of (a). 
0073. In a further aspect, the invention concerns an 
isolated nucleic acid molecule having at least 600 nucle 
otides and produced by hybridizing a test DNA molecule 
under Stringent conditions with (a) a DNA molecule encod 
ing a PRO1484 polypeptide having the Sequence of amino 
acid residues from 1 or about 23 to about 246, inclusive of 
FIG. 2 (SEQ ID NO:2), or (b) the complement of the DNA 
molecule of (a), and, if the DNA molecule has at least about 
an 80% sequence identity, prefereably at least about an 85% 
sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% 
Sequence identity to (a) or (b), isolating the test DNA 
molecule. 

0074. In a specific aspect, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO 1484 polypeptide, with or without the N-terminal signal 
Sequence and/or the initiating methionine, or is complemen 
tary to Such encoding nucleic acid molecule. The Signal 
peptide has been tentatively identified as extending from 
about amino acid position 1 to about amino acid position 22 
in the sequence of FIG. 2 (SEQ ID NO:2). 
0075. In another aspect, the invention concerns an iso 
lated nucleic acid molecule comprising (a) DNA encoding a 
polypeptide Scoring at least about 80% positives, preferably 
at least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 1 
or about 23 to about 246, inclusive of FIG. 2 (SEQ ID 
NO:2), or (b) the complement of the DNA of (a). 
0076 Another embodiment is directed to fragments of a 
PRO 1484 polypeptide coding Sequence that may find use as 
hybridization probes. Such nucleic acid fragments are from 
about 20 to about 80 nucleotides in length, preferably from 
about 20 to about 60 nucleotides in length, more preferably 
from about 20 to about 50 nucleotides in length and most 
preferably from about 20 to about 40 nucleotides in length 
and may be derived from the nucleotide Sequence shown in 
FIG. 1 (SEQ ID NO:1). 
0077. In another embodiment, the invention provides 
isolated PRO1484 polypeptide encoded by any of the iso 
lated nucleic acid Sequences hereinabove identified. 
0078. In a specific aspect, the invention provides isolated 
native sequence PRO1484 polypeptide, which in certain 
embodiments, includes an amino acid Sequence comprising 
residues 1 or about 23 to about 246 of FIG. 2 (SEQ ID 
NO:2). 
0079. In another aspect, the invention concerns an iso 
lated PRO1484 polypeptide, comprising an amino acid 
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Sequence having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more pref 
erably at least about 90% sequence identity, most preferably 
at least about 95% sequence identity to the Sequence of 
amino acid residues 1 or about 23 to about 246, inclusive of 
FIG. 2 (SEQ ID NO:2). 
0080. In a further aspect, the invention concerns an 
isolated PRO1484 polypeptide, comprising an amino acid 
Sequence Scoring at least about 80% positives, preferably at 
least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 1 
or about 23 to about 246, inclusive of FIG. 2 (SEQ ID 
NO:2). 
0081. In yet another aspect, the invention concerns an 
isolated PRO1484 polypeptide, comprising the Sequence of 
amino acid residues 1 or about 23 to about 246, inclusive of 
FIG. 2 (SEQ ID NO:2), or a fragment thereof sufficient to 
provide a binding site for an anti-PRO1484 antibody. Pref 
erably, the PRO1484 fragment retains a qualitative biologi 
cal activity of a native PRO1484 polypeptide. 

0082 In a still further aspect, the invention provides a 
polypeptide produced by (i) hybridizing a test DNA mol 
ecule under Stringent conditions with (a) a DNA molecule 
encoding a PRO1484 polypeptide having the Sequence of 
amino acid residues from about 1 or about 23 to about 246, 
inclusive of FIG. 2 (SEQ ID NO:3), or (b) the complement 
of the DNA molecule of (a), and if the test DNA molecule 
has at least about an 80% sequence identity, preferably at 
least about an 85% sequence identity, more preferably at 
least about a 90% sequence identity, most preferably at least 
about a 95% sequence identity to (a) or (b), (ii) culturing a 
host cell comprising the test DNA molecule under condi 
tions Suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

0083) 2. PRO4334 

0084. A clDNA clone (DNA59608-2577) has been iden 
tified that encodes a novel polypeptide having homology to 
PC-1 and designated in the present application as 
“PRO4334. 

0085. In one embodiment, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO4334 polypeptide. 

0.086. In one aspect, the isolated nucleic acid comprises 
DNA having at least about 80% sequence identity, prefer 
ably at least about 85% sequence identity, more preferably 
at least about 90% sequence identity, most preferably at least 
about 95% sequence identity to (a) a DNA molecule encod 
ing a PRO4334 polypeptide having the Sequence of amino 
acid residues from 1 or about 23 to about 440, inclusive of 
FIG. 4 (SEQ ID NO:9), or (b) the complement of the DNA 
molecule of (a). 
0087. In another aspect, the invention concerns an iso 
lated nucleic acid molecule encoding a PRO4334 polypep 
tide comprising DNA hybridizing to the complement of the 
nucleic acid between about residues 150 and about 1403, 
inclusive, of FIG. 3 (SEQ ID NO:8). Preferably, hybridiza 
tion occurs under Stringent hybridization and wash condi 
tions. 
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0088. In a further aspect, the invention concerns an 
isolated nucleic acid molecule comprising DNA having at 
least about 80% sequence identity, preferably at least about 
85% sequence identity, more preferably at least about 90% 
sequence identity, most preferably at least about 95% 
Sequence identity to (a) a DNA molecule encoding the same 
mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203870 (DNA59608-2577), or (b) the 
complement of the DNA molecule of (a). In a preferred 
embodiment, the nucleic acid comprises a DNA encoding 
the same mature polypeptide encoded by the human protein 
cDNA in ATCC Deposit No. 203870 (DNA59608-2577). 
0089. In a still further aspect, the invention concerns an 
isolated nucleic acid molecule comprising (a) DNA encod 
ing a polypeptide having at least about 80% sequence 
identity, preferably at least about 85% sequence identity, 
more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to the 
Sequence of amino acid residues from about 23 to about 440, 
inclusive of FIG. 4 (SEQ ID NO:9), or the complement of 
the DNA of (a). 
0090. In a further aspect, the invention concerns an 
isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides 
and produced by hybridizing a test DNA molecule under 
Stringent conditions with (a) a DNA molecule encoding a 
PRO4334 polypeptide having the sequence of amino acid 
residues from about 23 to about 440, inclusive of FIG. 4 
(SEQ ID NO:9), or (b) the complement of the DNA mol 
ecule of (a), and, if the DNA molecule has at least about an 
80% sequence identity, preferably at least about an 85% 
sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% 
Sequence identity to (a) or (b), isolating the test DNA 
molecule. 

0091. In another aspect, the invention concerns an iso 
lated nucleic acid molecule comprising (a) DNA encoding a 
polypeptide Scoring at least about 80% positives, preferably 
at least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 23 
to about 440, inclusive of FIG. 4 (SEQ ID NO:9), or (b) the 
complement of the DNA of (a). 
0092 Another embodiment is directed to fragments of a 
PRO4334 polypeptide coding Sequence that may find use as 
hybridization probes. Such nucleic acid fragments are from 
about 20 through about 80 nucleotides in length, preferably 
from about 20 through about 60 nucleotides in length, more 
preferably from about 20 through about 50 nucleotides in 
length, and most preferably from about 20 through about 40 
nucleotides in length. 
0093. In another embodiment, the invention provides 
isolated PRO4334 polypeptide encoded by any of the iso 
lated nucleic acid Sequences hereinabove defined. 
0094. In a specific aspect, the invention provides isolated 
native sequence PRO4334 polypeptide, which in one 
embodiment, includes an amino acid Sequence comprising 
residues 23 through 440 of FIG. 4 (SEQ ID NO:9). 
0095. In another aspect, the invention concerns an iso 
lated PRO4334 polypeptide, comprising an amino acid 
Sequence having at least about 80% sequence identity, 
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preferably at least about 85% sequence identity, more pref 
erably at least about 90% sequence identity, most preferably 
at least about 95% sequence identity to the Sequence of 
amino acid residues 23 to about 440, inclusive of FIG. 4 
(SEQ ID NO:9). 
0096. In a further aspect, the invention concerns an 
isolated PRO4334 polypeptide, comprising an amino acid 
Sequence Scoring at least about 80% positives, preferably at 
least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 23 
through 440 of FIG. 4 (SEQ ID NO:9). 
0097. In yet another aspect, the invention concerns an 
isolated PRO4334 polypeptide, comprising the Sequence of 
amino acid residues 23 to about 440, inclusive of FIG. 4 
(SEQ ID NO:9), or a fragment thereof sufficient to provide 
a binding site for an anti-PRO4334 antibody. Preferably, the 
PRO4334 fragment retains a qualitative biological activity 
of a native PRO4334 polypeptide. 
0098. In a still further aspect, the invention provides a 
polypeptide produced by (i) hybridizing a test DNA mol 
ecule under Stringent conditions with (a) a DNA molecule 
encoding a PRO4334 polypeptide having the Sequence of 
amino acid residues from about 23 to about 440, inclusive of 
FIG. 4 (SEQ ID NO:9), or (b) the complement of the DNA 
molecule of (a), and if the test DNA molecule has at least 
about an 80% sequence identity, preferably at least about an 
85% sequence identity, more preferably at least about a 90% 
Sequence identity, most preferably at least about a 95% 
Sequence identity to (a) or (b), (ii) culturing a host cell 
comprising the test DNA molecule under conditions Suitable 
for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 
0099 3. PRO1122 
0100. A clDNA clone (DNA62377-1381) has been iden 
tified, having Sequence identity with CTLA-8 that encodes 
a novel polypeptide, designated in the present application as 
“PRO1122. 

0101. In one embodiment, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO1122 polypeptide. 
0102) In one aspect, the isolated nucleic acid comprises 
DNA having at least about 80% sequence identity, prefer 
ably at least about 85% sequence identity, more preferably 
at least about 90% sequence identity, most preferably at least 
about 95% sequence identity to (a) a DNA molecule encod 
ing a PRO1122 polypeptide having the Sequence of amino 
acid residues from 1 or about 19 to about 197, inclusive of 
FIG. 6 (SEQID NO:11), or (b) the complement of the DNA 
molecule of (a). 
0103) In another aspect, the invention concerns an iso 
lated nucleic acid molecule encoding a PRO1122 polypep 
tide comprising DNA hybridizing to the complement of the 
nucleic acid between about residues 104 and about 640, 
inclusive, of FIG. 5 (SEQ ID NO:10). Preferably, hybrid 
ization occurs under Stringent hybridization and wash con 
ditions. 

0104. In a further aspect, the invention concerns an 
isolated nucleic acid molecule comprising DNA having at 
least about 80% sequence identity, preferably at least about 
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85% sequence identity, more preferably at least about 90% 
sequence identity, most preferably at least about 95% 
Sequence identity to (a) a DNA molecule encoding the same 
mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203552 (DNA62377-1381), or (b) the 
complement of the DNA molecule of (a). In a preferred 
embodiment, the nucleic acid comprises a DNA encoding 
the same mature polypeptide encoded by the human protein 
cDNA in ATCC Deposit No. 203552 (DNA62377-1381). 
0105. In a still further aspect, the invention concerns an 
isolated nucleic acid molecule comprising (a) DNA encod 
ing a polypeptide having at least about 80% sequence 
identity, preferably at least about 85% sequence identity, 
more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to the 
sequence of amino acid residues from about 19 to about 197, 
inclusive of FIG. 6 (SEQ ID NO:11), or the complement of 
the DNA of (a). 
0106. In a further aspect, the invention concerns an 
isolated nucleic acid molecule produced by hybridizing a 
test DNA molecule under stringent conditions with (a) a 
DNA molecule encoding a PRO1122 polypeptide having the 
sequence of amino acid residues from about 19 to about 197, 
inclusive of FIG. 6 (SEQ ID NO:11), or (b) the complement 
of the DNA molecule of (a), and, if the DNA molecule has 
at least about an 80% sequence identity, preferably at least 
about an 85% sequence identity, more preferably at least 
about a 90% sequence identity, most preferably at least 
about a 95% sequence identity to (a) or (b), isolating the test 
DNA molecule. 

0107. In another aspect, the invention concerns an iso 
lated nucleic acid molecule comprising (a) DNA encoding a 
polypeptide Scoring at least about 80% positives, preferably 
at least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 19 
to about 197, inclusive of FIG. 6 (SEQID NO:11), or (b) the 
complement of the DNA of (a). 
0108. In another embodiment, the invention provides 
isolated PRO1122 polypeptide encoded by any of the iso 
lated nucleic acid Sequences hereinabove defined. 
0109. In a specific aspect, the invention provides isolated 
native sequence PRO1122 polypeptide, which in one 
embodiment, includes an amino acid Sequence comprising 
residues 19 through 197 of FIG. 6 (SEQ ID NO:11). 
0110. In another aspect, the invention concerns an iso 
lated PRO1122 polypeptide, comprising an amino acid 
Sequence having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more pref 
erably at least about 90% sequence identity, most preferably 
at least about 95% sequence identity to the Sequence of 
amino acid residues 19 to about 197, inclusive of FIG. 6 
(SEQ ID NO11). 
0111. In a further aspect, the invention concerns an iso 
lated PRO1122 polypeptide, comprising an amino acid 
Sequence Scoring at least about 80% positives, preferably at 
least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 19 
through 197 of FIG. 6 (SEQ ID NO11). 
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0112) In a still further aspect, the invention provides a 
polypeptide produced by (i) hybridizing a test DNA mol 
ecule under Stringent conditions with (a) a DNA molecule 
encoding a PRO1122 polypeptide having the Sequence of 
amino acid residues from about 19 to about 197, inclusive of 
FIG. 6 (SEQID NO:11), or (b) the complement of the DNA 
molecule of (a), and if the test DNA molecule has at least 
about an 80% sequence identity, preferably at least about an 
85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% 
Sequence identity to (a) or (b), (ii) culturing a host cell 
comprising the test DNA molecule under conditions Suitable 
for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

0113 4. PRO1889 
0114. A cDNA clone (DNA77623-2524) has been iden 
tified, having homology to nucleic acid encoding E48 anti 
gen protein, that encodes a novel polypeptide, designated in 
the present application as “PRO1889”. 

0115) In one embodiment, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO1889 polypeptide. 

0116. In one aspect, the isolated nucleic acid comprises 
DNA having at least about 80% sequence identity, prefer 
ably at least about 85% sequence identity, more preferably 
at least about 90% sequence identity, most preferably at least 
about 95% sequence identity to (a) a DNA molecule encod 
ing a PRO1889 polypeptide having the Sequence of amino 
acid residues from about 1 or about 21 to about 97, inclusive 
of FIG. 8 (SEQ ID NO:16), or (b) the complement of the 
DNA molecule of (a). 
0117. In another aspect, the invention concerns an iso 
lated nucleic acid molecule encoding a PRO1889 polypep 
tide comprising DNA hybridizing to the complement of the 
nucleic acid between about nucleotides 39 or about 99 and 
about 329, inclusive, of FIG. 7 (SEQ ID NO:15). Preferably, 
hybridization occurs under Stringent hybridization and wash 
conditions. 

0118. In a further aspect, the invention concerns an 
isolated nucleic acid molecule comprising DNA having at 
least about 80% sequence identity, preferably at least about 
85% sequence identity, more preferably at least about 90% 
sequence identity, most preferably at least about 95% 
Sequence identity to (a) a DNA molecule encoding the same 
mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203546 (DNA77623-2524) or (b) the 
complement of the nucleic acid molecule of (a). In a 
preferred embodiment, the nucleic acid comprises a DNA 
encoding the same mature polypeptide encoded by the 
human protein cDNA in ATCC Deposit No. 203546 
(DNA77623-2524). 
0119). In still a further aspect, the invention concerns an 
isolated nucleic acid molecule comprising (a) DNA encod 
ing a polypeptide having at least about 80% sequence 
identity, preferably at least about 85% sequence identity, 
more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to the 
Sequence of amino acid residues 1 or about 21 to about 97, 
inclusive of FIG. 8 (SEQ ID NO:16), or (b) the complement 
of the DNA of (a). 
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0120 In a further aspect, the invention concerns an 
isolated nucleic acid molecule having at least 315 nucle 
otides and produced by hybridizing a test DNA molecule 
under Stringent conditions with (a) a DNA molecule encod 
ing a PRO1889 polypeptide having the sequence of amino 
acid residues from 1 or about 21 to about 97, inclusive of 
FIG. 8 (SEQ ID NO:16), or (b) the complement of the DNA 
molecule of (a), and, if the DNA molecule has at least about 
an 80% sequence identity, prefereably at least about an 85% 
sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% 
Sequence identity to (a) or (b), isolating the test DNA 
molecule. 

0121. In a specific aspect, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO1889 polypeptide, with or without the N-terminal signal 
Sequence and/or the initiating methionine, or is complemen 
tary to Such encoding nucleic acid molecule. The Signal 
peptide has been tentatively identified as extending from 
about amino acid position 1 to about amino acid position 20 
in the sequence of FIG. 8 (SEQ ID NO:16). 
0122). In another aspect, the invention concerns an iso 
lated nucleic acid molecule comprising (a) DNA encoding a 
polypeptide Scoring at least about 80% positives, preferably 
at least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 1 
or about 21 to about 97, inclusive of FIG. 8 (SEQ ID 
NO:16), or (b) the complement of the DNA of (a). 
0123. Another embodiment is directed to fragments of a 
PRO1889 polypeptide coding sequence that may find use as 
hybridization probes. Such nucleic acid fragments are from 
about 20 to about 80 nucleotides in length, preferably from 
about 20 to about 60 nucleotides in length, more preferably 
from about 20 to about 50 nucleotides in length and most 
preferably from about 20 to about 40 nucleotides in length 
and may be derived from the nucleotide Sequence shown in 
FIG. 7 (SEQ ID NO:15). 
0.124. In another embodiment, the invention provides 
isolated PRO1889 polypeptide encoded by any of the iso 
lated nucleic acid Sequences hereinabove identified. 
0.125. In a specific aspect, the invention provides isolated 
native sequence PRO1889 polypeptide, which in certain 
embodiments, includes an amino acid Sequence comprising 
residues 1 or about 21 to about 97 of FIG. 8 (SEQ ID 
NO:16). 
0.126 In another aspect, the invention concerns an iso 
lated PRO1889 polypeptide, comprising an amino acid 
Sequence having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more pref 
erably at least about 90% sequence identity, most preferably 
at least about 95% sequence identity to the Sequence of 
amino acid residues 1 or about 21 to about 97, inclusive of 
FIG. 8 (SEQ ID NO:16). 
0127. In a further aspect, the invention concerns an 
isolated PRO1889 polypeptide, comprising an amino acid 
Sequence Scoring at least about 80% positives, preferably at 
least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 1 
or about 21 to about 97, inclusive of FIG. 8 (SEQ ID 
NO:16). 
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0128. In yet another aspect, the invention concerns an 
isolated PRO1889 polypeptide, comprising the sequence of 
amino acid residues 1 or about 21 to about 97, inclusive of 
FIG. 8 (SEQ ID NO:16), or a fragment thereof sufficient to 
provide a binding site for an anti-PRO1889 antibody. Pref 
erably, the PRO1889 fragment retains a qualitative biologi 
cal activity of a native PRO1889 polypeptide. 

0129. In a still further aspect, the invention provides a 
polypeptide produced by (i) hybridizing a test DNA mol 
ecule under Stringent conditions with (a) a DNA molecule 
encoding a PRO1889 polypeptide having the sequence of 
amino acid residues from about 1 or about 21 to about 97, 
inclusive of FIG. 8 (SEQ ID NO:16), or (b) the complement 
of the DNA molecule of (a), and if the test DNA molecule 
has at least about an 80% sequence identity, preferably at 
least about an 85% sequence identity, more preferably at 
least about a 90% sequence identity, most preferably at least 
about a 95% sequence identity to (a) or (b), (ii) culturing a 
host cell comprising the test DNA molecule under condi 
tions Suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

0130. In another embodiment, the invention concerns a 
method for determining the presence of a PRO1889 
polypeptide comprising exposing a cell Suspected of con 
taining the polypeptide to an anti-PRO1889 antibody and 
determining binding of the antibody to the cell. 

0131. In yet another embodiment, the present invention 
relates to a method of diagnosing the presence of a cancer 
OuS cell in a mammal, comprising detecting the level of 
expression of a gene encoding a PRO1889 polypeptide (a) in 
a test Sample of tissue cells obtained from the mammal, and 
(b) in a control Sample of known normal tissue cells of the 
Same cell type, wherein a higher expression level in the test 
Sample indicates the presence of a cancerous cell, particu 
larly a cancerous Squamous cell, in the mammal. 
0132 A further embodiment is a method for identifying 
a compound capable of inhibiting the expression and/or 
activity of a PRO1889 polypeptide by contacting a candidate 
compound with a PRO1889 polypeptide under conditions 
and for time Sufficient to allow these two compounds to 
interact. In a Specific aspect, either the candidate compound 
or the PRO1889 polypeptide is immobilized on a solid 
Support. In another aspect, the non-immobilized component 
carries a detectable label. 

0133. In a further embodiment, the present invention 
provides a method of diagnosing tumor in a mammal, 
comprising detecting the level of expression of a gene 
encoding a PRO1889 polypeptide (a) in a test sample of 
tissue cells obtained from the mammal, and (b) in a control 
Sample of known normal tissue cells of the same cell type, 
wherein a higher expression level in the test Sample indi 
cates the presence of tumor in the mammal from which the 
test tissue cells were obtained. 

0134. In another embodiment, the present invention pro 
vides a method of diagnosing tumor in a mammal, compris 
ing (a) contacting an anti-PRO1889 antibody with a test 
Sample of the tissue cells obtained from the mammal, and (b) 
detecting the formation of a complex between the anti 
PRO1889 and the PRO1889 polypeptide in the test sample. 
The detection may be qualitative or quantitative, and may be 
performed in comparison with monitoring the complex 
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formation in a control Sample of known normal tissue cells 
of the same cell type. A larger quantity of complexes formed 
in the test Sample indicates the presence of tumor in the 
mammal from which the test tissue cells were obtained. The 
antibody preferably carries a detectable label. Complex 
formation can be monitored, for example, by light microS 
copy, flow cytometry, fluorimetry, or other techniques 
known in the art. Preferably, the test sample is obtained from 
an individual mammal Suspected to have neoplastic cell 
growth or proliferation (e.g., cancerous cells). 
0135) In another embodiment, the present invention pro 
vides a cancer diagnostic kit, comprising an anti-PRO1889 
antibody and a carrier (e.g. a buffer) in Suitable packaging. 
The kit preferably contains instructions for using the anti 
body to detect the PRO1889 polypeptide. 

0.136. In yet another embodiment, the invention provides 
a method for inhibiting the growth of tumor cells comprising 
exposing a cell which overexpresses a PRO1889 polypep 
tide to an effective amount of an agent inhibiting the 
expression and/or activity of the PRO1889 polypeptide. The 
agent preferably is an anti-PRO1889 polypeptide, a small 
organic and inorganic peptide, phosphopeptide, antisense or 
ribozyme molecule, or a triple helix molecule. In a specific 
aspect, the agent, e.g., anti-PRO1889 antibody induces cell 
death. In a further aspect, the tumor cells are further exposed 
to radiation treatment and/or a cytotoxic or chemotherapeu 
tic agent. 

0.137 In a further embodiment, the invention concerns an 
article of manufacture, comprising: 

0138) 

0139) 
0140 a composition comprising an active agent con 
tained within the container; wherein the composition is 
effective for inhibiting the growth of tumor cells, the 
label on the container indicates that the composition 
can be used for treating conditions characterized by 
overexpression of a PRO1889 polypeptide, and the 
active agent in the composition is an agent inhibiting 
the expression and/or activity of the PRO1889 
polypeptide. In a preferred aspect, the active agent is an 
anti-PRO1889 antibody. 

0141 5. PRO1890 

0142. A clDNA clone (DNA79230-2525) has been iden 
tified, having homology to nucleic acid encoding a lectin 
protein that encodes a novel polypeptide, designated in the 
present application as “PRO1890”. 

0143. In one embodiment, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO1890 polypeptide. 

0144. In one aspect, the isolated nucleic acid comprises 
DNA having at least about 80% sequence identity, prefer 
ably at least about 85% sequence identity, more preferably 
at least about 90% sequence identity, most preferably at least 
about 95% sequence identity to (a) a DNA molecule encod 
ing a PRO1890 polypeptide having the sequence of amino 
acid residues from about 1 or about 22 to about 273, 
inclusive of FIG. 10 (SEQ ID NO:18), or (b) the comple 
ment of the DNA molecule of (a). 

a container; 

a label on the container, and 
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0145. In another aspect, the invention concerns an iso 
lated nucleic acid molecule encoding a PRO1890 polypep 
tide comprising DNA hybridizing to the complement of the 
nucleic acid between about nucleotides 378 or about 441 and 
about 1196, inclusive, of FIG. 9 (SEQ ID NO:17). Prefer 
ably, hybridization occurs under Stringent hybridization and 
wash conditions. 

0146 In a further aspect, the invention concerns an 
isolated nucleic acid molecule comprising DNA having at 
least about 80% sequence identity, preferably at least about 
85% sequence identity, more preferably at least about 90% 
sequence identity, most preferably at least about 95% 
Sequence identity to (a) a DNA molecule encoding the same 
mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203549 (DNA79230-2525) or (b) the 
complement of the nucleic acid molecule of (a). In a 
preferred embodiment, the nucleic acid comprises a DNA 
encoding the same mature polypeptide encoded by the 
human protein cDNA in ATCC Deposit No. 203549 
(DNA79230-2525). 
0147 In still a further aspect, the invention concerns an 
isolated nucleic acid molecule comprising (a) DNA encod 
ing a polypeptide having at least about 80% sequence 
identity, preferably at least about 85% sequence identity, 
more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to the 
Sequence of amino acid residues 1 or about 22 to about 273, 
inclusive of FIG. 10 (SEQ ID NO:18), or (b) the comple 
ment of the DNA of (a). 
0.148. In a further aspect, the invention concerns an 
isolated nucleic acid molecule having at least 475 nucle 
otides and produced by hybridizing a test DNA molecule 
under Stringent conditions with (a) a DNA molecule encod 
ing a PRO1890 polypeptide having the sequence of amino 
acid residues from 1 or about 22 to about 273, inclusive of 
FIG. 10 (SEQ ID NO:18), or (b) the complement of the 
DNA molecule of (a), and, if the DNA molecule has at least 
about an 80% sequence identity, prefereably at least about an 
85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% 
Sequence identity to (a) or (b), isolating the test DNA 
molecule. 

0149. In a specific aspect, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO1890 polypeptide, with or without the N-terminal signal 
Sequence and/or the initiating methionine, and its Soluble, 
i.e., transmembrane domain deleted or inactivated variants, 
or is complementary to Such encoding nucleic acid mol 
ecule. The Signal peptide has been tentatively identified as 
extending from about amino acid position 1 to about amino 
acid position 21 in the sequence of FIG. 10 (SEQ ID 
NO:18). The transmembrane domain has been tentatively 
identified as extending from about amino acid position 214 
to about amino acid position 235 in the PRO1890 amino acid 
sequence (FIG. 10, SEQ ID NO:18). 
0150. In another aspect, the invention concerns an iso 
lated nucleic acid molecule comprising (a) DNA encoding a 
polypeptide Scoring at least about 80% positives, preferably 
at least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 1 
or about 22 to about 273, inclusive of FIG. 10 (SEQ ID 
NO:18), or (b) the complement of the DNA of (a). 
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0151. Another embodiment is directed to fragments of a 
PRO1890 polypeptide coding sequence that may find use as 
hybridization probes. Such nucleic acid fragments are from 
about 20 to about 80 nucleotides in length, preferably from 
about 20 to about 60 nucleotides in length, more preferably 
from about 20 to about 50 nucleotides in length and most 
preferably from about 20 to about 40 nucleotides in length 
and may be derived from the nucleotide Sequence shown in 
FIG. 9 (SEQ ID NO:17). 
0152. In another embodiment, the invention provides 
isolated PRO1890 polypeptide encoded by any of the iso 
lated nucleic acid Sequences hereinabove identified. 
0153. In a specific aspect, the invention provides isolated 
native sequence PRO1890 polypeptide, which in certain 
embodiments, includes an amino acid Sequence comprising 
residues 1 or about 22 to about 273 of FIG. 10 (SEQ ID 
NO:18). 
0154) In another aspect, the invention concerns an iso 
lated PRO1890 polypeptide, comprising an amino acid 
Sequence having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more pref 
erably at least about 90% sequence identity, most preferably 
at least about 95% sequence identity to the Sequence of 
amino acid residues 1 or about 22 to about 273, inclusive of 
FIG. 10 (SEQ ID NO:18). 
O155 In a further aspect, the invention concerns an 
isolated PRO1890 polypeptide, comprising an amino acid 
Sequence Scoring at least about 80% positives, preferably at 
least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 1 
or about 22 to about 273, inclusive of FIG. 10 (SEQ ID 
NO:18). 
0156. In yet another aspect, the invention concerns an 
isolated PRO1890 polypeptide, comprising the sequence of 
amino acid residues 1 or about 22 to about 273, inclusive of 
FIG. 10 (SEQ ID NO:18), or a fragment thereof sufficient to 
provide a binding site for an anti-PRO1890 antibody. Pref 
erably, the PRO1890 fragment retains a qualitative biologi 
cal activity of a native PRO1890 polypeptide. 

O157. In a still further aspect, the invention provides a 
polypeptide produced by (i) hybridizing a test DNA mol 
ecule under Stringent conditions with (a) a DNA molecule 
encoding a PRO1890 polypeptide having the sequence of 
amino acid residues from about 1 or about 22 to about 273, 
inclusive of FIG. 10 (SEQ ID NO:18), or (b) the comple 
ment of the DNA molecule of (a), and if the test DNA 
molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more 
preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or 
(b), (ii) culturing a host cell comprising the test DNA 
molecule under conditions Suitable for expression of the 
polypeptide, and (iii) recovering the polypeptide from the 
cell culture. 

0158 6. PRO1887 
0159. A clDNA clone (DNA79862-2522) has been iden 
tified that encodes a novel polypeptide having homology to 
carboxylesterases and designated in the present application 
as “PRO1887. 



US 2003/0092063 A1 

0160 In one embodiment, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO1887 polypeptide. 
0.161 In one aspect, the isolated nucleic acid comprises 
DNA having at least about 80% sequence identity, prefer 
ably at least about 85% sequence identity, more preferably 
at least about 90% sequence identity, most preferably at least 
about 95% sequence identity to (a) a DNA molecule encod 
ing a PRO1887 polypeptide having the sequence of amino 
acid residues from 1 or about 28 to about 571, inclusive of 
FIG. 12 (SEQ ID NO:23), or (b) the complement of the 
DNA molecule of (a). 
0162. In another aspect, the invention concerns an iso 
lated nucleic acid molecule encoding a PRO1887 polypep 
tide comprising DNA hybridizing to the complement of the 
nucleic acid between about residues 87 and about 1718, 
inclusive, of FIG. 11 (SEQ ID NO:22). Preferably, hybrid 
ization occurs under Stringent hybridization and wash con 
ditions. 

0163. In a further aspect, the invention concerns an 
isolated nucleic acid molecule comprising DNA having at 
least about 80% sequence identity, preferably at least about 
85% sequence identity, more preferably at least about 90% 
sequence identity, most preferably at least about 95% 
Sequence identity to (a) a DNA molecule encoding the same 
mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203550 (DNA79862-2522), or (b) the 
complement of the DNA molecule of (a). In a preferred 
embodiment, the nucleic acid comprises a DNA encoding 
the same mature polypeptide encoded by the human protein 
cDNA in ATCC Deposit No. 203550 (DNA79862-2522). 
0164. In a still further aspect, the invention concerns an 
isolated nucleic acid molecule comprising (a) DNA encod 
ing a polypeptide having at least about 80% sequence 
identity, preferably at least about 85% sequence identity, 
more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to the 
Sequence of amino acid residues from about 28 to about 571, 
inclusive of FIG. 12 (SEQ ID NO:23), or the complement 
of the DNA of (a). 
0.165. In a further aspect, the invention concerns an 
isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides 
and produced by hybridizing a test DNA molecule under 
Stringent conditions with (a) a DNA molecule encoding a 
PRO1887 polypeptide having the sequence of amino acid 
residues from about 28 to about 571, inclusive of FIG. 12 
(SEQ ID NO:23), or (b) the complement of the DNA 
molecule of (a), and, if the DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% 
sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% 
Sequence identity to (a) or (b), isolating the test DNA 
molecule. 

0166 In a specific aspect, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO1887 polypeptide, with or without the N-terminal signal 
Sequence and/or the initiating methionine, and its Soluble 
variants (i.e. transmembrane domain deleted or inactivated), 
or is complementary to Such encoding nucleic acid mol 
ecule. The Signal peptide has been tentatively identified as 

May 15, 2003 

extending from amino acid position 1 through about amino 
acid position 27 in the sequence of FIG. 12 (SEQ ID 
NO:23). The transmembrane domain has been tentatively 
identified as extending from about amino acid position 226 
to about amino acid position 245 in the PRO1887 amino acid 
sequence (FIG. 12, SEQ ID NO:23). 
0167. In another aspect, the invention concerns an iso 
lated nucleic acid molecule comprising (a) DNA encoding a 
polypeptide Scoring at least about 80% positives, preferably 
at least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 28 
to about 571, inclusive of FIG. 12 (SEQ ID NO:23), or (b) 
the complement of the DNA of (a). 
0168 Another embodiment is directed to fragments of a 
PRO1887 polypeptide coding sequence that may find use as 
hybridization probes. Such nucleic acid fragments are from 
about 20 to about 80 nucleotides in length, preferably from 
about 20 to about 60 nucleotides in length, more preferably 
from about 20 to about 50 nucleotides in length, and most 
preferably from about 20 to about 40 nucleotides in length. 
0169. In another embodiment, the invention provides 
isolated PRO1887 polypeptide encoded by any of the iso 
lated nucleic acid Sequences hereinabove defined. 
0170 In a specific aspect, the invention provides isolated 
native sequence PRO1887 polypeptide, which in one 
embodiment, includes an amino acid Sequence comprising 
residues 28 to 571 of FIG. 12 (SEQ ID NO:23). 
0171 In another aspect, the invention concerns an iso 
lated PRO1887 polypeptide, comprising an amino acid 
Sequence having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more pref 
erably at least about 90% sequence identity, most preferably 
at least about 95% sequence identity to the Sequence of 
amino acid residues 28 to about 571, inclusive of FIG. 12 
(SEQ ID NO:23). 
0172 In a further aspect, the invention concerns an 
isolated PRO1887 polypeptide, comprising an amino acid 
Sequence Scoring at least about 80% positives, preferably at 
least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 28 
to 571 of FIG. 12 (SEQ ID NO:23). 
0.173) In yet another aspect, the invention concerns an 
isolated PRO1887 polypeptide, comprising the sequence of 
amino acid residues 28 to about 571, inclusive of FIG. 12 
(SEQ ID NO:23), or a fragment thereof sufficient to provide 
a binding site for an anti-PRO1887 antibody. Preferably, the 
PRO1887 fragment retains a qualitative biological activity 
of a native PRO1887 polypeptide. 
0.174. In a still further aspect, the invention provides a 
polypeptide produced by (i) hybridizing a test DNA mol 
ecule under Stringent conditions with (a) a DNA molecule 
encoding a PRO1887 polypeptide having the sequence of 
amino acid residues from about 28 to about 571, inclusive of 
FIG. 12 (SEQ ID NO:23), or (b) the complement of the 
DNA molecule of (a), and if the test DNA molecule has at 
least about an 80% sequence identity, preferably at least 
about an 85% sequence identity, more preferably at least 
about a 90% sequence identity, most preferably at least 
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about a 95% sequence identity to (a) or (b), (ii) culturing a 
host cell comprising the test DNA molecule under condi 
tions Suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

0175 7. PRO1785 
0176). A clDNA clone (DNA80136-2503) has been iden 
tified that encodes a novel polypeptide having Sequence 
identity with peroxidases and designated in the present 
application as “PRO1785.” 
0177. In one embodiment, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO1785 polypeptide. 
0178. In one aspect, the isolated nucleic acid comprises 
DNA having at least about 80% sequence identity, prefer 
ably at least about 85% sequence identity, more preferably 
at least about 90% sequence identity, most preferably at least 
about 95% sequence identity to (a) a DNA molecule encod 
ing a PRO1785 polypeptide having the sequence of amino 
acid residues from 1 or about 32 to about 209, inclusive of 
FIG. 14 (SEQ ID NO:29), or (b) the complement of the 
DNA molecule of (a). 
0179. In another aspect, the invention concerns an iso 
lated nucleic acid molecule encoding a PRO1785 polypep 
tide comprising DNA hybridizing to the complement of the 
nucleic acid between about residues 95 and about 628, 
inclusive, of FIG. 13 (SEQ ID NO:28). Preferably, hybrid 
ization occurs under Stringent hybridization and wash con 
ditions. 

0180. In a further aspect, the invention concerns an 
isolated nucleic acid molecule comprising DNA having at 
least about 80% sequence identity, preferably at least about 
85% sequence identity, more preferably at least about 90% 
sequence identity, most preferably at least about 95% 
Sequence identity to (a) a DNA molecule encoding the same 
mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203541 (DNA80136-2503), or (b) the 
complement of the DNA molecule of (a). In a preferred 
embodiment, the nucleic acid comprises a DNA encoding 
the same mature polypeptide encoded by the human protein 
cDNA in ATCC Deposit No. 203541 (DNA80136-2503). 
0181. In a still further aspect, the invention concerns an 
isolated nucleic acid molecule comprising (a) DNA encod 
ing a polypeptide having at least about 80% sequence 
identity, preferably at least about 85% sequence identity, 
more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to the 
sequence of amino acid residues from about 32 to about 209, 
inclusive of FIG. 14 (SEQ ID NO:29), or the complement 
of the DNA of (a). 
0182. In a further aspect, the invention concerns an 
isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides 
and produced by hybridizing a test DNA molecule under 
Stringent conditions with (a) a DNA molecule encoding a 
PRO1785 polypeptide having the sequence of amino acid 
residues from about 32 to about 209, inclusive of FIG. 14 
(SEQ ID NO:29), or (b) the complement of the DNA 
molecule of (a), and, if the DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% 
sequence identity, more preferably at least about a 90% 
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sequence identity, most preferably at least about a 95% 
Sequence identity to (a) or (b), isolating the test DNA 
molecule. 

0183 In a specific aspect, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO1785 polypeptide, with or without the N-terminal signal 
Sequence and/or the initiating methionine, and its Soluble, 
i.e. transmembrane domain deleted or inactivated variants, 
or is complementary to Such encoding nucleic acid mol 
ecule. The Signal peptide has been tentatively identified as 
extending from amino acid position 1 through about amino 
acid position 31 in the sequence of FIG. 14 (SEQ ID 
NO:29). The transmembrane domain has been tentatively 
identified as extending from about amino acid position 18 
through about amino acid position 37 in the PRO1785 amino 
acid sequence (FIG. 14, SEQ ID NO:29). 
0184. In another aspect, the invention concerns an iso 
lated nucleic acid molecule comprising (a) DNA encoding a 
polypeptide Scoring at least about 80% positives, preferably 
at least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 32 
to about 209, inclusive of FIG. 14 (SEQ ID NO:29), or (b) 
the complement of the DNA of (a). 
0185. Another embodiment is directed to fragments of a 
PRO1785 polypeptide coding sequence that may find use as 
hybridization probes. Such nucleic acid fragments are from 
about 20 to about 80 nucleotides in length, preferably from 
about 20 to about 60 nucleotides in length, more preferably 
from about 20 to about 50 nucleotides in length, and most 
preferably from about 20 to about 40 nucleotides in length. 
0186. In another embodiment, the invention provides 
isolated PRO1785 polypeptide encoded by any of the iso 
lated nucleic acid Sequences hereinabove defined. 
0187. In a specific aspect, the invention provides isolated 
native sequence PRO1785 polypeptide, which in one 
embodiment, includes an amino acid Sequence comprising 
residues 32 through 209 of FIG. 14 (SEQ ID NO:29). 
0188 In another aspect, the invention concerns an iso 
lated PRO1785 polypeptide, comprising an amino acid 
Sequence having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more pref 
erably at least about 90% sequence identity, most preferably 
at least about 95% sequence identity to the Sequence of 
amino acid residues 32 to about 209, inclusive of FIG. 14 
(SEQ ID NO:29). 
0189 In a further aspect, the invention concerns an 
isolated PRO1785 polypeptide, comprising an amino acid 
Sequence Scoring at least about 80% positives, preferably at 
least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 32 
through 209 of FIG. 14 (SEQ ID NO:29). 
0190. In yet another aspect, the invention concerns an 
isolated PRO1785 polypeptide, comprising the sequence of 
amino acid residues 32 to about 209, inclusive of FIG. 14 
(SEQ ID NO:29), or a fragment thereof sufficient to provide 
a binding site for an anti-PRO1785 antibody. Preferably, the 
PRO1785 fragment retains a qualitative biological activity 
of a native PRO1785 polypeptide. 
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0191 In a still further aspect, the invention provides a 
polypeptide produced by (i) hybridizing a test DNA mol 
ecule under Stringent conditions with (a) a DNA molecule 
encoding a PRO1785 polypeptide having the sequence of 
amino acid residues from about 32 to about 209, inclusive of 
FIG. 14 (SEQ ID NO:29), or (b) the complement of the 
DNA molecule of (a), and if the test DNA molecule has at 
least about an 80% sequence identity, preferably at least 
about an 85% sequence identity, more preferably at least 
about a 90% sequence identity, most preferably at least 
about a 95% sequence identity to (a) or (b), (ii) culturing a 
host cell comprising the test DNA molecule under condi 
tions Suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 
0192) 8. PRO4353 
0193 A clDNA clone (DNA80145-2594) has been iden 
tified that encodes a novel polypeptide having homology to 
Semaphorin Z and designated in the present application as 
“PRO4353. 

0194 In one embodiment, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO4353 polypeptide. 
0.195. In one aspect, the isolated nucleic acid comprises 
DNA having at least about 80% sequence identity, prefer 
ably at least about 85% sequence identity, more preferably 
at least about 90% sequence identity, most preferably at least 
about 95% sequence identity to (a) a DNA molecule encod 
ing a PRO4353 polypeptide having the sequence of amino 
acid residues from 1 or about 26 to about 888, inclusive of 
FIG. 16 (SEQ ID NO:35), or (b) the complement of the 
DNA molecule of (a). 
0196. In another aspect, the invention concerns an iso 
lated nucleic acid molecule encoding a PRO4353 polypep 
tide comprising DNA hybridizing to the complement of the 
nucleic acid between about residues 94 and about 2682, 
inclusive, of FIG. 15 (SEQ ID NO:34). Preferably, hybrid 
ization occurs under Stringent hybridization and wash con 
ditions. 

0197). In a further aspect, the invention concerns an 
isolated nucleic acid molecule comprising DNA having at 
least about 80% sequence identity, preferably at least about 
85% sequence identity, more preferably at least about 90% 
sequence identity, most preferably at least about 95% 
Sequence identity to (a) a DNA molecule encoding the same 
mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 204-PTA (DNA80145-2594), or (b) the 
complement of the DNA molecule of (a). In a preferred 
embodiment, the nucleic acid comprises a DNA encoding 
the same mature polypeptide encoded by the human protein 
cDNA in ATCC Deposit No. 204-PTA (DNA80145-2594). 
0198 In a still further aspect, the invention concerns an 
isolated nucleic acid molecule comprising (a) DNA encod 
ing a polypeptide having at least about 80% sequence 
identity, preferably at least about 85% sequence identity, 
more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to the 
Sequence of amino acid residues from about 26 to about 888, 
inclusive of FIG. 16 (SEQ ID NO:35), or the complement 
of the DNA of (a). 
0199. In a further aspect, the invention concerns an 
isolated nucleic acid molecule having at least about 50 
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nucleotides, and preferably at least about 100 nucleotides 
and produced by hybridizing a test DNA molecule under 
Stringent conditions with (a) a DNA molecule encoding a 
PRO4353 polypeptide having the sequence of amino acid 
residues from about 26 to about 888, inclusive of FIG. 16 
(SEQ ID NO:35), or (b) the complement of the DNA 
molecule of (a), and, if the DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% 
sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% 
Sequence identity to (a) or (b), isolating the test DNA 
molecule. 

0200. In a specific aspect, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO4353 polypeptide, with or without the N-terminal signal 
Sequence and/or the initiating methionine, and its Soluble 
variants (i.e. transmembrane domain deleted or inactivated), 
or is complementary to Such encoding nucleic acid mol 
ecule. The Signal peptide has been tentatively identified as 
extending from amino acid position 1 through about amino 
acid position 25 in the sequence of FIG. 16 (SEQ ID 
NO:35). The transmembrane domains have been tentatively 
identified as extending from about amino acid positions 
318-339 and 598-617 (FIG. 16, SEQ ID NO:35). 
0201 In another aspect, the invention concerns an iso 
lated nucleic acid molecule comprising (a) DNA encoding a 
polypeptide Scoring at least about 80% positives, preferably 
at least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 26 
to about 888, inclusive of FIG. 16 (SEQ ID NO:35), or (b) 
the complement of the DNA of (a). 
0202) Another embodiment is directed to fragments of a 
PRO4353 polypeptide coding sequence that may find use as 
hybridization probes. Such nucleic acid fragments are from 
about 20 through about 80 nucleotides in length, preferably 
from about 20 through about 60 nucleotides in length, more 
preferably from about 20 through about 50 nucleotides in 
length, and most preferably from about 20 through about 40 
nucleotides in length. 

0203. In another embodiment, the invention provides 
isolated PRO4353 polypeptide encoded by any of the iso 
lated nucleic acid Sequences hereinabove defined. 
0204. In a specific aspect, the invention provides isolated 
native sequence PRO4353 polypeptide, which in one 
embodiment, includes an amino acid Sequence comprising 
residues 26 through 888 of FIG. 16 (SEQ ID NO:35). 
0205. In another aspect, the invention concerns an iso 
lated PRO4353 polypeptide, comprising an amino acid 
Sequence having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more pref 
erably at least about 90% sequence identity, most preferably 
at least about 95% sequence identity to the Sequence of 
amino acid residues 26 to about 888, inclusive of FIG. 16 
(SEQ ID NO:35). 
0206. In a further aspect, the invention concerns an 
isolated PRO4353 polypeptide, comprising an amino acid 
Sequence Scoring at least about 80% positives, preferably at 
least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
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when compared with the amino acid Sequence of residues 26 
through 888 of FIG. 16 (SEQ ID NO:35). 
0207. In yet another aspect, the invention concerns an 
isolated PRO4353 polypeptide, comprising the sequence of 
amino acid residues 26 to about 888, inclusive of FIG. 16 
(SEQ ID NO:35), or a fragment thereof sufficient to provide 
a binding site for an anti-PRO4353 antibody. Preferably, the 
PRO4353 fragment retains a qualitative biological activity 
of a native PRO4353 polypeptide. 

0208. In a still further aspect, the invention provides a 
polypeptide produced by (i) hybridizing a test DNA mol 
ecule under Stringent conditions with (a) a DNA molecule 
encoding a PRO4353 polypeptide having the sequence of 
amino acid residues from about 26 to about 888, inclusive of 
FIG. 16 (SEQ ID NO:35), or (b) the complement of the 
DNA molecule of (a), and if the test DNA molecule has at 
least about an 80% sequence identity, preferably at least 
about an 85% sequence identity, more preferably at least 
about a 90% sequence identity, most preferably at least 
about a 95% sequence identity to (a) or (b), (ii) culturing a 
host cell comprising the test DNA molecule under condi 
tions Suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

0209) 9. PRO4357 

0210. A clDNA clone (DNA84917-2597) has been iden 
tified that encodes a novel polypeptide having homology to 
“BK158 1' and designated in the present application as 
“PRO4357. 

0211. In one embodiment, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO4357 polypeptide. 

0212. In one aspect, the isolated nucleic acid comprises 
DNA having at least about 80% sequence identity, prefer 
ably at least about 85% sequence identity, more preferably 
at least about 90% sequence identity, most preferably at least 
about 95% sequence identity to (a) a DNA molecule encod 
ing a PRO4357 polypeptide having the sequence of amino 
acid residues from 1 or about 18 to about 502, inclusive of 
FIG. 18 (SEQ ID NO:40), or (b) the complement of the 
DNA molecule of (a). 
0213. In another aspect, the invention concerns an iso 
lated nucleic acid molecule encoding a PRO4357 polypep 
tide comprising DNA hybridizing to the complement of the 
nucleic acid between about residues 337 and about 1791, 
inclusive, of FIG. 17 (SEQ ID NO:39). Preferably, hybrid 
ization occurs under Stringent hybridization and wash con 
ditions. 

0214. In a further aspect, the invention concerns an 
isolated nucleic acid molecule comprising DNA having at 
least about 80% sequence identity, preferably at least about 
85% sequence identity, more preferably at least about 90% 
sequence identity, most preferably at least about 95% 
Sequence identity to (a) a DNA molecule encoding the same 
mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203863 (DNA84917-2597), or (b) the 
complement of the DNA molecule of (a). In a preferred 
embodiment, the nucleic acid comprises a DNA encoding 
the same mature polypeptide encoded by the human protein 
cDNA in ATCC Deposit No. 203863 (DNA84917-2597). 
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0215. In a still further aspect, the invention concerns an 
isolated nucleic acid molecule comprising (a) DNA encod 
ing a polypeptide having at least about 80% sequence 
identity, preferably at least about 85% sequence identity, 
more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to the 
Sequence of amino acid residues from about 18 to about 502, 
inclusive of FIG. 18 (SEQ ID NO:40), or the complement 
of the DNA of (a). 
0216) In a further aspect, the invention concerns an 
isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides 
and produced by hybridizing a test DNA molecule under 
Stringent conditions with (a) a DNA molecule encoding a 
PRO4357 polypeptide having the sequence of amino acid 
residues from about 18 to about 502, inclusive of FIG. 18 
(SEQ ID NO:40), or (b) the complement of the DNA 
molecule of (a), and, if the DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% 
sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% 
Sequence identity to (a) or (b), isolating the test DNA 
molecule. 

0217. In another aspect, the invention concerns an iso 
lated nucleic acid molecule comprising (a) DNA encoding a 
polypeptide Scoring at least about 80% positives, preferably 
at least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 18 
to about 502, inclusive of FIG. 18 (SEQ ID NO:40), or (b) 
the complement of the DNA of (a). 
0218. Another embodiment is directed to fragments of a 
PRO4357 polypeptide coding sequence that may find use as 
hybridization probes. Such nucleic acid fragments are from 
about 20 through about 80 nucleotides in length, preferably 
from about 20 through about 60 nucleotides in length, more 
preferably from about 20 through about 50 nucleotides in 
length, and most preferably from about 20 through about 40 
nucleotides in length. 
0219. In another embodiment, the invention provides 
isolated PRO4357 polypeptide encoded by any of the iso 
lated nucleic acid Sequences hereinabove defined. 
0220. In a specific aspect, the invention provides isolated 
native sequence PRO4357 polypeptide, which in one 
embodiment, includes an amino acid Sequence comprising 
residues 18 through 502 of FIG. 18 (SEQ ID NO:40). 
0221) In another aspect, the invention concerns an iso 
lated PRO4357 polypeptide, comprising an amino acid 
Sequence having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more pref 
erably at least about 90% sequence identity, most preferably 
at least about 95% sequence identity to the Sequence of 
amino acid residues 18 to about 502, inclusive of FIG. 18 
(SEQ ID NO:40). 
0222. In a further aspect, the invention concerns an 
isolated PRO4357 polypeptide, comprising an amino acid 
Sequence Scoring at least about 80% positives, preferably at 
least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 18 
through 502 of FIG. 18 (SEQ ID NO:40). 
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0223) In yet another aspect, the invention concerns an 
isolated PRO4357 polypeptide, comprising the sequence of 
amino acid residues 18 to about 502, inclusive of FIG. 18 
(SEQ ID NO:40), or a fragment thereof sufficient to provide 
a binding site for an anti-PRO4357 antibody. Preferably, the 
PRO4357 fragment retains a qualitative biological activity 
of a native PRO4357 polypeptide. 
0224. In a still further aspect, the invention provides a 
polypeptide produced by (i) hybridizing a test DNA mol 
ecule under Stringent conditions with (a) a DNA molecule 
encoding a PRO4357 polypeptide having the sequence of 
amino acid residues from about 18 to about 502, inclusive of 
FIG. 18 (SEQ ID NO:40), or (b) the complement of the 
DNA molecule of (a), and if the test DNA molecule has at 
least about an 80% sequence identity, preferably at least 
about an 85% sequence identity, more preferably at least 
about a 90% sequence identity, most preferably at least 
about a 95% sequence identity to (a) or (b), (ii) culturing a 
host cell comprising the test DNA molecule under condi 
tions Suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

0225) 10. PRO4405 
0226. A clDNA clone (DNA84920-2614) has been iden 
tified that encodes a novel polypeptide designated in the 
present application as “PRO4405'. 
0227. In one embodiment, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO4405 polypeptide. 

0228. In one aspect, the isolated nucleic acid comprises 
DNA having at least about 80% sequence identity, prefer 
ably at least about 85% sequence identity, more preferably 
at least about 90% sequence identity, most preferably at least 
about 95% sequence identity to (a) a DNA molecule encod 
ing a PRO4405 polypeptide having the Sequence of amino 
acid residues from 1 or about 35 to about 310, inclusive of 
FIG. 20 (SEQ ID NO:45), or (b) the complement of the 
DNA molecule of (a). 
0229. In another aspect, the invention concerns an iso 
lated nucleic acid molecule encoding a PRO4405 polypep 
tide comprising DNA hybridizing to the complement of the 
nucleic acid between about residues 181 and about 1008, 
inclusive, of FIG. 19 (SEQ ID NO:44). Preferably, hybrid 
ization occurs under Stringent hybridization and wash con 
ditions. 

0230. In a further aspect, the invention concerns an 
isolated nucleic acid molecule comprising DNA having at 
least about 80% sequence identity, preferably at least about 
85% sequence identity, more preferably at least about 90% 
sequence identity, most preferably at least about 95% 
Sequence identity to (a) a DNA molecule encoding the same 
mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203966 (DNA84920-2614), or (b) the 
complement of the DNA molecule of (a). In a preferred 
embodiment, the nucleic acid comprises a DNA encoding 
the same mature polypeptide encoded by the human protein 
cDNA in ATCC Deposit No. 203966 (DNA84920-2614). 
0231. In a still further aspect, the invention concerns an 
isolated nucleic acid molecule comprising (a) DNA encod 
ing a polypeptide having at least about 80% sequence 
identity, preferably at least about 85% sequence identity, 
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more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to the 
sequence of amino acid residues from about 35 to about 310, 
inclusive of FIG. 20 (SEQ ID NO:45), or the complement 
of the DNA of (a). 
0232. In a further aspect, the invention concerns an 
isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides 
and produced by hybridizing a test DNA molecule under 
Stringent conditions with (a) a DNA molecule encoding a 
PRO4405 polypeptide having the sequence of amino acid 
residues from about 35 to about 310, inclusive of FIG. 20 
(SEQ ID NO:45), or (b) the complement of the DNA 
molecule of (a), and, if the DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% 
sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% 
Sequence identity to (a) or (b), isolating the test DNA 
molecule. 

0233. In a specific aspect, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO4405 polypeptide, with or without the N-terminal signal 
Sequence and/or the initiating methionine, and its Soluble 
variants (i.e. transmembrane domain deleted or inactivated), 
or is complementary to Such encoding nucleic acid mol 
ecule. The Signal peptide has been tentatively identified as 
extending from amino acid position 1 through about amino 
acid position 34 in the sequence of FIG. 20 (SEQ ID 
NO:45). The transmembrane domain has been tentatively 
identified as extending from about amino acid position 58 
through about amino acid position 76 in the PRO4405 amino 
acid sequence (FIG. 20, SEQ ID NO:45) and may be a type 
II transmembrane domain. 

0234. In another aspect, the invention concerns an iso 
lated nucleic acid molecule comprising (a) DNA encoding a 
polypeptide Scoring at least about 80% positives, preferably 
at least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 35 
to about 310, inclusive of FIG. 20 (SEQ ID NO:45), or (b) 
the complement of the DNA of (a). 
0235 Another embodiment is directed to fragments of a 
PRO4405 polypeptide coding sequence that may find use as 
hybridization probes. Such nucleic acid fragments are from 
about 20 through about 80 nucleotides in length, preferably 
from about 20 through about 60 nucleotides in length, more 
preferably from about 20 through about 50 nucleotides in 
length, and most preferably from about 20 through about 40 
nucleotides in length. 
0236. In another embodiment, the invention provides 
isolated PRO4405 polypeptide encoded by any of the iso 
lated nucleic acid Sequences hereinabove defined. 
0237. In a specific aspect, the invention provides isolated 
native sequence PRO4405 polypeptide, which in one 
embodiment, includes an amino acid Sequence comprising 
residues 35 through 310 of FIG. 20 (SEQ ID NO:45). 
0238. In another aspect, the invention concerns an iso 
lated PRO4405 polypeptide, comprising an amino acid 
Sequence having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more pref 
erably at least about 90% sequence identity, most preferably 
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at least about 95% sequence identity to the Sequence of 
amino acid residues 35 to about 310, inclusive of FIG. 20 
(SEQ ID NO:45). 
0239). In a further aspect, the invention concerns an 
isolated PRO4405 polypeptide, comprising an amino acid 
Sequence Scoring at least about 80% positives, preferably at 
least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 35 
through 310 of FIG. 20 (SEQ ID NO:45). 
0240. In yet another aspect, the invention concerns an 
isolated PRO4405 polypeptide, comprising the sequence of 
amino acid residues 35 to about 310, inclusive of FIG. 20 
(SEQ ID NO:45), or a fragment thereof sufficient to provide 
a binding site for an anti-PRO4405 antibody. Preferably, the 
PRO4405 fragment retains a qualitative biological activity 
of a native PRO4405 polypeptide. 
0241. In a still further aspect, the invention provides a 
polypeptide produced by (i) hybridizing a test DNA mol 
ecule under Stringent conditions with (a) a DNA molecule 
encoding a PRO4405 polypeptide having the sequence of 
amino acid residues from about 35 to about 310, inclusive of 
FIG. 20 (SEQ ID NO:45), or (b) the complement of the 
DNA molecule of (a), and if the test DNA molecule has at 
least about an 80% sequence identity, preferably at least 
about an 85% sequence identity, more preferably at least 
about a 90% sequence identity, most preferably at least 
about a 95% sequence identity to (a) or (b), (ii) culturing a 
host cell comprising the test DNA molecule under condi 
tions Suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 
0242) 11. PRO4356 
0243 A clDNA clone (DNA86576-2595) has been iden 
tified that encodes a novel polypeptide having homology to 
MAGPIAP and designated in the present application as 
“PRO4356. 

0244. In one embodiment, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO4356 polypeptide. 
0245. In one aspect, the isolated nucleic acid comprises 
DNA having at least about 80% sequence identity, prefer 
ably at least about 85% sequence identity, more preferably 
at least about 90% sequence identity, most preferably at least 
about 95% sequence identity to (a) a DNA molecule encod 
ing a PRO4356 polypeptide having the Sequence of amino 
acid residues from 1 or about 20 to about 251, inclusive of 
FIG. 22 (SEQ ID NO:50), or (b) the complement of the 
DNA molecule of (a). 
0246. In another aspect, the invention concerns an iso 
lated nucleic acid molecule encoding a PRO4356 polypep 
tide comprising DNA hybridizing to the complement of the 
nucleic acid between about residues 112 and about 807, 
inclusive, of FIG. 21 (SEQ ID NO:49). Preferably, hybrid 
ization occurs under Stringent hybridization and wash con 
ditions. 

0247. In a further aspect, the invention concerns an 
isolated nucleic acid molecule comprising DNA having at 
least about 80% sequence identity, preferably at least about 
85% sequence identity, more preferably at least about 90% 
sequence identity, most preferably at least about 95% 
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Sequence identity to (a) a DNA molecule encoding the same 
mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203868 (DNA86576-2595), or (b) the 
complement of the DNA molecule of (a). In a preferred 
embodiment, the nucleic acid comprises a DNA encoding 
the same mature polypeptide encoded by the human protein 
cDNA in ATCC Deposit No. 203868 (DNA86576-2595). 
0248. In a still further aspect, the invention concerns an 
isolated nucleic acid molecule comprising (a) DNA encod 
ing a polypeptide having at least about 80% sequence 
identity, preferably at least about 85% sequence identity, 
more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to the 
Sequence of amino acid residues from about 20 to about 251, 
inclusive of FIG. 22 (SEQ ID NO:50), or the complement 
of the DNA of (a). 
0249. In a further aspect, the invention concerns an 
isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides 
and produced by hybridizing a test DNA molecule under 
Stringent conditions with (a) a DNA molecule encoding a 
PRO4356 polypeptide having the sequence of amino acid 
residues from about 20 to about 251, inclusive of FIG. 22 
(SEQ ID NO:50), or (b) the complement of the DNA 
molecule of (a), and, if the DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% 
sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% 
Sequence identity to (a) or (b), isolating the test DNA 
molecule. 

0250 In a specific aspect, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO4356 polypeptide, with or without the N-terminal signal 
Sequence and/or the initiating methionine, and its Soluble 
variants (i.e. transmembrane domain deleted or inactivated), 
or is complementary to Such encoding nucleic acid mol 
ecule. The Signal peptide has been tentatively identified as 
extending from amino acid position I through about amino 
acid position 19 in the sequence of FIG. 22 (SEQ ID 
NO:50). The transmembrane domain has been tentatively 
identified as extending from about amino acid position 233 
through about amino acid position 251 in the PRO4356 
amino acid sequence (FIG. 22, SEQ ID NO:50). 
0251. In another aspect, the invention concerns an iso 
lated nucleic acid molecule comprising (a) DNA encoding a 
polypeptide Scoring at least about 80% positives, preferably 
at least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 20 
to about 251, inclusive of FIG.22 (SEQ ID NO:50), or (b) 
the complement of the DNA of (a). 
0252) Another embodiment is directed to fragments of a 
PRO4356 polypeptide coding sequence that may find use as 
hybridization probes. Such nucleic acid fragments are from 
about 20 through about 80 nucleotides in length, preferably 
from about 20 through about 60 nucleotides in length, more 
preferably from about 20 through about 50 nucleotides in 
length, and most preferably from about 20 through about 40 
nucleotides in length. 
0253) In another embodiment, the invention provides 
isolated PRO4356 polypeptide encoded by any of the iso 
lated nucleic acid Sequences hereinabove defined. 
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0254. In a specific aspect, the invention provides isolated 
native sequence PRO4356 polypeptide, which in one 
embodiment, includes an amino acid Sequence comprising 
residues 20 through 251 of FIG. 22 (SEQ ID NO:50). 
0255 In another aspect, the invention concerns an iso 
lated PRO4356 polypeptide, comprising an amino acid 
Sequence having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more pref 
erably at least about 90% sequence identity, most preferably 
at least about 95% sequence identity to the Sequence of 
amino acid residues 20 to about 251, inclusive of FIG. 22 
(SEQ ID NO:50). 
0256 In a further aspect, the invention concerns an 
isolated PRO4356 polypeptide, comprising an amino acid 
Sequence Scoring at least about 80% positives, preferably at 
least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 20 
through 251 of FIG. 22 (SEQ ID NO:50). 
0257. In yet another aspect, the invention concerns an 
isolated PRO4356 polypeptide, comprising the sequence of 
amino acid residues 20 to about 251, inclusive of FIG. 22 
(SEQ ID NO:50), or a fragment thereof sufficient to provide 
a binding site for an anti-PRO4356 antibody. Preferably, the 
PRO4356 fragment retains a qualitative biological activity 
of a native PRO4356 polypeptide. 
0258. In a still further aspect, the invention provides a 
polypeptide produced by (i) hybridizing a test DNA mol 
ecule under stringent conditions with (a) a DNA molecule 
encoding a PRO4356 polypeptide having the sequence of 
amino acid residues from about 20 to about 251, inclusive of 
FIG. 22 (SEQ ID NO:50), or (b) the complement of the 
DNA molecule of (a), and if the test DNA molecule has at 
least about an 80% sequence identity, preferably at least 
about an 85% sequence identity, more preferably at least 
about a 90% sequence identity, most preferably at least 
about a 95% sequence identity to (a) or (b), (ii) culturing a 
host cell comprising the test DNA molecule under condi 
tions Suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 
0259) 12. PRO4352 
0260 A clDNA clone (DNA87976-2593) has been iden 
tified that encodes a novel polypeptide having homology to 
protocadherin pc3 designated in the present application as 
“PRO4352. 

0261. In one embodiment, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO4352 polypeptide. 
0262. In one aspect, the isolated nucleic acid comprises 
DNA having at least about 80% sequence identity, prefer 
ably at least about 85% sequence identity, more preferably 
at least about 90% sequence identity, most preferably at least 
about 95% sequence identity to (a) a DNA molecule encod 
ing a PRO4352 polypeptide having the Sequence of amino 
acid residues from 1 or about 27 to about 800, inclusive of 
FIG. 24 (SEQ ID NO:52), or (b) the complement of the 
DNA molecule of (a). 
0263. In another aspect, the invention concerns an iso 
lated nucleic acid molecule encoding a PRO4352 polypep 
tide comprising DNA hybridizing to the complement of the 
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nucleic acid between about residues 257 and about 2578, 
inclusive, of FIG. 23 (SEQ ID NO:51). Preferably, hybrid 
ization occurs under Stringent hybridization and wash con 
ditions. 

0264. In a further aspect, the invention concerns an 
isolated nucleic acid molecule comprising DNA having at 
least about 80% sequence identity, preferably at least about 
85% sequence identity, more preferably at least about 90% 
sequence identity, most preferably at least about 95% 
Sequence identity to (a) a DNA molecule encoding the same 
mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203888 (DNA87976-2593), or (b) the 
complement of the DNA molecule of (a). In a preferred 
embodiment, the nucleic acid comprises a DNA encoding 
the same mature polypeptide encoded by the human protein 
cDNA in ATCC Deposit No. 203888 (DNA87976-2593). 
0265. In a still further aspect, the invention concerns an 
isolated nucleic acid molecule comprising (a) DNA encod 
ing a polypeptide having at least about 80% sequence 
identity, preferably at least about 85% sequence identity, 
more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to the 
sequence of amino acid residues from about 27 to about 800, 
inclusive of FIG. 24 (SEQ ID NO:52), or the complement 
of the DNA of (a). 
0266. In a further aspect, the invention concerns an 
isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides 
and produced by hybridizing a test DNA molecule under 
Stringent conditions with (a) a DNA molecule encoding a 
PRO4352 polypeptide having the sequence of amino acid 
residues from about 27 to about 800, inclusive of FIG. 24 
(SEQ ID NO:52), or (b) the complement of the DNA 
molecule of (a), and, if the DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% 
sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% 
Sequence identity to (a) or (b), isolating the test DNA 
molecule. 

0267 In a specific aspect, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO4352 polypeptide, with or without the N-terminal signal 
Sequence and/or the initiating methionine, and its Soluble 
variants (i.e. transmembrane domain deleted or inactivated), 
or is complementary to Such encoding nucleic acid mol 
ecule. The Signal peptide has been tentatively identified as 
extending from amino acid position 1 through about amino 
acid position 26 in the sequence of FIG. 24 (SEQ ID 
NO:52). The transmembrane domain has been tentatively 
identified as extending from about amino acid position 687 
through about amino acid position 711 in the PRO4352 
amino acid sequence (FIG. 24, SEQ ID NO:52). 
0268. In another aspect, the invention concerns an iso 
lated nucleic acid molecule comprising (a) DNA encoding a 
polypeptide Scoring at least about 80% positives, preferably 
at least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 27 
to about 800, inclusive of FIG. 24 (SEQ ID NO:52), or (b) 
the complement of the DNA of (a). 
0269. Another embodiment is directed to fragments of a 
PRO4352 polypeptide coding Sequence that may find use as 
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hybridization probes. Such nucleic acid fragments are from 
about 20 through about 80 nucleotides in length, preferably 
from about 20 through about 60 nucleotides in length, more 
preferably from about 20 through about 50 nucleotides in 
length, and most preferably from about 20 through about 40 
nucleotides in length. 
0270. In another embodiment, the invention provides 
isolated PRO4352 polypeptide encoded by any of the iso 
lated nucleic acid Sequences hereinabove defined. 
0271 In a specific aspect, the invention provides isolated 
native sequence PRO4352 polypeptide, which in one 
embodiment, includes an amino acid Sequence comprising 
residues 27 through 800 of FIG. 24 (SEQ ID NO:52). 
0272. In another aspect, the invention concerns an iso 
lated PRO4352 polypeptide, comprising an amino acid 
Sequence having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more pref 
erably at least about 90% sequence identity, most preferably 
at least about 95% sequence identity to the Sequence of 
amino acid residues 27 to about 800, inclusive of FIG. 24 
(SEQ ID NO:52). 
0273. In a further aspect, the invention concerns an 
isolated PRO4352 polypeptide, comprising an amino acid 
Sequence Scoring at least about 80% positives, preferably at 
least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 27 
through 800 of FIG. 24 (SEQ ID NO:52). 
0274. In yet another aspect, the invention concerns an 
isolated PRO4352 polypeptide, comprising the sequence of 
amino acid residues 27 to about 800, inclusive of FIG. 24 
(SEQ ID NO:52), or a fragment thereof sufficient to provide 
a binding site for an anti-PRO4352 antibody. Preferably, the 
PRO4352 fragment retains a qualitative biological activity 
of a native PRO4352 polypeptide. 
0275. In a still further aspect, the invention provides a 
polypeptide produced by (i) hybridizing a test DNA mol 
ecule under Stringent conditions with (a) a DNA molecule 
encoding a PRO4352 polypeptide having the Sequence of 
amino acid residues from about 27 to about 800, inclusive of 
FIG. 24 (SEQ ID NO:52), or (b) the complement of the 
DNA molecule of (a), and if the test DNA molecule has at 
least about an 80% sequence identity, preferably at least 
about an 85% sequence identity, more preferably at least 
about a 90% sequence identity, most preferably at least 
about a 95% sequence identity to (a) or (b), (ii) culturing a 
host cell comprising the test DNA molecule under condi 
tions Suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

0276) 13. PRO4380 
0277. A clDNA clone (DNA92234-2602) has been iden 
tified that encodes a novel polypeptide designated in the 
present application as “PRO4380”. 

0278 In one embodiment, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO4380 polypeptide. 

0279. In one aspect, the isolated nucleic acid comprises 
DNA having at least about 80% sequence identity, prefer 
ably at least about 85% sequence identity, more preferably 
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at least about 90% sequence identity, most preferably at least 
about 95% sequence identity to (a) a DNA molecule encod 
ing a PRO4380 polypeptide having the sequence of amino 
acid residues from 1 or about 27 to about 507, inclusive of 
FIG. 26 (SEQ ID NO:57), or (b) the complement of the 
DNA molecule of (a). 
0280. In another aspect, the invention concerns an iso 
lated nucleic acid molecule encoding a PRO4380 polypep 
tide comprising DNA hybridizing to the complement of the 
nucleic acid between about residues 279 and about 1721, 
inclusive, of FIG. 25 (SEQ ID NO:56). Preferably, hybrid 
ization occurs under Stringent hybridization and wash con 
ditions. 

0281. In a further aspect, the invention concerns an 
isolated nucleic acid molecule comprising DNA having at 
least about 80% sequence identity, preferably at least about 
85% sequence identity, more preferably at least about 90% 
sequence identity, most preferably at least about 95% 
Sequence identity to (a) a DNA molecule encoding the same 
mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203948 (DNA92234-2602), or (b) the 
complement of the DNA molecule of (a). In a preferred 
embodiment, the nucleic acid comprises a DNA encoding 
the same mature polypeptide encoded by the human protein 
cDNA in ATCC Deposit No. 203948 (DNA92234-2602). 
0282. In a still further aspect, the invention concerns an 
isolated nucleic acid molecule comprising (a) DNA encod 
ing a polypeptide having at least about 80% sequence 
identity, preferably at least about 85% sequence identity, 
more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to the 
sequence of amino acid residues from about 27 to about 507, 
inclusive of FIG. 26 (SEQ ID NO:57), or the complement 
of the DNA of (a). 
0283. In a further aspect, the invention concerns an 
isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides 
and produced by hybridizing a test DNA molecule under 
Stringent conditions with (a) a DNA molecule encoding a 
PRO4380 polypeptide having the sequence of amino acid 
residues from about 27 to about 507, inclusive of FIG. 26 
(SEQ ID NO:57), or (b) the complement of the DNA 
molecule of (a), and, if the DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% 
sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% 
Sequence identity to (a) or (b), isolating the test DNA 
molecule. 

0284. In a specific aspect, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO4380 polypeptide, with or without the N-terminal signal 
Sequence and/or the initiating methionine, and its Soluble 
variants (i.e. transmembrane domain deleted or inactivated), 
or is complementary to Such encoding nucleic acid mol 
ecule. The Signal peptide has been tentatively identified as 
extending from amino acid position 1 through about amino 
acid position 26 in the sequence of FIG. 26 (SEQ ID 
NO:57). The transmembrane domain has been tentatively 
identified as extending from about amino acid position 273 
through about amino acid position 292 in the PRO4380 
amino acid sequence (FIG. 26, SEQ ID NO:57). 
0285) In another aspect, the invention concerns an iso 
lated nucleic acid molecule comprising (a) DNA encoding a 
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polypeptide Scoring at least about 80% positives, preferably 
at least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 27 
to about 507, inclusive of FIG. 26 (SEQ ID NO:57), or (b) 
the complement of the DNA of (a). 
0286 Another embodiment is directed to fragments of a 
PRO4380 polypeptide coding sequence that may find use as 
hybridization probes. Such nucleic acid fragments are from 
about 20 through about 80 nucleotides in length, preferably 
from about 20 through about 60 nucleotides in length, more 
preferably from about 20 through about 50 nucleotides in 
length, and most preferably from about 20 through about 40 
nucleotides in length. 
0287. In another embodiment, the invention provides 
isolated PRO4380 polypeptide encoded by any of the iso 
lated nucleic acid Sequences hereinabove defined. 
0288. In a specific aspect, the invention provides isolated 
native sequence PRO4380 polypeptide, which in one 
embodiment, includes an amino acid Sequence comprising 
residues 27 through 507 of FIG. 26 (SEQ ID NO:57). 
0289. In another aspect, the invention concerns an iso 
lated PRO4380 polypeptide, comprising an amino acid 
Sequence having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more pref 
erably at least about 90% sequence identity, most preferably 
at least about 95% sequence identity to the Sequence of 
amino acid residues 27 to about 507, inclusive of FIG. 26 
(SEQ ID NO:57). 
0290. In a further aspect, the invention concerns an 
isolated PRO4380 polypeptide, comprising an amino acid 
Sequence Scoring at least about 80% positives, preferably at 
least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 27 
through 507 of FIG. 26 (SEQ ID NO:57). 
0291. In yet another aspect, the invention concerns an 
isolated PRO4380 polypeptide, comprising the sequence of 
amino acid residues 27 to about 507, inclusive of FIG. 26 
(SEQ ID NO:57), or a fragment thereof sufficient to provide 
a binding site for an anti-PRO4380 antibody. Preferably, the 
PRO4380 fragment retains a qualitative biological activity 
of a native PRO4380 polypeptide. 
0292. In a still further aspect, the invention provides a 
polypeptide produced by (i) hybridizing a test DNA mol 
ecule under Stringent conditions with (a) a DNA molecule 
encoding a PRO4380 polypeptide having the sequence of 
amino acid residues from about 27 to about 507, inclusive of 
FIG. 26 (SEQ ID NO:57), or (b) the complement of the 
DNA molecule of (a), and if the test DNA molecule has at 
least about an 80% sequence identity, preferably at least 
about an 85% sequence identity, more preferably at least 
about a 90% sequence identity, most preferably at least 
about a 95% sequence identity to (a) or (b), (ii) culturing a 
host cell comprising the test DNA molecule under condi 
tions Suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 
0293) 14. PRO4354 
0294. A clDNA clone (DNA92256-2596) has been iden 
tified that encodes a novel polypeptide designated in the 
present application as “PRO4354”. 
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0295). In one embodiment, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO4354 polypeptide. 
0296. In one aspect, the isolated nucleic acid comprises 
DNA having at least about 80% sequence identity, prefer 
ably at least about 85% sequence identity, more preferably 
at least about 90% sequence identity, most preferably at least 
about 95% sequence identity to (a) a DNA molecule encod 
ing a PRO4354 polypeptide having the Sequence of amino 
acid residues from about 22 to about 248, inclusive of FIG. 
28 (SEQ ID NO:59), or (b) the complement of the DNA 
molecule of (a). 
0297. In another aspect, the invention concerns an iso 
lated nucleic acid molecule encoding a PRO4354 polypep 
tide comprising DNA hybridizing to the complement of the 
nucleic acid between about residues 171 and about 851, 
inclusive, of FIG. 27 (SEQ ID NO:58). Preferably, hybrid 
ization occurs under Stringent hybridization and wash con 
ditions. 

0298. In a further aspect, the invention concerns an 
isolated nucleic acid molecule comprising DNA having at 
least about 80% sequence identity, preferably at least about 
85% sequence identity, more preferably at least about 90% 
sequence identity, most preferably at least about 95% 
Sequence identity to (a) a DNA molecule encoding the same 
mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203891 (DNA92256-2596), or (b) the 
complement of the DNA molecule of (a). In a preferred 
embodiment, the nucleic acid comprises a DNA encoding 
the same mature polypeptide encoded by the human protein 
cDNA in ATCC Deposit No. 203891 (DNA92256-2596). 
0299. In a still further aspect, the invention concerns an 
isolated nucleic acid molecule comprising (a) DNA encod 
ing a polypeptide having at least about 80% sequence 
identity, preferably at least about 85% sequence identity, 
more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to the 
Sequence of amino acid residues from about 22 to about 248, 
inclusive of FIG. 28 (SEQ ID NO:59), or the complement 
of the DNA of (a). 
0300. In a further aspect, the invention concerns an 
isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides 
and produced by hybridizing a test DNA molecule under 
Stringent conditions with (a) a DNA molecule encoding a 
PRO4354 polypeptide having the sequence of amino acid 
residues from about 22 to about 248, inclusive of FIG. 28 
(SEQ ID NO:59), or (b) the complement of the DNA 
molecule of (a), and, if the DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% 
sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% 
Sequence identity to (a) or (b), isolating the test DNA 
molecule. 

0301 In another aspect, the invention concerns an iso 
lated nucleic acid molecule comprising (a) DNA encoding a 
polypeptide Scoring at least about 80% positives, preferably 
at least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 22 
to about 248, inclusive of FIG. 28 (SEQ ID NO:59), or (b) 
the complement of the DNA of (a). 
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0302) Another embodiment is directed to fragments of a 
PRO4354 polypeptide coding Sequence that may find use as 
hybridization probes. Such nucleic acid fragments are from 
about 20 through about 80 nucleotides in length, preferably 
from about 20 through about 60 nucleotides in length, more 
preferably from about 20 through about 50 nucleotides in 
length, and most preferably from about 20 through about 40 
nucleotides in length. 
0303. In another embodiment, the invention provides 
isolated PRO4354 polypeptide encoded by any of the iso 
lated nucleic acid Sequences hereinabove defined. 
0304. In a specific aspect, the invention provides isolated 
native sequence PRO4354 polypeptide, which in one 
embodiment, includes an amino acid Sequence comprising 
residues 22 through 248 of FIG. 28 (SEQ ID NO:59). 
0305. In another aspect, the invention concerns an iso 
lated PRO4354 polypeptide, comprising an amino acid 
Sequence having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more pref 
erably at least about 90% sequence identity, most preferably 
at least about 95% sequence identity to the Sequence of 
amino acid residues 22 to about 248, inclusive of FIG. 28 
(SEQ ID NO:59). 
0306 In a further aspect, the invention concerns an 
isolated PRO4354 polypeptide, comprising an amino acid 
Sequence Scoring at least about 80% positives, preferably at 
least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid sequence of residues 22 
through 248 of FIG. 28 (SEQ ID NO:59). 
0307 In yet another aspect, the invention concerns an 
isolated PRO4354 polypeptide, comprising the Sequence of 
amino acid residues 22 to about 248, inclusive of FIG. 28 
(SEQ ID NO:59), or a fragment thereof sufficient to provide 
a binding site for an anti-PRO4354 antibody. Preferably, the 
PRO4354 fragment retains a qualitative biological activity 
of a native PRO4354 polypeptide. 
0308. In a still further aspect, the invention provides a 
polypeptide produced by (i) hybridizing a test DNA mol 
ecule under Stringent conditions with (a) a DNA molecule 
encoding a PRO4354 polypeptide having the Sequence of 
amino acid residues from about 22 to about 248, inclusive of 
FIG. 28 (SEQ ID NO:59), or (b) the complement of the 
DNA molecule of (a), and if the test DNA molecule has at 
least about an 80% sequence identity, preferably at least 
about an 85% sequence identity, more preferably at least 
about a 90% sequence identity, most preferably at least 
about a 95% sequence identity to (a) or (b), (ii) culturing a 
host cell comprising the test DNA molecule under condi 
tions Suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 
0309) 15. PRO4408 
0310. A clDNA clone (DNA92274-2617) has been iden 
tified that encodes a novel polypeptide designated in the 
present application as “PRO4408”. 
0311. In one embodiment, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO4408 polypeptide. 
0312. In one aspect, the isolated nucleic acid comprises 
DNA having at least about 80% sequence identity, prefer 
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ably at least about 85% sequence identity, more preferably 
at least about 90% sequence identity, most preferably at least 
about 95% sequence identity to (a) a DNA molecule encod 
ing a PRO4408 polypeptide having the Sequence of amino 
acid residues from about 23 to about 223, inclusive of FIG. 
30 (SEQ ID NO:61), or (b) the complement of the DNA 
molecule of (a). 
0313. In another aspect, the invention concerns an iso 
lated nucleic acid molecule encoding a PRO4408 polypep 
tide comprising DNA hybridizing to the complement of the 
nucleic acid between about residues 155 and about 757, 
inclusive, of FIG. 29 (SEQ ID NO:60). Preferably, hybrid 
ization occurs under Stringent hybridization and wash con 
ditions. 

0314. In a further aspect, the invention concerns an 
isolated nucleic acid molecule comprising DNA having at 
least about 80% sequence identity, preferably at least about 
85% sequence identity, more preferably at least about 90% 
sequence identity, most preferably at least about 95% 
Sequence identity to (a) a DNA molecule encoding the same 
mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203971 (DNA92274-2617), or (b) the 
complement of the DNA molecule of (a). In a preferred 
embodiment, the nucleic acid comprises a DNA encoding 
the same mature polypeptide encoded by the human protein 
cDNA in ATCC Deposit No. 203971 (DNA92274-2617). 
0315. In a still further aspect, the invention concerns an 
isolated nucleic acid molecule comprising (a) DNA encod 
ing a polypeptide having at least about 80% sequence 
identity, preferably at least about 85% sequence identity, 
more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to the 
Sequence of amino acid residues from about 23 to about 223, 
inclusive of FIG. 30 (SEQ ID NO:61), or the complement 
of the DNA of (a). 
0316. In a further aspect, the invention concerns an 
isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides 
and produced by hybridizing a test DNA molecule under 
Stringent conditions with (a) a DNA molecule encoding a 
PRO4408 polypeptide having the sequence of amino acid 
residues from about 23 to about 223, inclusive of FIG. 30 
(SEQ ID NO:61), or (b) the complement of the DNA 
molecule of (a), and, if the DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% 
sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% 
Sequence identity to (a) or (b), isolating the test DNA 
molecule. 

0317. In another aspect, the invention concerns an iso 
lated nucleic acid molecule comprising (a) DNA encoding a 
polypeptide Scoring at least about 80% positives, preferably 
at least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 23 
to about 223, inclusive of FIG. 30 (SEQ ID NO:61), or (b) 
the complement of the DNA of (a). 
0318. Another embodiment is directed to fragments of a 
PRO4408 polypeptide coding Sequence that may find use as 
hybridization probes. Such nucleic acid fragments are from 
about 20 through about 80 nucleotides in length, preferably 
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from about 20 through about 60 nucleotides in length, more 
preferably from about 20 through about 50 nucleotides in 
length, and most preferably from about 20 through about 40 
nucleotides in length. 
03.19. In another embodiment, the invention provides 
isolated PRO4408 polypeptide encoded by any of the iso 
lated nucleic acid Sequences hereinabove defined. 
0320 In a specific aspect, the invention provides isolated 
native sequence PRO4408 polypeptide, which in one 
embodiment, includes an amino acid Sequence comprising 
residues 23 through 223 of FIG. 30 (SEQ ID NO:61). 
0321) In another aspect, the invention concerns an iso 
lated PRO4408 polypeptide, comprising an amino acid 
Sequence having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more pref 
erably at least about 90% sequence identity, most preferably 
at least about 95% sequence identity to the Sequence of 
amino acid residues 23 to about 223, inclusive of FIG. 30 
(SEQ ID NO:61). 
0322. In a further aspect, the invention concerns an 
isolated PRO4408 polypeptide, comprising an amino acid 
Sequence Scoring at least about 80% positives, preferably at 
least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 23 
through 223 of FIG. 30 (SEQ ID NO:61). 
0323 In yet another aspect, the invention concerns an 
isolated PRO4408 polypeptide, comprising the sequence of 
amino acid residues 23 to about 223, inclusive of FIG. 30 
(SEQ ID NO:61), or a fragment thereof sufficient to provide 
a binding site for an anti-PRO4408 antibody. Preferably, the 
PRO4408 fragment retains a qualitative biological activity 
of a native PRO4408 polypeptide. 
0324. In a still further aspect, the invention provides a 
polypeptide produced by (i) hybridizing a test DNA mol 
ecule under Stringent conditions with (a) a DNA molecule 
encoding a PRO4408 polypeptide having the Sequence of 
amino acid residues from about 23 to about 223, inclusive of 
FIG. 30 (SEQ ID NO:61), or (b) the complement of the 
DNA molecule of (a), and if the test DNA molecule has at 
least about an 80% sequence identity, preferably at least 
about an 85% sequence identity, more preferably at least 
about a 90% sequence identity, most preferably at least 
about a 95% sequence identity to (a) or (b), (ii) culturing a 
host cell comprising the test DNA molecule under condi 
tions Suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

0325 16. PRO5737 
0326. A clDNA clone (DNA92929-2534) has been iden 
tified that encodes a novel polypeptide having homology to 
IL-1 and is designated in the present application as 
“PRO5737. 

0327 In one embodiment, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO5737 polypeptide. 
0328. In one aspect, the isolated nucleic acid comprises 
DNA having at least about 80% sequence identity, prefer 
ably at least about 85% sequence identity, more preferably 
at least about 90% sequence identity, most preferably at least 
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about 95% sequence identity to (a) a DNA molecule encod 
ing a PRO5737 polypeptide having the sequence of amino 
acid residues from 1 or about 18 to about 134, inclusive of 
FIG. 32 (SEQ ID NO:63), or (b) the complement of the 
DNA molecule of (a). 
0329. In another aspect, the invention concerns an iso 
lated nucleic acid molecule encoding a PRO5737 polypep 
tide comprising DNA hybridizing to the complement of the 
nucleic acid between about residues 96 or about 147 and 
about 497, inclusive, of FIG. 31 (SEQ ID NO:62). Prefer 
ably, hybridization occurs under Stringent hybridization and 
wash conditions. 

0330. In a further aspect, the invention concerns an 
isolated nucleic acid molecule comprising DNA having at 
least about 80% sequence identity, preferably at least about 
85% sequence identity, more preferably at least about 90% 
sequence identity, most preferably at least about 95% 
Sequence identity to (a) a DNA molecule encoding the same 
mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203586 (DNA92929-2534), or (b) the 
complement of the DNA molecule of (a). In a preferred 
embodiment, the nucleic acid comprises a DNA encoding 
the same mature polypeptide encoded by the human protein 
cDNA in ATCC Deposit No. 203586 (DNA92929-2534). 
0331 In a still further aspect, the invention concerns an 
isolated nucleic acid molecule comprising (a) DNA encod 
ing a polypeptide having at least about 80% sequence 
identity, preferably at least about 85% sequence identity, 
more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to the 
Sequence of amino acid residues from about 18 to about 134, 
inclusive of FIG. 32 (SEQ ID NO:63), or the complement 
of the DNA of (a). 
0332. In a further aspect, the invention concerns an 
isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides 
and produced by hybridizing a test DNA molecule under 
Stringent conditions with (a) a DNA molecule encoding a 
PRO5737 polypeptide having the sequence of amino acid 
residues from about 18 to about 134, inclusive of FIG. 32 
(SEQ ID NO:63), or (b) the complement of the DNA 
molecule of (a), and, if the DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% 
sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% 
Sequence identity to (a) or (b), isolating the test DNA 
molecule. 

0333. In another aspect, the invention concerns an iso 
lated nucleic acid molecule comprising (a) DNA encoding a 
polypeptide Scoring at least about 80% positives, preferably 
at least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 18 
to about 134, inclusive of FIG. 32 (SEQ ID NO:63), or (b) 
the complement of the DNA of (a). 
0334] Another embodiment is directed to fragments of a 
PRO5737 polypeptide coding sequence that may find use as 
hybridization probes. Such nucleic acid fragments are from 
about 20 through about 80 nucleotides in length, preferably 
from about 20 through about 60 nucleotides in length, more 
preferably from about 20 through about 50 nucleotides in 
length, and most preferably from about 20 through about 40 
nucleotides in length. 
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0335) In another embodiment, the invention provides 
isolated PRO5737 polypeptide encoded by any of the iso 
lated nucleic acid Sequences hereinabove defined. 
0336. In a specific aspect, the invention provides isolated 
native sequence PRO5737 polypeptide, which in one 
embodiment, includes an amino acid Sequence comprising 
residues 18 through 134 of FIG. 32 (SEQ ID NO:63). 
0337. In another aspect, the invention concerns an iso 
lated PRO5737 polypeptide, comprising an amino acid 
Sequence having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more pref 
erably at least about 90% sequence identity, most preferably 
at least about 95% sequence identity to the Sequence of 
amino acid residues 18 to about 134, inclusive of FIG. 32 
(SEQ ID NO:63). 
0338. In a further aspect, the invention concerns an 
isolated PRO5737 polypeptide, comprising an amino acid 
Sequence Scoring at least about 80% positives, preferably at 
least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 18 
through 134 of FIG. 32 (SEQ ID NO:63). 
0339. In yet another aspect, the invention concerns an 
isolated PRO5737 polypeptide, comprising the sequence of 
amino acid residues 18 to about 134, inclusive of FIG. 32 
(SEQ ID NO:63), or a fragment thereof sufficient to provide 
a binding site for an anti-PRO5737 antibody. Preferably, the 
PRO5737 fragment retains a qualitative biological activity 
of a native PRO5737 polypeptide. 
0340. In a still further aspect, the invention provides a 
polypeptide produced by (i) hybridizing a test DNA mol 
ecule under Stringent conditions with (a) a DNA molecule 
encoding a PRO5737 polypeptide having the sequence of 
amino acid residues from about 18 to about 134, inclusive of 
FIG. 32 (SEQ ID NO:63), or (b) the complement of the 
DNA molecule of (a), and if the test DNA molecule has at 
least about an 80% sequence identity, preferably at least 
about an 85% sequence identity, more preferably at least 
about a 90% sequence identity, most preferably at least 
about a 95% sequence identity to (a) or (b), (ii) culturing a 
host cell comprising the test DNA molecule under condi 
tions Suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 
0341) 17. PRO4.425 
0342. A cDNA clone (DNA93011-2637) has been iden 
tified that encodes a novel polypeptide having homology to 
a protein in GenBank, accession number HGS RE295, and 
designated in the present application as “PRO4425”. 

0343. In one embodiment, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO4425 polypeptide. 
0344). In one aspect, the isolated nucleic acid comprises 
DNA having at least about 80% sequence identity, prefer 
ably at least about 85% sequence identity, more preferably 
at least about 90% sequence identity, most preferably at least 
about 95% sequence identity to (a) a DNA molecule encod 
ing a PRO4425 polypeptide having the Sequence of amino 
acid residues from 1 OR about 20 to about 136, inclusive of 
FIG. 34 (SEQ ID NO:65), or (b) the complement of the 
DNA molecule of (a). 
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0345. In another aspect, the invention concerns an iso 
lated nucleic acid molecule encoding a PRO4425 polypep 
tide comprising DNA hybridizing to the complement of the 
nucleic acid between about residues 84 and about 434, 
inclusive, of FIG.33 (SEQ ID NO:64). Preferably, hybrid 
ization occurs under Stringent hybridization and wash con 
ditions. 

0346. In a further aspect, the invention concerns an 
isolated nucleic acid molecule comprising DNA having at 
least about 80% sequence identity, preferably at least about 
85% sequence identity, more preferably at least about 90% 
sequence identity, most preferably at least about 95% 
Sequence identity to (a) a DNA molecule encoding the same 
mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 20-PTA (DNA93011-2637), or (b) the 
complement of the DNA molecule of (a). In a preferred 
embodiment, the nucleic acid comprises a DNA encoding 
the same mature polypeptide encoded by the human protein 
cDNA in ATCC Deposit No. 20-PTA (DNA93011-2637). 
0347 In a still further aspect, the invention concerns an 
isolated nucleic acid molecule comprising (a) DNA encod 
ing a polypeptide having at least about 80% sequence 
identity, preferably at least about 85% sequence identity, 
more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to the 
Sequence of amino acid residues from about 20 to about 136, 
inclusive of FIG. 34 (SEQ ID NO:65), or the complement 
of the DNA of (a). 
0348. In a further aspect, the invention concerns an 
isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides 
and produced by hybridizing a test DNA molecule under 
Stringent conditions with (a) a DNA molecule encoding a 
PRO4425 polypeptide having the sequence of amino acid 
residues from about 20 to about 136, inclusive of FIG. 34 
(SEQ ID NO:65), or (b) the complement of the DNA 
molecule of (a), and, if the DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% 
sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% 
Sequence identity to (a) or (b), isolating the test DNA 
molecule. 

0349. In another aspect, the invention concerns an iso 
lated nucleic acid molecule comprising (a) DNA encoding a 
polypeptide Scoring at least about 80% positives, preferably 
at least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 20 
to about 136, inclusive of FIG. 34 (SEQ ID NO:65), or (b) 
the complement of the DNA of (a). 
0350 Another embodiment is directed to fragments of a 
PRO4425 polypeptide coding Sequence that may find use as 
hybridization probes. Such nucleic acid fragments are from 
about 20 through about 80 nucleotides in length, preferably 
from about 20 through about 60 nucleotides in length, more 
preferably from about 20 through about 50 nucleotides in 
length, and most preferably from about 20 through about 40 
nucleotides in length. 

0351. In another embodiment, the invention provides 
isolated PRO4425 polypeptide encoded by any of the iso 
lated nucleic acid Sequences hereinabove defined. 
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0352. In a specific aspect, the invention provides isolated 
native sequence PRO4425 polypeptide, which in one 
embodiment, includes an amino acid Sequence comprising 
residues 20 through 136 of FIG. 34 (SEQ ID NO:65). 
0353. In another aspect, the invention concerns an iso 
lated PRO4425 polypeptide, comprising an amino acid 
Sequence having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more pref 
erably at least about 90% sequence identity, most preferably 
at least about 95% sequence identity to the Sequence of 
amino acid residues 20 to about 136, inclusive of FIG. 34 
(SEQ ID NO:65). 
0354) In a further aspect, the invention concerns an 
isolated PRO4425 polypeptide, comprising an amino acid 
Sequence Scoring at least about 80% positives, preferably at 
least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 20 
through 136 of FIG. 34 (SEQ ID NO:65). 
0355. In yet another aspect, the invention concerns an 
isolated PRO4425 polypeptide, comprising the Sequence of 
amino acid residues 20 to about 136, inclusive of FIG. 34 
(SEQ ID NO:65), or a fragment thereof sufficient to provide 
a binding site for an anti-PRO4425 antibody. Preferably, the 
PRO4425 fragment retains a qualitative biological activity 
of a native PRO4425 polypeptide. 
0356. In a still further aspect, the invention provides a 
polypeptide produced by (i) hybridizing a test DNA mol 
ecule under Stringent conditions with (a) a DNA molecule 
encoding a PRO4425 polypeptide having the Sequence of 
amino acid residues from about 20 to about 136, inclusive of 
FIG. 34 (SEQ ID NO:65), or (b) the complement of the 
DNA molecule of (a), and if the test DNA molecule has at 
least about an 80% sequence identity, preferably at least 
about an 85% sequence identity, more preferably at least 
about a 90% sequence identity, most preferably at least 
about a 95% sequence identity to (a) or (b), (ii) culturing a 
host cell comprising the test DNA molecule under condi 
tions Suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

0357 18. PRO5990 
0358) A clDNA clone (designated herein as DNA96042 
2682) has been identified that has homology to nucleic acid 
encoding Secretogranin and that encodes a novel polypep 
tide, designated in the present application as “PRO5990”. 

0359. In one embodiment, the invention provides an 
isolated nucleic acid molecule comprising a nucleotide 
sequence that encodes a PRO5990 polypeptide. 

0360. In one aspect, the isolated nucleic acid molecule 
comprises a nucleotide Sequence having at least about 80% 
Sequence identity, preferably at least about 81% sequence 
identity, more preferably at least about 82% sequence iden 
tity, yet more preferably at least about 83% sequence iden 
tity, yet more preferably at least about 84% sequence iden 
tity, yet more preferably at least about 85% sequence 
identity, yet more preferably at least about 86% sequence 
identity, yet more preferably at least about 87% sequence 
identity, yet more preferably at least about 88% sequence 
identity, yet more preferably at least about 89% sequence 
identity, yet more preferably at least about 90% sequence 
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identity, yet more preferably at least about 91% sequence 
identity, yet more preferably at least about 92% sequence 
identity, yet more preferably at least about 93% sequence 
identity, yet more preferably at least about 94% sequence 
identity, yet more preferably at least about 95% sequence 
identity, yet more preferably at least about 96% Sequence 
identity, yet more preferably at least about 97% sequence 
identity, yet more preferably at least about 98% sequence 
identity and yet more preferably at least about 99% sequence 
identity to (a) a DNA molecule encoding a PRO5990 
polypeptide having the Sequence of amino acid residues 
from about 1 or about 22 to about 468, inclusive, of FIG. 36 
(SEQ ID NO:67), or (b) the complement of the DNA 
molecule of (a). 
0361. In another aspect, the isolated nucleic acid mol 
ecule comprises (a) a nucleotide Sequence encoding a 
PRO5990 polypeptide having the sequence of amino acid 
residues from about 1 or about 22 to about 468, inclusive, of 
FIG. 36 (SEQ ID NO:67), or (b) the complement of the 
nucleotide sequence of (a). 
0362. In other aspects, the isolated nucleic acid molecule 
comprises a nucleotide Sequence having at least about 80% 
Sequence identity, preferably at least about 81% sequence 
identity, more preferably at least about 82% sequence iden 
tity, yet more preferably at least about 83% sequence iden 
tity, yet more preferably at least about 84% sequence iden 
tity, yet more preferably at least about 85% sequence 
identity, yet more preferably at least about 86% sequence 
identity, yet more preferably at least about 87% sequence 
identity, yet more preferably at least about 88% sequence 
identity, yet more preferably at least about 89% sequence 
identity, yet more preferably at least about 90% sequence 
identity, yet more preferably at least about 91% sequence 
identity, yet more preferably at least about 92% sequence 
identity, yet more preferably at least about 93% sequence 
identity, yet more preferably at least about 94% sequence 
identity, yet more preferably at least about 95% sequence 
identity, yet more preferably at least about 96% Sequence 
identity, yet more preferably at least about 97% sequence 
identity, yet more preferably at least about 98% sequence 
identity and yet more preferably at least about 99% sequence 
identity to (a) a DNA molecule having the Sequence of 
nucleotides from about 265 or about 328 to about 1668, 
inclusive, of FIG. 35 (SEQ ID NO:66), or (b) the comple 
ment of the DNA molecule of (a). 
0363. In another aspect, the isolated nucleic acid mol 
ecule comprises (a) the nucleotide Sequence of from about 
265 or about 328 to about 1668, inclusive, of FIG. 35 (SEQ 
ID NO:66), or (b) the complement of the nucleotide 
Sequence of (a). 
0364. In a further aspect, the invention concerns an 
isolated nucleic acid molecule comprising a nucleotide 
Sequence having at least about 80% sequence identity, 
preferably at least about 81% Sequence identity, more pref 
erably at least about 82% sequence identity, yet more 
preferably at least about 83% sequence identity, yet more 
preferably at least about 84% sequence identity, yet more 
preferably at least about 85% sequence identity, yet more 
preferably at least about 86% sequence identity, yet more 
preferably at least about 87% sequence identity, yet more 
preferably at least about 88% sequence identity, yet more 
preferably at least about 89% sequence identity, yet more 
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preferably at least about 90% sequence identity, yet more 
preferably at least about 91% Sequence identity, yet more 
preferably at least about 92% sequence identity, yet more 
preferably at least about 93% sequence identity, yet more 
preferably at least about 94% sequence identity, yet more 
preferably at least about 95% sequence identity, yet more 
preferably at least about 96% Sequence identity, yet more 
preferably at least about 97% sequence identity, yet more 
preferably at least about 98% sequence identity and yet more 
preferably at least about 99% sequence identity to (a) a DNA 
molecule that encodes the same mature polypeptide encoded 
by the human protein cDNA deposited with the ATCC on 
Jul. 20, 1999 under ATCC Deposit No. 382-PTA 
(DNA96042-2682) or (b) the complement of the DNA 
molecule of (a). In a preferred embodiment, the isolated 
nucleic acid molecule comprises (a) a nucleotide sequence 
encoding the same mature polypeptide encoded by the 
human protein cDNA deposited with the ATCC on Jul. 20, 
1999 under ATCC Deposit No. 382-PTA(DNA96042-2682) 
or (b) the complement of the nucleotide Sequence of (a). 
0365. In another aspect, the invention concerns an iso 
lated nucleic acid molecule comprising a nucleotide 
Sequence having at least about 80% sequence identity, 
preferably at least about 81% Sequence identity, more pref 
erably at least about 82% sequence identity, yet more 
preferably at least about 83% sequence identity, yet more 
preferably at least about 84% sequence identity, yet more 
preferably at least about 85% sequence identity, yet more 
preferably at least about 86% sequence identity, yet more 
preferably at least about 87% sequence identity, yet more 
preferably at least about 88% sequence identity, yet more 
preferably at least about 89% sequence identity, yet more 
preferably at least about 90% sequence identity, yet more 
preferably at least about 91% Sequence identity, yet more 
preferably at least about 92% sequence identity, yet more 
preferably at least about 93% sequence identity, yet more 
preferably at least about 94% sequence identity, yet more 
preferably at least about 95% sequence identity, yet more 
preferably at least about 96% Sequence identity, yet more 
preferably at least about 97% sequence identity, yet more 
preferably at least about 98% sequence identity and yet more 
preferably at least about 99% sequence identity to (a) the 
full-length polypeptide coding Sequence of the human pro 
tein cDNA deposited with the ATCC on Jul. 20, 1999 under 
ATCC Deposit No. 382-PTA (DNA96042-2682) or (b) the 
complement of the nucleotide Sequence of (a). In a preferred 
embodiment, the isolated nucleic acid molecule comprises 
(a) the full-length polypeptide coding sequence of the DNA 
deposited with the ATCC on Jul. 20, 1999 under ATCC 
Deposit No. 382-PTA(DNA96042-2682) or (b) the comple 
ment of the nucleotide Sequence of (a). 
0366. In another aspect, the invention concerns an iso 
lated nucleic acid molecule which encodes an active 
PRO5990 polypeptide as defined below comprising a nucle 
otide Sequence that hybridizes to the complement of a 
nucleic acid Sequence that encodes amino acids 1 or about 
22 to about 468, inclusive, of FIG. 36 (SEQ ID NO:67). 
Preferably, hybridization occurs under stringent hybridiza 
tion and wash conditions. 

0367. In yet another aspect, the invention concerns an 
isolated nucleic acid molecule which encodes an active 
PRO5990 polypeptide as defined below comprising a nucle 
otide Sequence that hybridizes to the complement of the 
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nucleic acid Sequence between about nucleotides 265 or 
about 328 and about 1668, inclusive, of FIG. 35 (SEQ ID 
NO:66). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 
0368. In a further aspect, the invention concerns an 
isolated nucleic acid molecule having at least about 1301 
nucleotides and which is produced by hybridizing a test 
DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO5990 polypeptide having the 
Sequence of amino acid residues from about 1 or about 22 to 
about 468, inclusive, of FIG.36 (SEQ ID NO:67), or (b) the 
complement of the DNA molecule of (a), and, if the test 
DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 81% Sequence identity, more 
preferably at least about an 82% sequence identity, yet more 
preferably at least about an 83% sequence identity, yet more 
preferably at least about an 84% sequence identity, yet more 
preferably at least about an 85% sequence identity, yet more 
preferably at least about an 86% sequence identity, yet more 
preferably at least about an 87% sequence identity, yet more 
preferably at least about an 88% sequence identity, yet more 
preferably at least about an 89% sequence identity, yet more 
preferably at least about a 90% sequence identity, yet more 
preferably at least about a 91% Sequence identity, yet more 
preferably at least about a 92% sequence identity, yet more 
preferably at least about a 93% sequence identity, yet more 
preferably at least about a 94% sequence identity, yet more 
preferably at least about a 95% sequence identity, yet more 
preferably at least about a 96% Sequence identity, yet more 
preferably at least about a 97% sequence identity, yet more 
preferably at least about a 98% sequence identity and yet 
more preferably at least about a 99% sequence identity to (a) 
or (b), and isolating the test DNA molecule. 
0369. In another aspect, the invention concerns an iso 
lated nucleic acid molecule comprising (a) a nucleotide 
Sequence encoding a polypeptide Scoring at least about 80% 
positives, preferably at least about 81% positives, more 
preferably at least about 82% positives, yet more preferably 
at least about 83% positives, yet more preferably at least 
about 84% positives, yet more preferably at least about 85% 
positives, yet more preferably at least about 86% positives, 
yet more preferably at least about 87% positives, yet more 
preferably at least about 88% positives, yet more preferably 
at least about 89% positives, yet more preferably at least 
about 90% positives, yet more preferably at least about 91% 
positives, yet more preferably at least about 92% positives, 
yet more preferably at least about 93% positives, yet more 
preferably at least about 94% positives, yet more preferably 
at least about 95% positives, yet more preferably at least 
about 96% positives, yet more preferably at least about 97% 
positives, yet more preferably at least about 98% positives 
and yet more preferably at least about 99% positives when 
compared with the amino acid Sequence of residues about 1 
or about 22 to 468, inclusive, of FIG. 36 (SEQ ID NO:67), 
or (b) the complement of the nucleotide Sequence of (a). 
0370. In a specific aspect, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO5990 polypeptide without the N-terminal signal 
Sequence and/or the initiating methionine, or is complemen 
tary to Such encoding nucleic acid molecule. The Signal 
peptide has been tentatively identified as extending from 
about amino acid position 1 to about amino acid position 21 
in the sequence of FIG. 36 (SEQ ID NO:67). It is noted, 
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however, that the C-terminal boundary of the Signal peptide 
may vary, but most likely by no more than about 5 amino 
acids on either Side of the Signal peptide C-terminal bound 
ary as initially identified herein, wherein the C-terminal 
boundary of the Signal peptide may be identified pursuant to 
criteria routinely employed in the art for identifying that 
type of amino acid Sequence element (e.g., Nielsen et al., 
Prot. Eng. 10:1-6 (1997) and von Heinje et al., Nucl. Acids. 
Res. 14:4683-4690 (1986)). Moreover, it is also recognized 
that, in Some cases, cleavage of a signal Sequence from a 
Secreted polypeptide is not entirely uniform, resulting in 
more than one Secreted Species. These polypeptides, and the 
polynucleotides encoding them, are contemplated by the 
present invention. AS Such, for purposes of the present 
application, the signal peptide of the PRO5990 polypeptide 
shown in FIG. 36 (SEQ ID NO:67) extends from amino 
acids 1 to X of FIG. 36 (SEQID NO:67), wherein X is any 
amino acid from 16 to 26 of FIG. 36 (SEQ ID NO:67). 
Therefore, mature forms of the PRO5990 polypeptide which 
are encompassed by the present invention include those 
comprising amino acids X to 468 of FIG. 36 (SEQ ID 
NO:67), wherein X is any amino acid from 16 to 26 of FIG. 
36 (SEQ ID NO:67) and variants thereofas described below. 
Isolated nucleic acid molecules encoding these polypeptides 
are also contemplated. 

0371 Another embodiment is directed to fragments of a 
PRO5990 polypeptide coding sequence that may find use as, 
for example, hybridization probes or for encoding fragments 
of a PRO5990 polypeptide that may optionally encode a 
polypeptide comprising a binding site for an anti-PRO5990 
antibody. Such nucleic acid fragments are usually at least 
about 20 nucleotides in length, preferably at least about 30 
nucleotides in length, more preferably at least about 40 
nucleotides in length, yet more preferably at least about 50 
nucleotides in length, yet more preferably at least about 60 
nucleotides in length, yet more preferably at least about 70 
nucleotides in length, yet more preferably at least about 80 
nucleotides in length, yet more preferably at least about 90 
nucleotides in length, yet more preferably at least about 100 
nucleotides in length, yet more preferably at least about 110 
nucleotides in length, yet more preferably at least about 120 
nucleotides in length, yet more preferably at least about 130 
nucleotides in length, yet more preferably at least about 140 
nucleotides in length, yet more preferably at least about 150 
nucleotides in length, yet more preferably at least about 160 
nucleotides in length, yet more preferably at least about 170 
nucleotides in length, yet more preferably at least about 180 
nucleotides in length, yet more preferably at least about 190 
nucleotides in length, yet more preferably at least about 200 
nucleotides in length, yet more preferably at least about 250 
nucleotides in length, yet more preferably at least about 300 
nucleotides in length, yet more preferably at least about 350 
nucleotides in length, yet more preferably at least about 400 
nucleotides in length, yet more preferably at least about 450 
nucleotides in length, yet more preferably at least about 500 
nucleotides in length, yet more preferably at least about 600 
nucleotides in length, yet more preferably at least about 700 
nucleotides in length, yet more preferably at least about 800 
nucleotides in length, yet more preferably at least about 900 
nucleotides in length and yet more preferably at least about 
1000 nucleotides in length, wherein in this context the term 
"about” means the referenced nucleotide Sequence length 
plus or minus 10% of that referenced length. In a preferred 
embodiment, the nucleotide Sequence fragment is derived 
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from any coding region of the nucleotide Sequence shown in 
FIG. 35 (SEQ ID NO:66). It is noted that novel fragments 
of a PRO5990 polypeptide-encoding nucleotide sequence 
may be determined in a routine manner by aligning the 
PRO5990 polypeptide-encoding nucleotide sequence with 
other known nucleotide Sequences using any of a number of 
well known Sequence alignment programs and determining 
which PRO5990 polypeptide-encoding nucleotide sequence 
fragment(s) are novel. All of such PRO5990 polypeptide 
encoding nucleotide Sequences are contemplated herein and 
can be determined without undue experimentation. Also 
contemplated are the PRO5990 polypeptide fragments 
encoded by these nucleotide molecule fragments, preferably 
those PRO5990 polypeptide fragments that comprise a bind 
ing site for an anti-PRO5990 antibody. 

0372. In another embodiment, the invention provides 
isolated PRO5990 polypeptide encoded by any of the iso 
lated nucleic acid Sequences hereinabove identified. 
0373) In a specific aspect, the invention provides isolated 
native sequence PRO5990 polypeptide, which in certain 
embodiments, includes an amino acid Sequence comprising 
residues from about 1 or about 22 to about 468 of FIG. 36 
(SEQ ID NO:67). 
0374. In another aspect, the invention concerns an iso 
lated PRO5990 polypeptide, comprising an amino acid 
Sequence having at least about 80% sequence identity, 
preferably at least about 81% Sequence identity, more pref 
erably at least about 82% sequence identity, yet more 
preferably at least about 83% sequence identity, yet more 
preferably at least about 84% sequence identity, yet more 
preferably at least about 85% sequence identity, yet more 
preferably at least about 86% sequence identity, yet more 
preferably at least about 87% sequence identity, yet more 
preferably at least about 88% sequence identity, yet more 
preferably at least about 89% sequence identity, yet more 
preferably at least about 90% sequence identity, yet more 
preferably at least about 91% Sequence identity, yet more 
preferably at least about 92% sequence identity, yet more 
preferably at least about 93% sequence identity, yet more 
preferably at least about 94% sequence identity, yet more 
preferably at least about 95% sequence identity, yet more 
preferably at least about 96% Sequence identity, yet more 
preferably at least about 97% sequence identity, yet more 
preferably at least about 98% sequence identity and yet more 
preferably at least about 99% sequence identity to the 
Sequence of amino acid residues from about 1 or about 22 to 
about 468, inclusive, of FIG. 36 (SEQ ID NO:67). 
0375. In a further aspect, the invention concerns an 
isolated PRO5990 polypeptide comprising an amino acid 
Sequence having at least about 80% sequence identity, 
preferably at least about 81% Sequence identity, more pref 
erably at least about 82% sequence identity, yet more 
preferably at least about 83% sequence identity, yet more 
preferably at least about 84% sequence identity, yet more 
preferably at least about 85% sequence identity, yet more 
preferably at least about 86% sequence identity, yet more 
preferably at least about 87% sequence identity, yet more 
preferably at least about 88% sequence identity, yet more 
preferably at least about 89% sequence identity, yet more 
preferably at least about 90% sequence identity, yet more 
preferably at least about 91% Sequence identity, yet more 
preferably at least about 92% sequence identity, yet more 
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preferably at least about 93% 
preferably at least about 94% 
preferably at least about 95% 
preferably at least about 96% Sequence identity, yet more 
preferably at least about 97% sequence identity, yet more 
preferably at least about 98% sequence identity and yet more 
preferably at least about 99% sequence identity to an amino 
acid Sequence encoded by the human protein cDNA depos 
ited with the ATCC on Jul. 20, 1999 under ATCC Deposit 
No. 382-PTA (DNA96042-2682). In a preferred embodi 
ment, the isolated PRO5990 polypeptide comprises an 
amino acid Sequence encoded by the human protein cDNA 
deposited with the ATCC on Jul. 20, 1999 under ATCC 
Deposit No. 382-PTA (DNA96042-2682). 
0376. In a further aspect, the invention concerns an 
isolated PRO5990 polypeptide comprising an amino acid 
Sequence Scoring at least about 80% positives, preferably at 
least about 81% positives, more preferably at least about 
82% positives, yet more preferably at least about 83% 
positives, yet more preferably at least about 84% positives, 
yet more preferably at least about 85% positives, yet more 
preferably at least about 86% positives, yet more preferably 
at least about 87% positives, yet more preferably at least 
about 88% positives, yet more preferably at least about 89% 
positives, yet more preferably at least about 90% positives, 
yet more preferably at least about 91% positives, yet more 
preferably at least about 92% positives, yet more preferably 
at least about 93% positives, yet more preferably at least 
about 94% positives, yet more preferably at least about 95% 
positives, yet more preferably at least about 96% positives, 
yet more preferably at least about 97% positives, yet more 
preferably at least about 98% positives and yet more pref 
erably at least about 99% positives when compared with the 
amino acid Sequence of residues from about 1 or about 22 to 
about 468, inclusive, of FIG. 36 (SEQ ID NO:67). 
0377. In a specific aspect, the invention provides an 
isolated PRO5990 polypeptide without the N-terminal sig 
nal Sequence and/or the initiating methionine and is encoded 
by a nucleotide Sequence that encodes Such an amino acid 
Sequence as hereinbefore described. Processes for producing 
the same are also herein described, wherein those processes 
comprise culturing a host cell comprising a vector which 
comprises the appropriate encoding nucleic acid molecule 
under conditions suitable for expression of the PRO5990 
polypeptide and recovering the PRO5990 polypeptide from 
the cell culture. 

0378. In yet another aspect, the invention concerns an 
isolated PRO5990 polypeptide, comprising the sequence of 
amino acid residues from about 1 or about 22 to about 468, 
inclusive, of FIG. 36 (SEQ ID NO:67), or a fragment 
thereof which is biologically active or sufficient to provide 
a binding site for an anti-PRO5990 antibody, wherein the 
identification of PRO5990 polypeptide fragments that pos 
SeSS biological activity or provide a binding site for an 
anti-PRO5990 antibody may be accomplished in a routine 
manner using techniques which are well known in the art. 
Preferably, the PRO5990 fragment retains a qualitative 
biological activity of a native PRO5990 polypeptide. 

0379. In a still further aspect, the invention provides a 
polypeptide produced by (i) hybridizing a test DNA mol 
ecule under Stringent conditions with (a) a DNA molecule 
encoding a PRO5990 polypeptide having the sequence of 
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amino acid residues from about 1 or about 22 to about 468, 
inclusive, of FIG. 36 (SEQ ID NO:67), or (b) the comple 
ment of the DNA molecule of (a), and if the test DNA 
molecule has at least about an 80% sequence identity, 
preferably at least about an 81% Sequence identity, more 
preferably at least about an 82% sequence identity, yet more 
preferably at least about an 83% sequence identity, yet more 
preferably at least about an 84% sequence identity, yet more 
preferably at least about an 85% sequence identity, yet more 
preferably at least about an 86% sequence identity, yet more 
preferably at least about an 87% sequence identity, yet more 
preferably at least about an 88% sequence identity, yet more 
preferably at least about an 89% sequence identity, yet more 
preferably at least about a 90% sequence identity, yet more 
preferably at least about a 91% Sequence identity, yet more 
preferably at least about a 92% sequence identity, yet more 
preferably at least about a 93% sequence identity, yet more 
preferably at least about a 94% sequence identity, yet more 
preferably at least about a 95% sequence identity, yet more 
preferably at least about a 96% Sequence identity, yet more 
preferably at least about a 97% sequence identity, yet more 
preferably at least about a 98% sequence identity and yet 
more preferably at least about a 99% sequence identity to (a) 
or (b), (ii) culturing a host cell comprising the test DNA 
molecule under conditions Suitable for expression of the 
polypeptide, and (iii) recovering the polypeptide from the 
cell culture. 

0380 Another embodiment of the present invention is 
directed to the use of a PRO5990 polypeptide, or an agonist 
or antagonist thereof as herein described, or an anti 
PRO5990 antibody, for the preparation of a medicament 
useful in the treatment of a condition which is responsive to 
the PRO5990 polypeptide, an agonist or antagonist thereof 
or an anti-PRO5990 antibody. 
0381) 19. PRO6030 
0382. A clDNA clone (designated herein as DNA96850 
2705) has been identified that encodes a novel polypeptide, 
designated in the present application as “PRO6030”. 

0383. In one embodiment, the invention provides an 
isolated nucleic acid molecule comprising a nucleotide 
sequence that encodes a PRO6030 polypeptide. 
0384. In one aspect, the isolated nucleic acid molecule 
comprises a nucleotide Sequence having at least about 80% 
Sequence identity, preferably at least about 81% sequence 
identity, more preferably at least about 82% sequence iden 
tity, yet more preferably at least about 83% sequence iden 
tity, yet more preferably at least about 84% sequence iden 
tity, yet more preferably at least about 85% sequence 
identity, yet more preferably at least about 86% sequence 
identity, yet more preferably at least about 87% sequence 
identity, yet more preferably at least about 88% sequence 
identity, yet more preferably at least about 89% sequence 
identity, yet more preferably at least about 90% sequence 
identity, yet more preferably at least about 91% sequence 
identity, yet more preferably at least about 92% sequence 
identity, yet more preferably at least about 93% sequence 
identity, yet more preferably at least about 94% sequence 
identity, yet more preferably at least about 95% sequence 
identity, yet more preferably at least about 96% Sequence 
identity, yet more preferably at least about 97% sequence 
identity, yet more preferably at least about 98% sequence 
identity and yet more preferably at least about 99% sequence 
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identity to (a) a DNA molecule encoding a PRO6030 
polypeptide having the Sequence of amino acid residues 
from about 1 or about 27 to about 322, inclusive, of FIG.38 
(SEQ ID NO:72), or (b) the complement of the DNA 
molecule of (a). 
0385) In another aspect, the isolated nucleic acid mol 
ecule comprises (a) a nucleotide Sequence encoding a 
PRO6030 polypeptide having the sequence of amino acid 
residues from about 1 or about 27 to about 322, inclusive, of 
FIG. 38 (SEQ ID NO:72), or (b) the complement of the 
nucleotide sequence of (a). 
0386. In other aspects, the isolated nucleic acid molecule 
comprises a nucleotide Sequence having at least about 80% 
Sequence identity, preferably at least about 81% sequence 
identity, more preferably at least about 82% sequence iden 
tity, yet more preferably at least about 83% sequence iden 
tity, yet more preferably at least about 84% sequence iden 
tity, yet more preferably at least about 85% sequence 
identity, yet more preferably at least about 86% sequence 
identity, yet more preferably at least about 87% sequence 
identity, yet more preferably at least about 88% sequence 
identity, yet more preferably at least about 89% sequence 
identity, yet more preferably at least about 90% sequence 
identity, yet more preferably at least about 91% sequence 
identity, yet more preferably at least about 92% sequence 
identity, yet more preferably at least about 93% sequence 
identity, yet more preferably at least about 94% sequence 
identity, yet more preferably at least about 95% sequence 
identity, yet more preferably at least about 96% Sequence 
identity, yet more preferably at least about 97% sequence 
identity, yet more preferably at least about 98% sequence 
identity and yet more preferably at least about 99% sequence 
identity to (a) a DNA molecule having the Sequence of 
nucleotides from about 60 or about 138 to about 1025, 
inclusive, of FIG. 37 (SEQ ID NO:71), or (b) the comple 
ment of the DNA molecule of (a). 
0387. In another aspect, the isolated nucleic acid mol 
ecule comprises (a) the nucleotide Sequence of from about 
60 or about 138 to about 1025, inclusive, of FIG. 37 (SEQ 
ID NO:71), or (b) the complement of the nucleotide 
Sequence of (a). 
0388. In a further aspect, the invention concerns an 
isolated nucleic acid molecule comprising a nucleotide 
Sequence having at least about 80% sequence identity, 
preferably at least about 81% Sequence identity, more pref 
erably at least about 82% sequence identity, yet more 
preferably at least about 83% sequence identity, yet more 
preferably at least about 84% sequence identity, yet more 
preferably at least about 85% sequence identity, yet more 
preferably at least about 86% sequence identity, yet more 
preferably at least about 87% sequence identity, yet more 
preferably at least about 88% sequence identity, yet more 
preferably at least about 89% sequence identity, yet more 
preferably at least about 90% sequence identity, yet more 
preferably at least about 91% Sequence identity, yet more 
preferably at least about 92% sequence identity, yet more 
preferably at least about 93% sequence identity, yet more 
preferably at least about 94% sequence identity, yet more 
preferably at least about 95% sequence identity, yet more 
preferably at least about 96% Sequence identity, yet more 
preferably at least about 97% sequence identity, yet more 
preferably at least about 98% sequence identity and yet more 
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preferably at least about 99% sequence identity to (a) a DNA 
molecule that encodes the same mature polypeptide encoded 
by the human protein cDNA deposited with the ATCC on 
Aug. 3, 1999 under ATCC Deposit No. 479-PTA 
(DNA96850-2705) or (b) the complement of the DNA 
molecule of (a). In a preferred embodiment, the isolated 
nucleic acid molecule comprises (a) a nucleotide sequence 
encoding the same mature polypeptide encoded by the 
human protein cDNA deposited with the ATCC on Aug. 3, 
1999 under ATCC Deposit No. 479-PTA(DNA96850-2705) 
or (b) the complement of the nucleotide Sequence of (a). 
0389. In another aspect, the invention concerns an iso 
lated nucleic acid molecule comprising a nucleotide 
Sequence having at least about 80% sequence identity, 
preferably at least about 81% Sequence identity, more pref 
erably at least about 82% sequence identity, yet more 
preferably at least about 83% sequence identity, yet more 
preferably at least about 84% sequence identity, yet more 
preferably at least about 85% sequence identity, yet more 
preferably at least about 86% sequence identity, yet more 
preferably at least about 87% sequence identity, yet more 
preferably at least about 88% sequence identity, yet more 
preferably at least about 89% sequence identity, yet more 
preferably at least about 90% sequence identity, yet more 
preferably at least about 91% Sequence identity, yet more 
preferably at least about 92% sequence identity, yet more 
preferably at least about 93% sequence identity, yet more 
preferably at least about 94% sequence identity, yet more 
preferably at least about 95% sequence identity, yet more 
preferably at least about 96% sequence identity, yet more 
preferably at least about 97% sequence identity, yet more 
preferably at least about 98% sequence identity and yet more 
preferably at least about 99% sequence identity to (a) the 
full-length polypeptide coding Sequence of the human pro 
tein cDNA deposited with the ATCC on Aug. 3, 1999 under 
ATCC Deposit No. 479-PTA (DNA96850-2705) or (b) the 
complement of the nucleotide Sequence of (a). In a preferred 
embodiment, the isolated nucleic acid molecule comprises 
(a) the full-length polypeptide coding sequence of the DNA 
deposited with the ATCC on Aug. 3, 1999 under ATCC 
Deposit No. 479-PTA(DNA96850-2705) or (b) the comple 
ment of the nucleotide Sequence of (a). 
0390. In another aspect, the invention concerns an iso 
lated nucleic acid molecule which encodes an active 
PRO6030 polypeptide as defined below comprising a nucle 
otide Sequence that hybridizes to the complement of a 
nucleic acid Sequence that encodes amino acids 1 or about 
27 to about 322, inclusive, of FIG. 38 (SEQ ID NO:72). 
Preferably, hybridization occurs under stringent hybridiza 
tion and wash conditions. 

0391) In yet another aspect, the invention concerns an 
isolated nucleic acid molecule which encodes an active 
PRO6030 polypeptide as defined below comprising a nucle 
otide Sequence that hybridizes to the complement of the 
nucleic acid Sequence between about nucleotides 60 or about 
138 and about 1025, inclusive, of FIG.37 (SEQID NO:71). 
Preferably, hybridization occurs under stringent hybridiza 
tion and wash conditions. 

0392. In a further aspect, the invention concerns an 
isolated nucleic acid molecule having at least about 528 
nucleotides and which is produced by hybridizing a test 
DNA molecule under stringent conditions with (a) a DNA 
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molecule encoding a PRO6030 polypeptide having the 
Sequence of amino acid residues from about 1 or about 27 to 
about 322, inclusive, of FIG.38 (SEQ ID NO:72), or (b) the 
complement of the DNA molecule of (a), and, if the test 
DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 81% Sequence identity, more 
preferably at least about an 82% sequence identity, yet more 
preferably at least about an 83% sequence identity, yet more 
preferably at least about an 84% sequence identity, yet more 
preferably at least about an 85% sequence identity, yet more 
preferably at least about an 86% sequence identity, yet more 
preferably at least about an 87% sequence identity, yet more 
preferably at least about an 88% sequence identity, yet more 
preferably at least about an 89% sequence identity, yet more 
preferably at least about a 90% sequence identity, yet more 
preferably at least about a 91% Sequence identity, yet more 
preferably at least about a 92% sequence identity, yet more 
preferably at least about a 93% sequence identity, yet more 
preferably at least about a 94% sequence identity, yet more 
preferably at least about a 95% sequence identity, yet more 
preferably at least about a 96% Sequence identity, yet more 
preferably at least about a 97% sequence identity, yet more 
preferably at least about a 98% sequence identity and yet 
more preferably at least about a 99% sequence identity to (a) 
or (b), and isolating the test DNA molecule. 
0393. In another aspect, the invention concerns an iso 
lated nucleic acid molecule comprising (a) a nucleotide 
Sequence encoding a polypeptide Scoring at least about 80% 
positives, preferably at least about 81% positives, more 
preferably at least about 82% positives, yet more preferably 
at least about 83% positives, yet more preferably at least 
about 84% positives, yet more preferably at least about 85% 
positives, yet more preferably at least about 86% positives, 
yet more preferably at least about 87% positives, yet more 
preferably at least about 88% positives, yet more preferably 
at least about 89% positives, yet more preferably at least 
about 90% positives, yet more preferably at least about 91% 
positives, yet more preferably at least about 92% positives, 
yet more preferably at least about 93% positives, yet more 
preferably at least about 94% positives, yet more preferably 
at least about 95% positives, yet more preferably at least 
about 96% positives, yet more preferably at least about 97% 
positives, yet more preferably at least about 98% positives 
and yet more preferably at least about 99% positives when 
compared with the amino acid Sequence of residues about 1 
or about 27 to 322, inclusive, of FIG.38 (SEQ ID NO:72), 
or (b) the complement of the nucleotide Sequence of (a). 
0394. In a specific aspect, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO6030 polypeptide without the N-terminal signal 
Sequence and/or the initiating methionine, or is complemen 
tary to Such encoding nucleic acid molecule. The Signal 
peptide has been tentatively identified as extending from 
about amino acid position 1 to about amino acid position 26 
in the sequence of FIG. 38 (SEQ ID NO:72). It is noted, 
however, that the C-terminal boundary of the Signal peptide 
may vary, but most likely by no more than about 5 amino 
acids on either Side of the Signal peptide C-terminal bound 
ary as initially identified herein, wherein the C-terminal 
boundary of the Signal peptide may be identified pursuant to 
criteria routinely employed in the art for identifying that 
type of amino acid Sequence element (e.g., Nielsen et al., 
Prot. Eng. 10:1-6 (1997) and von Heinje et al., Nucl. Acids. 
Res. 14:4683-4690 (1986)). Moreover, it is also recognized 
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that, in Some cases, cleavage of a signal Sequence from a 
Secreted polypeptide is not entirely uniform, resulting in 
more than one Secreted Species. These polypeptides, and the 
polynucleotides encoding them, are contemplated by the 
present invention. AS Such, for purposes of the present 
application, the signal peptide of the PRO6030 polypeptide 
shown in FIG. 38 (SEQ ID NO:72) extends from amino 
acids 1 to X of FIG.38 (SEQID NO:72), wherein X is any 
amino acid from 21 to 31 of FIG. 38 (SEQ ID NO:72). 
Therefore, mature forms of the PRO6030 polypeptide which 
are encompassed by the present invention include those 
comprising amino acids X to 322 of FIG. 38 (SEQ ID 
NO:72), wherein X is any amino acid from 21 to 31 of FIG. 
38 (SEQ ID NO:72) and variants thereofas described below. 
Isolated nucleic acid molecules encoding these polypeptides 
are also contemplated. 
0395. Another aspect the invention provides an isolated 
nucleic acid molecule comprising a nucleotide Sequence 
encoding a PRO6030 polypeptide which is either transmem 
brane domain-deleted or transmembrane domain-inacti 
Vated, or is complementary to Such encoding nucleotide 
Sequence, wherein the transmembrane domain has been 
tentatively identified as extending from about amino acid 
position 142 to about amino acid position 158 in the 
sequence of FIG. 38 (SEQ ID NO:72). Therefore, soluble 
extracellular domains of the herein described PRO6030 
polypeptides are contemplated. 

0396. In this regard, another aspect of the present inven 
tion is directed to an isolated nucleic acid molecule which 
comprises a nucleotide Sequence having at least about 80% 
Sequence identity, preferably at least about 81% sequence 
identity, more preferably at least about 82% sequence iden 
tity, yet more preferably at least about 83% sequence iden 
tity, yet more preferably at least about 84% sequence iden 
tity, yet more preferably at least about 85% sequence 
identity, yet more preferably at least about 86% sequence 
identity, yet more preferably at least about 87% sequence 
identity, yet more preferably at least about 88% sequence 
identity, yet more preferably at least about 89% sequence 
identity, yet more preferably at least about 90% sequence 
identity, yet more preferably at least about 91% sequence 
identity, yet more preferably at least about 92% sequence 
identity, yet more preferably at least about 93% sequence 
identity, yet more preferably at least about 94% sequence 
identity, yet more preferably at least about 95% sequence 
identity, yet more preferably at least about 96% Sequence 
identity, yet more preferably at least about 97% sequence 
identity, yet more preferably at least about 98% sequence 
identity and yet more preferably at least about 99% sequence 
identity to (a) a DNA molecule encoding amino acids 1 to X 
of FIG. 38 (SEQ ID NO:72), where X is any amino acid 
from 137 to 147 of FIG.38 (SEQ ID NO:72), or (b) the 
complement of the DNA molecule of (a). In a specific 
aspect, the isolated nucleic acid molecule comprises a nucle 
otide sequence which (a) encodes amino acids 1 to X of 
FIG.38 (SEQ ID NO:72), where X is any amino acid from 
137 to 147 of FIG. 38 (SEQ ID NO:72), or (b) is the 
complement of the DNA molecule of (a). 
0397. In yet another aspect of the present invention, the 
isolated nucleic acid molecule (a) encodes a polypeptide 
Scoring at least about 80% positives, preferably at least 
about 81% positives, more preferably at least about 82% 
positives, yet more preferably at least about 83% positives, 
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yet more preferably at least about 84% positives, yet more 
preferably at least about 85% positives, yet more preferably 
at least about 86% positives, yet more preferably at least 
about 87% positives, yet more preferably at least about 88% 
positives, yet more preferably at least about 89% positives, 
yet more preferably at least about 90% positives, yet more 
preferably at least about 91% positives, yet more preferably 
at least about 92% positives, yet more preferably at least 
about 93% positives, yet more preferably at least about 94% 
positives, yet more preferably at least about 95% positives, 
yet more preferably at least about 96% positives, yet more 
preferably at least about 97% positives, yet more preferably 
at least about 98% positives and yet more preferably at least 
about 99% positives when compared with the amino acid 
sequence of residues about 1 to X of FIG. 38 (SEQ ID 
NO:72), where X is any amino acid from 137 to 147 of FIG. 
38 (SEQ ID NO:72), or (b) is the complement of the DNA 
molecule of (a). 
0398 Another embodiment is directed to fragments of a 
PRO6030 polypeptide coding sequence that may find use as, 
for example, hybridization probes or for encoding fragments 
of a PRO6030 polypeptide that may optionally encode a 
polypeptide comprising a binding site for an anti-PRO6030 
antibody. Such nucleic acid fragments are usually at least 
about 20 nucleotides in length, preferably at least about 30 
nucleotides in length, more preferably at least about 40 
nucleotides in length, yet more preferably at least about 50 
nucleotides in length, yet more preferably at least about 60 
nucleotides in length, yet more preferably at least about 70 
nucleotides in length, yet more preferably at least about 80 
nucleotides in length, yet more preferably at least about 90 
nucleotides in length, yet more preferably at least about 100 
nucleotides in length, yet more preferably at least about 110 
nucleotides in length, yet more preferably at least about 120 
nucleotides in length, yet more preferably at least about 130 
nucleotides in length, yet more preferably at least about 140 
nucleotides in length, yet more preferably at least about 150 
nucleotides in length, yet more preferably at least about 160 
nucleotides in length, yet more preferably at least about 170 
nucleotides in length, yet more preferably at least about 180 
nucleotides in length, yet more preferably at least about 190 
nucleotides in length, yet more preferably at least about 200 
nucleotides in length, yet more preferably at least about 250 
nucleotides in length, yet more preferably at least about 300 
nucleotides in length, yet more preferably at least about 350 
nucleotides in length, yet more preferably at least about 400 
nucleotides in length, yet more preferably at least about 450 
nucleotides in length, yet more preferably at least about 500 
nucleotides in length, yet more preferably at least about 600 
nucleotides in length, yet more preferably at least about 700 
nucleotides in length, yet more preferably at least about 800 
nucleotides in length, yet more preferably at least about 900 
nucleotides in length and yet more preferably at least about 
1000 nucleotides in length, wherein in this context the term 
"about” means the referenced nucleotide Sequence length 
plus or minus 10% of that referenced length. In a preferred 
embodiment, the nucleotide Sequence fragment is derived 
from any coding region of the nucleotide Sequence shown in 
FIG. 37 (SEQ ID NO:71). It is noted that novel fragments 
of a PRO6030 polypeptide-encoding nucleotide sequence 
may be determined in a routine manner by aligning the 
PRO6030 polypeptide-encoding nucleotide sequence with 
other known nucleotide Sequences using any of a number of 
well known Sequence alignment programs and determining 
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which PRO6030 polypeptide-encoding nucleotide sequence 
fragment(s) are novel. All of such PRO6030 polypeptide 
encoding nucleotide Sequences are contemplated herein and 
can be determined without undue experimentation. Also 
contemplated are the PRO6030 polypeptide fragments 
encoded by these nucleotide molecule fragments, preferably 
those PRO6030 polypeptide fragments that comprise a bind 
ing site for an anti-PRO6030 antibody. 

0399. In another embodiment, the invention provides 
isolated PRO6030 polypeptide encoded by any of the iso 
lated nucleic acid Sequences hereinabove identified. 
0400. In a specific aspect, the invention provides isolated 
native sequence PRO6030 polypeptide, which in certain 
embodiments, includes an amino acid Sequence comprising 
residues from about 1 or about 27 to about 322 of FIG. 38 
(SEQ ID NO:72). 
04.01. In another aspect, the invention concerns an iso 
lated PRO6030 polypeptide, comprising an amino acid 
Sequence having at least about 80% sequence identity, 
preferably at least about 81% Sequence identity, more pref 
erably at least about 82% sequence identity, yet more 
preferably at least about 83% sequence identity, yet more 
preferably at least about 84% sequence identity, yet more 
preferably at least about 85% sequence identity, yet more 
preferably at least about 86% sequence identity, yet more 
preferably at least about 87% sequence identity, yet more 
preferably at least about 88% sequence identity, yet more 
preferably at least about 89% sequence identity, yet more 
preferably at least about 90% sequence identity, yet more 
preferably at least about 91% Sequence identity, yet more 
preferably at least about 92% sequence identity, yet more 
preferably at least about 93% sequence identity, yet more 
preferably at least about 94% sequence identity, yet more 
preferably at least about 95% sequence identity, yet more 
preferably at least about 96% Sequence identity, yet more 
preferably at least about 97% sequence identity, yet more 
preferably at least about 98% sequence identity and yet more 
preferably at least about 99% sequence identity to the 
Sequence of amino acid residues from about 1 or about 27 to 
about 322, inclusive, of FIG.38 (SEQ ID NO:72). 
0402. In a further aspect, the invention concerns an 
isolated PRO6030 polypeptide comprising an amino acid 
Sequence having at least about 80% sequence identity, 
preferably at least about 81% Sequence identity, more pref 
erably at least about 82% sequence identity, yet more 
preferably at least about 83% sequence identity, yet more 
preferably at least about 84% sequence identity, yet more 
preferably at least about 85% sequence identity, yet more 
preferably at least about 86% sequence identity, yet more 
preferably at least about 87% sequence identity, yet more 
preferably at least about 88% sequence identity, yet more 
preferably at least about 89% sequence identity, yet more 
preferably at least about 90% sequence identity, yet more 
preferably at least about 91% Sequence identity, yet more 
preferably at least about 92% sequence identity, yet more 
preferably at least about 93% sequence identity, yet more 
preferably at least about 94% sequence identity, yet more 
preferably at least about 95% sequence identity, yet more 
preferably at least about 96% Sequence identity, yet more 
preferably at least about 97% sequence identity, yet more 
preferably at least about 98% sequence identity and yet more 
preferably at least about 99% sequence identity to an amino 



US 2003/0092063 A1 

acid Sequence encoded by the human protein cDNA depos 
ited with the ATCC on Aug. 3, 1999 under ATCC Deposit 
No. 479-PTA (DNA96850-2705). In a preferred embodi 
ment, the isolated PRO6030 polypeptide comprises an 
amino acid Sequence encoded by the human protein cDNA 
deposited with the ATCC on Aug. 3, 1999 under ATCC 
Deposit No. 479-PTA (DNA96850-2705). 
0403. In a further aspect, the invention concerns an 
isolated PRO6030 polypeptide comprising an amino acid 
Sequence Scoring at least about 80% positives, preferably at 
least about 81% positives, more preferably at least about 
82% positives, yet more preferably at least about 83% 
positives, yet more preferably at least about 84% positives, 
yet more preferably at least about 85% positives, yet more 
preferably at least about 86% positives, yet more preferably 
at least about 87% positives, yet more preferably at least 
about 88% positives, yet more preferably at least about 89% 
positives, yet more preferably at least about 90% positives, 
yet more preferably at least about 91% positives, yet more 
preferably at least about 92% positives, yet more preferably 
at least about 93% positives, yet more preferably at least 
about 94% positives, yet more preferably at least about 95% 
positives, yet more preferably at least about 96% positives, 
yet more preferably at least about 97% positives, yet more 
preferably at least about 98% positives and yet more pref 
erably at least about 99% positives when compared with the 
amino acid Sequence of residues from about 1 or about 27 to 
about 322, inclusive, of FIG.38 (SEQ ID NO:72). 
04.04. In a specific aspect, the invention provides an 
isolated PRO6030 polypeptide without the N-terminal sig 
nal Sequence and/or the initiating methionine and is encoded 
by a nucleotide Sequence that encodes Such an amino acid 
Sequence as hereinbefore described. Processes for producing 
the same are also herein described, wherein those processes 
comprise culturing a host cell comprising a vector which 
comprises the appropriate encoding nucleic acid molecule 
under conditions suitable for expression of the PRO6030 
polypeptide and recovering the PRO6030 polypeptide from 
the cell culture. 

04.05) Another aspect the invention provides an isolated 
PRO6030 polypeptide which is either transmembrane 
domain-deleted or transmembrane domain-inactivated. Pro 
ceSSes for producing the same are also herein described, 
wherein those processes comprise culturing a host cell 
comprising a vector which comprises the appropriate encod 
ing nucleic acid molecule under conditions Suitable for 
expression of the PRO6030 polypeptide and recovering the 
PRO6030 polypeptide from the cell culture. 

0406 AS Such, one aspect of the present invention is 
directed to an isolated soluble PRO6030 polypeptide which 
comprises an amino acid Sequence having at least about 80% 
Sequence identity, preferably at least about 81% sequence 
identity, more preferably at least about 82% sequence iden 
tity, yet more preferably at least about 83% sequence iden 
tity, yet more preferably at least about 84% sequence iden 
tity, yet more preferably at least about 85% sequence 
identity, yet more preferably at least about 86% sequence 
identity, yet more preferably at least about 87% sequence 
identity, yet more preferably at least about 88% sequence 
identity, yet more preferably at least about 89% sequence 
identity, yet more preferably at least about 90% sequence 
identity, yet more preferably at least about 91% sequence 
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identity, yet more preferably at least about 92% sequence 
identity, yet more preferably at least about 93% sequence 
identity, yet more preferably at least about 94% sequence 
identity, yet more preferably at least about 95% sequence 
identity, yet more preferably at least about 96% Sequence 
identity, yet more preferably at least about 97% sequence 
identity, yet more preferably at least about 98% sequence 
identity and yet more preferably at least about 99% sequence 
identity to amino acids 1 to X of FIG.38 (SEQ ID NO:72), 
where X is any amino acid from 137 to 147 of FIG.38 (SEQ 
ID NO:72). In a preferred aspect, the isolated soluble 
PRO6030 polypeptide comprises amino acids 1 to X of FIG. 
38 (SEQ ID NO:72), where X is any amino acid from 137 
to 147 of FIG.38 (SEQ ID NO:72). 
0407. In yet another aspect of the present invention, the 
isolated soluble PRO6030 polypeptide comprises an amino 
acid Sequence which Scores at least about 80% positives, 
preferably at least about 81% positives, more preferably at 
least about 82% positives, yet more preferably at least about 
83% positives, yet more preferably at least about 84% 
positives, yet more preferably at least about 85% positives, 
yet more preferably at least about 86% positives, yet more 
preferably at least about 87% positives, yet more preferably 
at least about 88% positives, yet more preferably at least 
about 89% positives, yet more preferably at least about 90% 
positives, yet more preferably at least about 91% positives, 
yet more preferably at least about 92% positives, yet more 
preferably at least about 93% positives, yet more preferably 
at least about 94% positives, yet more preferably at least 
about 95% positives, yet more preferably at least about 96% 
positives, yet more preferably at least about 97% positives, 
yet more preferably at least about 98% positives and yet 
more preferably at least about 99% positives when com 
pared with the amino acid Sequence of residues about 1 to X 
of FIG. 38 (SEQ ID NO:72), where X is any amino acid 
from 137 to 147 of FIG.38 (SEQ ID NO:72). 
0408. In yet another aspect, the invention concerns an 
isolated PRO6030 polypeptide, comprising the sequence of 
amino acid residues from about 1 or about 27 to about 322, 
inclusive, of FIG. 38 (SEQ ID NO:72), or a fragment 
thereof which is biologically active or sufficient to provide 
a binding site for an anti-PRO6030 antibody, wherein the 
identification of PRO6030 polypeptide fragments that pos 
SeSS biological activity or provide a binding site for an 
anti-PRO6030 antibody may be accomplished in a routine 
manner using techniques which are well known in the art. 
Preferably, the PRO6030 fragment retains a qualitative 
biological activity of a native PRO6030 polypeptide. 
04.09. In a still further aspect, the invention provides a 
polypeptide produced by (i) hybridizing a test DNA mol 
ecule under Stringent conditions with (a) a DNA molecule 
encoding a PRO6030 polypeptide having the sequence of 
amino acid residues from about 1 or about 27 to about 322, 
inclusive, of FIG. 38 (SEQ ID NO:72), or (b) the comple 
ment of the DNA molecule of (a), and if the test DNA 
molecule has at least about an 80% sequence identity, 
preferably at least about an 81% Sequence identity, more 
preferably at least about an 82% sequence identity, yet more 
preferably at least about an 83% sequence identity, yet more 
preferably at least about an 84% sequence identity, yet more 
preferably at least about an 85% sequence identity, yet more 
preferably at least about an 86% sequence identity, yet more 
preferably at least about an 87% sequence identity, yet more 
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preferably at least about an 88% sequence identity, yet more 
preferably at least about an 89% sequence identity, yet more 
preferably at least about a 90% sequence identity, yet more 
preferably at least about a 91% Sequence identity, yet more 
preferably at least about a 92% sequence identity, yet more 
preferably at least about a 93% sequence identity, yet more 
preferably at least about a 94% sequence identity, yet more 
preferably at least about a 95% sequence identity, yet more 
preferably at least about a 96% Sequence identity, yet more 
preferably at least about a 97% sequence identity, yet more 
preferably at least about a 98% sequence identity and yet 
more preferably at least about a 99% sequence identity to (a) 
or (b), (ii) culturing a host cell comprising the test DNA 
molecule under conditions Suitable for expression of the 
polypeptide, and (iii) recovering the polypeptide from the 
cell culture. 

0410. In a still further embodiment, the invention con 
cerns a composition of matter comprising a PRO6030 
polypeptide, or an agonist or antagonist of a PRO6030 
polypeptide as herein described, or an anti-PRO6030 anti 
body, in combination with a carrier. Optionally, the carrier is 
a pharmaceutically acceptable carrier. 

0411) Another embodiment of the present invention is 
directed to the use of a PRO6030 polypeptide, or an agonist 
or antagonist thereof as herein described, or an anti 
PRO6030 antibody, for the preparation of a medicament 
useful in the treatment of a condition which is responsive to 
the PRO6030 polypeptide, an agonist or antagonist thereof 
or an anti-PRO6030 antibody. 

0412. 20. PRO4424 
0413) A clDNA clone (DNA96857-2636) has been iden 
tified that encodes a novel polypeptide having homology to 
a protein in GenBank, accession number HGS A135 and 
designated in the present application as “PRO4424”. 

0414. In one embodiment, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO4424 polypeptide. 
0415. In one aspect, the isolated nucleic acid comprises 
DNA having at least about 80% sequence identity, prefer 
ably at least about 85% sequence identity, more preferably 
at least about 90% sequence identity, most preferably at least 
about 95% sequence identity to (a) a DNA molecule encod 
ing a PRO4424 polypeptide having the Sequence of amino 
acid residues from 1 or about 29 to about 221, inclusive of 
FIG. 40 (SEQ ID NO:74), or (b) the complement of the 
DNA molecule of (a). 
0416) In another aspect, the invention concerns an iso 
lated nucleic acid molecule encoding a PRO4424 polypep 
tide comprising DNA hybridizing to the complement of the 
nucleic acid between about residues 136 and about 714, 
inclusive, of FIG. 39 (SEQ ID NO:73). Preferably, hybrid 
ization occurs under Stringent hybridization and wash con 
ditions. 

0417. In a further aspect, the invention concerns an 
isolated nucleic acid molecule comprising DNA having at 
least about 80% sequence identity, preferably at least about 
85% sequence identity, more preferably at least about 90% 
sequence identity, most preferably at least about 95% 
Sequence identity to (a) a DNA molecule encoding the same 
mature polypeptide encoded by the human protein cDNA in 
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ATCC Deposit No. 17-PTA (DNA96857-2636), or (b) the 
complement of the DNA molecule of (a). In a preferred 
embodiment, the nucleic acid comprises a DNA encoding 
the same mature polypeptide encoded by the human protein 
cDNA in ATCC Deposit No. 17-PTA (DNA96857-2636). 
0418. In a still further aspect, the invention concerns an 
isolated nucleic acid molecule comprising (a) DNA encod 
ing a polypeptide having at least about 80% sequence 
identity, preferably at least about 85% sequence identity, 
more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to the 
Sequence of amino acid residues from about 29 to about 221, 
inclusive of FIG. 40 (SEQ ID NO:74), or the complement 
of the DNA of (a). 
0419. In a further aspect, the invention concerns an 
isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides 
and produced by hybridizing a test DNA molecule under 
Stringent conditions with (a) a DNA molecule encoding a 
PRO4424 polypeptide having the Sequence of amino acid 
residues from about 29 to about 221, inclusive of FIG. 40 
(SEQ ID NO:74), or (b) the complement of the DNA 
molecule of (a), and, if the DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% 
sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% 
Sequence identity to (a) or (b), isolating the test DNA 
molecule. 

0420. In another aspect, the invention concerns an iso 
lated nucleic acid molecule comprising (a) DNA encoding a 
polypeptide Scoring at least about 80% positives, preferably 
at least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 29 
to about 221, inclusive of FIG. 40 (SEQ ID NO:74), or (b) 
the complement of the DNA of (a). 
0421) Another embodiment is directed to fragments of a 
PRO4424 polypeptide coding Sequence that may find use as 
hybridization probes. Such nucleic acid fragments are from 
about 20 through about 80 nucleotides in length, preferably 
from about 20 through about 60 nucleotides in length, more 
preferably from about 20 through about 50 nucleotides in 
length, and most preferably from about 20 through about 40 
nucleotides in length. 
0422. In another embodiment, the invention provides 
isolated PRO4424 polypeptide encoded by any of the iso 
lated nucleic acid Sequences hereinabove defined. 
0423 In a specific aspect, the invention provides isolated 
native sequence PRO4424 polypeptide, which in one 
embodiment, includes an amino acid Sequence comprising 
residues 29 through 221 of FIG. 40 (SEQ ID NO:74). 
0424. In another aspect, the invention concerns an iso 
lated PRO4424 polypeptide, comprising an amino acid 
Sequence having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more pref 
erably at least about 90% sequence identity, most preferably 
at least about 95% sequence identity to the Sequence of 
amino acid residues 29 to about 221, inclusive of FIG. 40 
(SEQ ID NO:74). 
0425. In a further aspect, the invention concerns an 
isolated PRO4424 polypeptide, comprising an amino acid 
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Sequence Scoring at least about 80% positives, preferably at 
least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 29 
through 221 of FIG. 40 (SEQ ID NO:74). 
0426 In yet another aspect, the invention concerns an 
isolated PRO4424 polypeptide, comprising the Sequence of 
amino acid residues 29 to about 221, inclusive of FIG. 40 
(SEQ ID NO:74), or a fragment thereof sufficient to provide 
a binding site for an anti-PRO4424 antibody. Preferably, the 
PRO4424 fragment retains a qualitative biological activity 
of a native PRO4424 polypeptide. 
0427. In a still further aspect, the invention provides a 
polypeptide produced by (i) hybridizing a test DNA mol 
ecule under Stringent conditions with (a) a DNA molecule 
encoding a PRO4424 polypeptide having the Sequence of 
amino acid residues from about 29 to about 221, inclusive of 
FIG. 40 (SEQ ID NO:74), or (b) the complement of the 
DNA molecule of (a), and if the test DNA molecule has at 
least about an 80% sequence identity, preferably at least 
about an 85% sequence identity, more preferably at least 
about a 90% sequence identity, most preferably at least 
about a 95% sequence identity to (a) or (b), (ii) culturing a 
host cell comprising the test DNA molecule under condi 
tions Suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

0428) 21. PRO4422 
0429. A clDNA clone (DNA96867-2620) has been iden 
tified that encodes a novel polypeptide having homology to 
lysozyme g and designated in the present application as 
“PRO4422. 

0430. In one embodiment, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO4422 polypeptide. 
0431. In one aspect, the isolated nucleic acid comprises 
DNA having at least about 80% sequence identity, prefer 
ably at least about 85% sequence identity, more preferably 
at least about 90% sequence identity, most preferably at least 
about 95% sequence identity to (a) a DNA molecule encod 
ing a PRO4422 polypeptide having the Sequence of amino 
acid residues from 1 or about 20 to about 194, inclusive of 
FIG. 42 (SEQ ID NO:76), or (b) the complement of the 
DNA molecule of (a). 
0432. In another aspect, the invention concerns an iso 
lated nucleic acid molecule encoding a PRO4422 polypep 
tide comprising DNA hybridizing to the complement of the 
nucleic acid between about residues 375 and about 899, 
inclusive, of FIG. 41 (SEQ ID NO:75). Preferably, hybrid 
ization occurs under Stringent hybridization and wash con 
ditions. 

0433. In a further aspect, the invention concerns an 
isolated nucleic acid molecule comprising DNA having at 
least about 80% sequence identity, preferably at least about 
85% sequence identity, more preferably at least about 90% 
sequence identity, most preferably at least about 95% 
Sequence identity to (a) a DNA molecule encoding the same 
mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203972 (DNA96867-2620), or (b) the 
complement of the DNA molecule of (a). In a preferred 
embodiment, the nucleic acid comprises a DNA encoding 
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the same mature polypeptide encoded by the human protein 
cDNA in ATCC Deposit No. 203972 (DNA96867-2620). 
0434. In a still further aspect, the invention concerns an 
isolated nucleic acid molecule comprising (a) DNA encod 
ing a polypeptide having at least about 80% sequence 
identity, preferably at least about 85% sequence identity, 
more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to the 
Sequence of amino acid residues from about 20 to about 194, 
inclusive of FIG. 42 (SEQ ID NO:76), or the complement 
of the DNA of (a). 
0435. In a further aspect, the invention concerns an 
isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides 
and produced by hybridizing a test DNA molecule under 
Stringent conditions with (a) a DNA molecule encoding a 
PRO4422 polypeptide having the Sequence of amino acid 
residues from about 20 to about 194, inclusive of FIG. 42 
(SEQ ID NO:76), or (b) the complement of the DNA 
molecule of (a), and, if the DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% 
sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% 
Sequence identity to (a) or (b), isolating the test DNA 
molecule. 

0436. In another aspect, the invention concerns an iso 
lated nucleic acid molecule comprising (a) DNA encoding a 
polypeptide Scoring at least about 80% positives, preferably 
at least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 20 
to about 194, inclusive of FIG. 42 (SEQ ID NO:76), or (b) 
the complement of the DNA of (a). 
0437. Another embodiment is directed to fragments of a 
PRO4422 polypeptide coding Sequence that may find use as 
hybridization probes. Such nucleic acid fragments are from 
about 20 through about 80 nucleotides in length, preferably 
from about 20 through about 60 nucleotides in length, more 
preferably from about 20 through about 50 nucleotides in 
length, and most preferably from about 20 through about 40 
nucleotides in length. 

0438. In another embodiment, the invention provides 
isolated PRO4422 polypeptide encoded by any of the iso 
lated nucleic acid Sequences hereinabove defined. 
0439. In a specific aspect, the invention provides isolated 
native sequence PRO4422 polypeptide, which in one 
embodiment, includes an amino acid Sequence comprising 
residues 20 through 194 of FIG. 42 (SEQ ID NO:76). 
0440. In another aspect, the invention concerns an iso 
lated PRO4422 polypeptide, comprising an amino acid 
Sequence having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more pref 
erably at least about 90% sequence identity, most preferably 
at least about 95% sequence identity to the Sequence of 
amino acid residues 20 to about 194, inclusive of FIG. 42 
(SEQ ID NO:76). 
0441. In a further aspect, the invention concerns an 
isolated PRO4422 polypeptide, comprising an amino acid 
Sequence Scoring at least about 80% positives, preferably at 
least about 85% positives, more preferably at least about 
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90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 20 
through 194 of FIG. 42 (SEQ ID NO:76). 
0442. In yet another aspect, the invention concerns an 
isolated PRO4422 polypeptide, comprising the Sequence of 
amino acid residues 20 to about 194, inclusive of FIG. 42 
(SEQ ID NO:76), or a fragment thereof sufficient to provide 
a binding site for an anti-PRO4422 antibody. Preferably, the 
PRO4422 fragment retains a qualitative biological activity 
of a native PRO4422 polypeptide. 
0443) In a still further aspect, the invention provides a 
polypeptide produced by (i) hybridizing a test DNA mol 
ecule under Stringent conditions with (a) a DNA molecule 
encoding a PRO4422 polypeptide having the Sequence of 
amino acid residues from about 20 to about 194, inclusive of 
FIG. 42 (SEQ ID NO:76), or (b) the complement of the 
DNA molecule of (a), and if the test DNA molecule has at 
least about an 80% sequence identity, preferably at least 
about an 85% sequence identity, more preferably at least 
about a 90% sequence identity, most preferably at least 
about a 95% sequence identity to (a) or (b), (ii) culturing a 
host cell comprising the test DNA molecule under condi 
tions Suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

0444, 22. PRO4430 
0445) A clDNA clone (DNA96878-2626) has been iden 
tified that encodes a novel polypeptide having homology to 
a protein in GenBank, accession number MMHC213L3 9, 
and designated in the present application as “PRO4430'. 

0446. In one embodiment, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO4430 polypeptide. 
0447. In one aspect, the isolated nucleic acid comprises 
DNA having at least about 80% sequence identity, prefer 
ably at least about 85% sequence identity, more preferably 
at least about 90% sequence identity, most preferably at least 
about 95% sequence identity to (a) a DNA molecule encod 
ing a PRO4430 polypeptide having the Sequence of amino 
acid residues from 1 or about 19 to about 125, inclusive of 
FIG. 44 (SEQ ID NO:78), or (b) the complement of the 
DNA molecule of (a). 
0448. In another aspect, the invention concerns an iso 
lated nucleic acid molecule encoding a PRO4430 polypep 
tide comprising DNA hybridizing to the complement of the 
nucleic acid between about residues 110 and about 430, 
inclusive, of FIG. 43 (SEQ ID NO:77). Preferably, hybrid 
ization occurs under Stringent hybridization and wash con 
ditions. 

0449 In a further aspect, the invention concerns an 
isolated nucleic acid molecule comprising DNA having at 
least about 80% sequence identity, preferably at least about 
85% sequence identity, more preferably at least about 90% 
sequence identity, most preferably at least about 95% 
Sequence identity to (a) a DNA molecule encoding the same 
mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 23-PTA (DNA96878-2626), or (b) the 
complement of the DNA molecule of (a). In a preferred 
embodiment, the nucleic acid comprises a DNA encoding 
the same mature polypeptide encoded by the human protein 
cDNA in ATCC Deposit No. 23-PTA (DNA96878-2626). 
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0450. In a still further aspect, the invention concerns an 
isolated nucleic acid molecule comprising (a) DNA encod 
ing a polypeptide having at least about 80% sequence 
identity, preferably at least about 85% sequence identity, 
more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to the 
Sequence of amino acid residues from about 19 to about 125, 
inclusive of FIG. 44 (SEQ ID NO:78), or the complement 
of the DNA of (a). 
0451. In a further aspect, the invention concerns an 
isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides 
and produced by hybridizing a test DNA molecule under 
Stringent conditions with (a) a DNA molecule encoding a 
PRO4430 polypeptide having the sequence of amino acid 
residues from about 19 to about 125, inclusive of FIG. 44 
(SEQ ID NO:78), or (b) the complement of the DNA 
molecule of (a), and, if the DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% 
sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% 
Sequence identity to (a) or (b), isolating the test DNA 
molecule. 

0452. In another aspect, the invention concerns an iso 
lated nucleic acid molecule comprising (a) DNA encoding a 
polypeptide Scoring at least about 80% positives, preferably 
at least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 19 
to about 125, inclusive of FIG. 44 (SEQ ID NO:78), or (b) 
the complement of the DNA of (a). 
0453 Another embodiment is directed to fragments of a 
PRO4430 polypeptide coding sequence that may find use as 
hybridization probes. Such nucleic acid fragments are from 
about 20 through about 80 nucleotides in length, preferably 
from about 20 through about 60 nucleotides in length, more 
preferably from about 20 through about 50 nucleotides in 
length, and most preferably from about 20 through about 40 
nucleotides in length. 
0454. In another embodiment, the invention provides 
isolated PRO4430 polypeptide encoded by any of the iso 
lated nucleic acid Sequences hereinabove defined. 
0455. In a specific aspect, the invention provides isolated 
native sequence PRO4430 polypeptide, which in one 
embodiment, includes an amino acid Sequence comprising 
residues 19 through 125 of FIG. 44 (SEQ ID NO:78). 
0456. In another aspect, the invention concerns an iso 
lated PRO4430 polypeptide, comprising an amino acid 
Sequence having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more pref 
erably at least about 90% sequence identity, most preferably 
at least about 95% sequence identity to the Sequence of 
amino acid residues 19 to about 125, inclusive of FIG. 44 
(SEQ ID NO:78). 
0457. In a further aspect, the invention concerns an 
isolated PRO4430 polypeptide, comprising an amino acid 
Sequence Scoring at least about 80% positives, preferably at 
least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 19 
through 125 of FIG. 44 (SEQ ID NO:78). 
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0458 In yet another aspect, the invention concerns an 
isolated PRO4430 polypeptide, comprising the sequence of 
amino acid residues 19 to about 125, inclusive of FIG. 44 
(SEQ ID NO:78), or a fragment thereof sufficient to provide 
a binding site for an anti-PRO4430 antibody. Preferably, the 
PRO4430 fragment retains a qualitative biological activity 
of a native PRO4430 polypeptide. 
0459. In a still further aspect, the invention provides a 
polypeptide produced by (i) hybridizing a test DNA mol 
ecule under Stringent conditions with (a) a DNA molecule 
encoding a PRO4430 polypeptide having the sequence of 
amino acid residues from about 19 to about 125, inclusive of 
FIG. 44 (SEQ ID NO:78), or (b) the complement of the 
DNA molecule of (a), and if the test DNA molecule has at 
least about an 80% sequence identity, preferably at least 
about an 85% sequence identity, more preferably at least 
about a 90% sequence identity, most preferably at least 
about a 95% sequence identity to (a) or (b), (ii) culturing a 
host cell comprising the test DNA molecule under condi 
tions Suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

0460) 23. PRO4499 
0461) A clDNA clone (DNA96889-2641) has been iden 
tified that encodes a novel polypeptide and designated in the 
present application as “PRO4499”. 
0462. In one embodiment, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO4499 polypeptide. 

0463. In one aspect, the isolated nucleic acid comprises 
DNA having at least about 80% sequence identity, prefer 
ably at least about 85% sequence identity, more preferably 
at least about 90% sequence identity, most preferably at least 
about 95% sequence identity to (a) a DNA molecule encod 
ing a PRO4499 polypeptide having the sequence of amino 
acid residues from 1 or about 31 to about 339, inclusive of 
FIG. 46 (SEQ ID NO:80), or (b) the complement of the 
DNA molecule of (a). 
0464) In another aspect, the invention concerns an iso 
lated nucleic acid molecule encoding a PRO4499 polypep 
tide comprising DNA hybridizing to the complement of the 
nucleic acid between about residues 275 and about 1201, 
inclusive, of FIG. 45 (SEQ ID NO:79). Preferably, hybrid 
ization occurs under Stringent hybridization and wash con 
ditions. 

0465. In a further aspect, the invention concerns an 
isolated nucleic acid molecule comprising DNA having at 
least about 80% sequence identity, preferably at least about 
85% sequence identity, more preferably at least about 90% 
sequence identity, most preferably at least about 95% 
Sequence identity to (a) a DNA molecule encoding the same 
mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 119-PTA (DNA96889-2641), or (b) the 
complement of the DNA molecule of (a). In a preferred 
embodiment, the nucleic acid comprises a DNA encoding 
the same mature polypeptide encoded by the human protein 
cDNA in ATCC Deposit No. 119-PTA (DNA96889-2641). 
0466 In a still further aspect, the invention concerns an 
isolated nucleic acid molecule comprising (a) DNA encod 
ing a polypeptide having at least about 80% sequence 
identity, preferably at least about 85% sequence identity, 
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more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to the 
sequence of amino acid residues from about 31 to about 339, 
inclusive of FIG. 46 (SEQ ID NO:80), or the complement 
of the DNA of (a). 
0467. In a further aspect, the invention concerns an 
isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides 
and produced by hybridizing a test DNA molecule under 
Stringent conditions with (a) a DNA molecule encoding a 
PRO4499 polypeptide having the sequence of amino acid 
residues from about 31 to about 339, inclusive of FIG. 46 
(SEQ ID NO:80), or (b) the complement of the DNA 
molecule of (a), and, if the DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% 
sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% 
Sequence identity to (a) or (b), isolating the test DNA 
molecule. 

0468. In a specific aspect, the invention provides an 
isolated nucleic acid molecule comprising DNA encoding a 
PRO4499 polypeptide, with or without the N-terminal signal 
Sequence and/or the initiating methionine, and its Soluble 
variants (i.e. transmembrane domain deleted or inactivated), 
or is complementary to Such encoding nucleic acid mol 
ecule. The Signal peptide has been tentatively identified as 
extending from amino acid position 1 through about amino 
acid position 30 in the sequence of FIG. 46 (SEQ ID 
NO:80). The transmembrane domain has been tentatively 
identified as extending from about amino acid position 171 
through about amino acid position 190 in the PRO4499 
amino acid sequence (FIG. 46, SEQ ID NO:80). 
0469. In another aspect, the invention concerns an iso 
lated nucleic acid molecule comprising (a) DNA encoding a 
polypeptide Scoring at least about 80% positives, preferably 
at least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 31 
to about 339, inclusive of FIG. 46 (SEQ ID NO:80), or (b) 
the complement of the DNA of (a). 
0470 Another embodiment is directed to fragments of a 
PRO4499 polypeptide coding sequence that may find use as 
hybridization probes. Such nucleic acid fragments are from 
about 20 through about 80 nucleotides in length, preferably 
from about 20 through about 60 nucleotides in length, more 
preferably from about 20 through about 50 nucleotides in 
length, and most preferably from about 20 through about 40 
nucleotides in length. 

0471. In another embodiment, the invention provides 
isolated PRO4499 polypeptide encoded by any of the iso 
lated nucleic acid Sequences hereinabove defined. 
0472. In a specific aspect, the invention provides isolated 
native sequence PRO4499 polypeptide, which in one 
embodiment, includes an amino acid Sequence comprising 
residues 31 through 339 of FIG. 46 (SEQ ID NO:80). 
0473. In another aspect, the invention concerns an iso 
lated PRO4499 polypeptide, comprising an amino acid 
Sequence having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more pref 
erably at least about 90% sequence identity, most preferably 
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at least about 95% sequence identity to the Sequence of 
amino acid residues 31 to about 339, inclusive of FIG. 46 
(SEQ ID NO:80). 
0474. In a further aspect, the invention concerns an 
isolated PRO4499 polypeptide, comprising an amino acid 
Sequence Scoring at least about 80% positives, preferably at 
least about 85% positives, more preferably at least about 
90% positives, most preferably at least about 95% positives 
when compared with the amino acid Sequence of residues 31 
through 339 of FIG. 46 (SEQ ID NO:80). 
0475. In yet another aspect, the invention concerns an 
isolated PRO4499 polypeptide, comprising the sequence of 
amino acid residues 31 to about 339, inclusive of FIG. 46 
(SEQ ID NO:80), or a fragment thereof sufficient to provide 
a binding site for an anti-PRO4499 antibody. Preferably, the 
PRO4499 fragment retains a qualitative biological activity 
of a native PRO4499 polypeptide. 
0476. In a still further aspect, the invention provides a 
polypeptide produced by (i) hybridizing a test DNA mol 
ecule under Stringent conditions with (a) a DNA molecule 
encoding a PRO4499 polypeptide having the sequence of 
amino acid residues from about 31 to about 339, inclusive of 
FIG. 46 (SEQ ID NO:80), or (b) the complement of the 
DNA molecule of (a), and if the test DNA molecule has at 
least about an 80% sequence identity, preferably at least 
about an 85% sequence identity, more preferably at least 
about a 90% sequence identity, most preferably at least 
about a 95% sequence identity to (a) or (b), (ii) culturing a 
host cell comprising the test DNA molecule under condi 
tions Suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 
0477 24. Additional Embodiments 
0478. In other embodiments of the present invention, the 
invention provides vectors comprising DNA encoding any 
of the herein described polypeptides. Host cell comprising 
any Such vector are also provided. By way of example, the 
host cells may be CHO cells, E. coli, or yeast. A process for 
producing any of the herein described polypeptides is further 
provided and comprises culturing host cells under conditions 
Suitable for expression of the desired polypeptide and recov 
ering the desired polypeptide from the cell culture. 
0479. In other embodiments, the invention provides chi 
meric molecules comprising any of the herein described 
polypeptides fused to a heterologous polypeptide or amino 
acid Sequence. Example of Such chimeric molecules com 
prise any of the herein described polypeptides fused to an 
epitope tag Sequence or a Fc region of an immunoglobulin. 
0480. In another embodiment, the invention provides an 
antibody which specifically binds to any of the above or 
below described polypeptides. Optionally, the antibody is a 
monoclonal antibody, humanized antibody, antibody frag 
ment or Single-chain antibody. 

0481. In yet other embodiments, the invention provides 
oligonucleotide probes useful for isolating genomic and 
cDNA nucleotide Sequences or as antisense probes, wherein 
those probes may be derived from any of the above or below 
described nucleotide Sequences. 
0482 In other embodiments, the invention provides an 
isolated nucleic acid molecule comprising a nucleotide 
Sequence that encodes a PRO polypeptide. 
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0483. In one aspect, the isolated nucleic acid molecule 
comprises a nucleotide Sequence having at least about 80% 
nucleic acid Sequence identity, alternatively at least about 
81% nucleic acid Sequence identity, alternatively at least 
about 82% nucleic acid Sequence identity, alternatively at 
least about 83% nucleic acid Sequence identity, alternatively 
at least about 84% nucleic acid Sequence identity, alterna 
tively at least about 85% nucleic acid Sequence identity, 
alternatively at least about 86% nucleic acid Sequence 
identity, alternatively at least about 87% nucleic acid 
Sequence identity, alternatively at least about 88% nucleic 
acid Sequence identity, alternatively at least about 89% 
nucleic acid Sequence identity, alternatively at least about 
90% nucleic acid Sequence identity, alternatively at least 
about 91%. nucleic acid Sequence identity, alternatively at 
least about 92% nucleic acid Sequence identity, alternatively 
at least about 93% nucleic acid Sequence identity, alterna 
tively at least about 94% nucleic acid Sequence identity, 
alternatively at least about 95% nucleic acid Sequence 
identity, alternatively at least about 96% nucleic acid 
Sequence identity, alternatively at least about 97% nucleic 
acid Sequence identity, alternatively at least about 98% 
nucleic acid Sequence identity and alternatively at least 
about 99% nucleic acid sequence identity to (a) a DNA 
molecule encoding a PRO polypeptide having a full-length 
amino acid Sequence as disclosed herein, an amino acid 
Sequence lacking the Signal peptide as disclosed herein, an 
extracellular domain of a transmembrane protein, with or 
without the Signal peptide, as disclosed herein or any other 
specifically defined fragment of the full-length amino acid 
Sequence as disclosed herein, or (b) the complement of the 
DNA molecule of (a). 
0484. In other aspects, the isolated nucleic acid molecule 
comprises a nucleotide Sequence having at least about 80% 
nucleic acid Sequence identity, alternatively at least about 
81% nucleic acid Sequence identity, alternatively at least 
about 82% nucleic acid Sequence identity, alternatively at 
least about 83% nucleic acid Sequence identity, alternatively 
at least about 84% nucleic acid Sequence identity, alterna 
tively at least about 85% nucleic acid Sequence identity, 
alternatively at least about 86% nucleic acid Sequence 
identity, alternatively at least about 87% nucleic acid 
Sequence identity, alternatively at least about 88% nucleic 
acid Sequence identity, alternatively at least about 89% 
nucleic acid Sequence identity, alternatively at least about 
90% nucleic acid Sequence identity, alternatively at least 
about 91%. nucleic acid Sequence identity, alternatively at 
least about 92% nucleic acid Sequence identity, alternatively 
at least about 93% nucleic acid Sequence identity, alterna 
tively at least about 94% nucleic acid Sequence identity, 
alternatively at least about 95% nucleic acid Sequence 
identity, alternatively at least about 96% nucleic acid 
Sequence identity, alternatively at least about 97% nucleic 
acid Sequence identity, alternatively at least about 98% 
nucleic acid Sequence identity and alternatively at least 
about 99% nucleic acid sequence identity to (a) a DNA 
molecule comprising the coding Sequence of a full-length 
PRO polypeptide cDNA as disclosed herein, the coding 
Sequence of a PRO polypeptide lacking the Signal peptide as 
disclosed herein, the coding Sequence of an extracellular 
domain of a transmembrane PRO polypeptide, with or 
without the Signal peptide, as disclosed herein or the coding 
Sequence of any other specifically defined fragment of the 
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full-length amino acid sequence as disclosed herein, or (b) 
the complement of the DNA molecule of (a). 
0485. In a further aspect, the invention concerns an 
isolated nucleic acid molecule comprising a nucleotide 
Sequence having at least about 80% nucleic acid Sequence 
identity, alternatively at least about 81% nucleic acid 
Sequence identity, alternatively at least about 82% nucleic 
acid Sequence identity, alternatively at least about 83% 
nucleic acid Sequence identity, alternatively at least about 
84% nucleic acid Sequence identity, alternatively at least 
about 85% nucleic acid Sequence identity, alternatively at 
least about 86% nucleic acid Sequence identity, alternatively 
at least about 87% nucleic acid Sequence identity, alterna 
tively at least about 88% nucleic acid Sequence identity, 
alternatively at least about 89% nucleic acid Sequence 
identity, alternatively at least about 90% nucleic acid 
Sequence identity, alternatively at least about 91%. nucleic 
acid Sequence identity, alternatively at least about 92% 
nucleic acid Sequence identity, alternatively at least about 
93% nucleic acid Sequence identity, alternatively at least 
about 94% nucleic acid Sequence identity, alternatively at 
least about 95% nucleic acid Sequence identity, alternatively 
at least about 96% nucleic acid Sequence identity, alterna 
tively at least about 97% nucleic acid Sequence identity, 
alternatively at least about 98% nucleic acid Sequence 
identity and alternatively at least about 99% nucleic acid 
Sequence identity to (a) a DNA molecule that encodes the 
Same mature polypeptide encoded by any of the human 
protein cDNAs deposited with the ATCC as disclosed 
herein, or (b) the complement of the DNA molecule of (a). 
0486. Another aspect the invention provides an isolated 
nucleic acid molecule comprising a nucleotide Sequence 
encoding a PRO polypeptide which is either transmembrane 
domain-deleted or transmembrane domain-inactivated, or is 
complementary to Such encoding nucleotide Sequence, 
wherein the transmembrane domain(s) of Such polypeptide 
are disclosed herein. Therefore, Soluble extracellular 
domains of the herein described PRO polypeptides are 
contemplated. 

0487. Another embodiment is directed to fragments of a 
PRO polypeptide coding Sequence, or the complement 
thereof, that may find use as, for example, hybridization 
probes, for encoding fragments of a PRO polypeptide that 
may optionally encode a polypeptide comprising a binding 
Site for an anti-PRO antibody or as antisense oligonucleotide 
probes. Such nucleic acid fragments are usually at least 
about 20 nucleotides in length, alternatively at least about 30 
nucleotides in length, alternatively at least about 40 nucle 
otides in length, alternatively at least about 50 nucleotides in 
length, alternatively at least about 60 nucleotides in length, 
alternatively at least about 70 nucleotides in length, alter 
natively at least about 80 nucleotides in length, alternatively 
at least about 90 nucleotides in length, alternatively at least 
about 100 nucleotides in length, alternatively at least about 
110 nucleotides in length, alternatively at least about 120 
nucleotides in length, alternatively at least about 130 nucle 
otides in length, alternatively at least about 140 nucleotides 
in length, alternatively at least about 150 nucleotides in 
length, alternatively at least about 160 nucleotides in length, 
alternatively at least about 170 nucleotides in length, alter 
natively at least about 180 nucleotides in length, alterna 
tively at least about 190 nucleotides in length, alternatively 
at least about 200 nucleotides in length, alternatively at least 
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about 250 nucleotides in length, alternatively at least about 
300 nucleotides in length, alternatively at least about 350 
nucleotides in length, alternatively at least about 400 nucle 
otides in length, alternatively at least about 450 nucleotides 
in length, alternatively at least about 500 nucleotides in 
length, alternatively at least about 600 nucleotides in length, 
alternatively at least about 700 nucleotides in length, alter 
natively at least about 800 nucleotides in length, alterna 
tively at least about 900 nucleotides in length and alterna 
tively at least about 1000 nucleotides in length, wherein in 
this context the term “about” means the referenced nucle 
otide Sequence length plus or minus 10% of that referenced 
length. It is noted that novel fragments of a PRO polypep 
tide-encoding nucleotide Sequence may be determined in a 
routine manner by aligning the PRO polypeptide-encoding 
nucleotide Sequence with other known nucleotide Sequences 
using any of a number of well known Sequence alignment 
programs and determining which PRO polypeptide-encod 
ing nucleotide sequence fragment(s) are novel. All of Such 
PRO polypeptide-encoding nucleotide Sequences are con 
templated herein. Also contemplated are the PRO polypep 
tide fragments encoded by these nucleotide molecule frag 
ments, preferably those PRO polypeptide fragments that 
comprise a binding site for an anti-PRO antibody. 
0488. In another embodiment, the invention provides 
isolated PRO polypeptide encoded by any of the isolated 
nucleic acid Sequences hereinabove identified. 
0489. In a certain aspect, the invention concerns an 
isolated PRO polypeptide, comprising an amino acid 
Sequence having at least about 80% amino acid sequence 
identity, alternatively at least about 81% amino acid 
Sequence identity, alternatively at least about 82% amino 
acid Sequence identity, alternatively at least about 83% 
amino acid Sequence identity, alternatively at least about 
84% amino acid Sequence identity, alternatively at least 
about 85% amino acid Sequence identity, alternatively at 
least about 86% amino acid Sequence identity, alternatively 
at least about 87% amino acid Sequence identity, alterna 
tively at least about 88% amino acid Sequence identity, 
alternatively at least about 89% amino acid Sequence iden 
tity, alternatively at least about 90% amino acid Sequence 
identity, alternatively at least about 91% amino acid 
Sequence identity, alternatively at least about 92% amino 
acid Sequence identity, alternatively at least about 93% 
amino acid Sequence identity, alternatively at least about 
94% amino acid Sequence identity, alternatively at least 
about 95% amino acid Sequence identity, alternatively at 
least about 96% amino acid Sequence identity, alternatively 
at least about 97% amino acid Sequence identity, alterna 
tively at least about 98% amino acid Sequence identity and 
alternatively at least about 99% amino acid Sequence iden 
tity to a PRO polypeptide having a full-length amino acid 
Sequence as disclosed herein, an amino acid Sequence lack 
ing the Signal peptide as disclosed herein, an extracellular 
domain of a transmembrane protein, with or without the 
Signal peptide, as disclosed herein or any other specifically 
defined fragment of the full-length amino acid Sequence as 
disclosed herein. 

0490. In a further aspect, the invention concerns an 
isolated PRO polypeptide comprising an amino acid 
Sequence having at least about 80% amino acid Sequence 
identity, alternatively at least about 81% amino acid 
Sequence identity, alternatively at least about 82% amino 
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acid Sequence identity, alternatively at least about 83% 
amino acid Sequence identity, alternatively at least about 
84% amino acid Sequence identity, alternatively at least 
about 85% amino acid Sequence identity, alternatively at 
least about 86% amino acid Sequence identity, alternatively 
at least about 87% amino acid Sequence identity, alterna 
tively at least about 88% amino acid Sequence identity, 
alternatively at least about 89% amino acid Sequence iden 
tity, alternatively at least about 90% amino acid Sequence 
identity, alternatively at least about 91% amino acid 
Sequence identity, alternatively at least about 92% amino 
acid Sequence identity, alternatively at least about 93% 
amino acid Sequence identity, alternatively at least about 
94% amino acid Sequence identity, alternatively at least 
about 95% amino acid Sequence identity, alternatively at 
least about 96% amino acid Sequence identity, alternatively 
at least about 97% amino acid Sequence identity, alterna 
tively at least about 98% amino acid Sequence identity and 
alternatively at least about 99% amino acid Sequence iden 
tity to an amino acid Sequence encoded by any of the human 
protein cDNAs deposited with the ATCC as disclosed 
herein. 

0491 In a further aspect, the invention concerns an 
isolated PRO polypeptide comprising an amino acid 
Sequence Scoring at least about 80% positives, alternatively 
at least about 81% positives, alternatively at least about 82% 
positives, alternatively at least about 83% positives, alter 
natively at least about 84% positives, alternatively at least 
about 85% positives, alternatively at least about 86% posi 
tives, alternatively at least about 87% positives, alternatively 
at least about 88% positives, alternatively at least about 89% 
positives, alternatively at least about 90% positives, alter 
natively at least about 91% positives, alternatively at least 
about 92% positives, alternatively at least about 93% posi 
tives, alternatively at least about 94% positives, alternatively 
at least about 95% positives, alternatively at least about 96% 
positives, alternatively at least about 97% positives, alter 
natively at least about 98% positives and alternatively at 
least about 99% positives when compared with the amino 
acid Sequence of a PRO polypeptide having a full-length 
amino acid Sequence as disclosed herein, an amino acid 
Sequence lacking the Signal peptide as disclosed herein, an 
extracellular domain of a transmembrane protein, with or 
without the Signal peptide, as disclosed herein or any other 
Specifically defined fragment of the full-length amino acid 
Sequence as disclosed herein. 
0492. In a specific aspect, the invention provides an 
isolated PRO polypeptide without the N-terminal signal 
Sequence and/or the initiating methionine and is encoded by 
a nucleotide Sequence that encodes Such an amino acid 
Sequence as hereinbefore described. Processes for producing 
the same are also herein described, wherein those processes 
comprise culturing a host cell comprising a vector which 
comprises the appropriate encoding nucleic acid molecule 
under conditions suitable for expression of the PRO 
polypeptide and recovering the PRO polypeptide from the 
cell culture. 

0493 Another aspect the invention provides an isolated 
PRO polypeptide which is either transmembrane domain 
deleted or transmembrane domain-inactivated. Processes for 
producing the same are also herein described, wherein those 
processes comprise culturing a host cell comprising a vector 
which comprises the appropriate encoding nucleic acid 
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molecule under conditions Suitable for expression of the 
PRO polypeptide and recovering the PRO polypeptide from 
the cell culture. 

0494. In yet another embodiment, the invention concerns 
agonists and antagonists of a native PRO polypeptide as 
defined herein. In a particular embodiment, the agonist or 
antagonist is an anti-PRO antibody or a Small molecule. 
0495. In a further embodiment, the invention concerns a 
method of identifying agonists or antagonists to a PRO 
polypeptide which comprise contacting the PRO polypep 
tide with a candidate molecule and monitoring a biological 
activity mediated by said PRO polypeptide. Preferably, the 
PRO polypeptide is a native PRO polypeptide. 
0496. In a still further embodiment, the invention con 
cerns a composition of matter comprising a PRO polypep 
tide, or an agonist or antagonist of a PRO polypeptide as 
herein described, or an anti-PRO antibody, in combination 
with a carrier. Optionally, the carrier is a pharmaceutically 
acceptable carrier. 
0497 Another embodiment of the present invention is 
directed to the use of a PRO polypeptide, or an agonist or 
antagonist thereof as hereinbefore described, or an anti-PRO 
antibody, for the preparation of a medicament useful in the 
treatment of a condition which is responsive to the PRO 
polypeptide, an agonist or antagonist thereof or an anti-PRO 
antibody. 

BRIEF DESCRIPTION OF THE DRAWINGS 

0498 FIG. 1 shows a nucleotide sequence (SEQ ID 
NO:1) of a native sequence PRO1484 cDNA, wherein SEQ 
ID NO:1 is a clone designated herein as “DNA44686-1653”. 
0499 FIG. 2 shows the amino acid sequence (SEQ ID 
NO:2) derived from the coding sequence of SEQ ID NO:1 
shown in FIG. 1. 

0500 FIG. 3 shows a nucleotide sequence (SEQ ID 
NO:8) of a native sequence PRO4334 cDNA, wherein SEQ 
ID NO:8is a clone designated herein as “DNA59608-2577”. 
0501 FIG. 4 shows the amino acid sequence (SEQ ID 
NO:9) derived from the coding sequence of SEQ ID 
NO:8shown in FIG. 3. 

0502 FIG. 5 shows a nucleotide sequence (SEQ ID 
NO:10) of a native sequence PRO1122 cDNA, wherein SEQ 
ID NO:10 is a clone designated herein as “DNA62377 
1381. 

0503 FIG. 6 shows the amino acid sequence (SEQ ID 
NO:11) derived from the coding sequence of SEQID NO:10 
shown in FIG. 5. 

0504 FIG. 7 shows a nucleotide sequence (SEQ ID 
NO:15) of a native sequence PRO1889 cDNA, wherein SEQ 
ID NO:15 is a clone designated herein as “DNA77623 
2524. 

0505 FIG. 8 shows the amino acid sequence (SEQ ID 
NO:16) derived from the coding sequence of SEQID NO:15 
shown in FIG. 7. 

0506 FIG. 9 shows a nucleotide sequence (SEQ ID 
NO:17) of a native sequence PRO1890 cDNA, wherein SEQ 
ID NO:17 is a clone designated herein as “DNA79230 
2525. 
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0507 FIG. 10 shows the amino acid sequence (SEQ ID 
NO:18) derived from the coding sequence of SEQID NO:17 
shown in FIG. 9. 

0508 FIG. 11 shows a nucleotide sequence (SEQ ID 
NO:22) of a native sequence PRO1887 cDNA, wherein SEQ 
ID NO:22 is a clone designated herein as “DNA79862 
2522. 

0509 FIG. 12 shows the amino acid sequence (SEQ ID 
NO:23) derived from the coding sequence of SEQID NO:22 
shown in FIG. 11. 

0510 FIG. 13 shows a nucleotide sequence (SEQ ID 
NO:28) of a native sequence PRO1785 cDNA, wherein SEQ 
ID NO:28 is a clone designated herein as “DNA80136 
2503. 

0511 FIG. 14 shows the amino acid sequence (SEQ ID 
NO:29) derived from the coding sequence of SEQID NO:28 
shown in FIG. 13. 

0512 FIG. 15 shows a nucleotide sequence (SEQ ID 
NO:34) of a native sequence PRO4353 cDNA, wherein SEQ 
ID NO:34 is a clone designated herein as “DNA80145 
2594. 

0513 FIG. 16 shows the amino acid sequence (SEQ ID 
NO:35) derived from the coding sequence of SEQID NO:34 
shown in FIG. 15. 

0514 FIG. 17 shows a nucleotide sequence (SEQ ID 
NO:39) of a native sequence PRO4357 cDNA, wherein SEQ 
ID NO:39 is a clone designated herein as “DNA84917 
2597. 

0515 FIG. 18 shows the amino acid sequence (SEQ ID 
NO:40) derived from the coding sequence of SEQID NO:39 
shown in FIG. 17. 

0516 FIG. 19 shows a nucleotide sequence (SEQ ID 
NO:44) of a native sequence PRO4405 cDNA, wherein SEQ 
ID NO:44 is a clone designated herein as “DNA84920 
2614. 

0517 FIG. 20 shows the amino acid sequence (SEQ ID 
NO:45) derived from the coding sequence of SEQID NO:44 
shown in FIG. 19. 

0518 FIG. 21 shows a nucleotide sequence (SEQ ID 
NO:49) of a native sequence PRO4356 cDNA, wherein SEQ 
ID NO:49 is a clone designated herein as “DNA86576 
2595. 

0519 FIG. 22 shows the amino acid sequence (SEQ ID 
NO:50) derived from the coding sequence of SEQID NO:49 
shown in FIG. 21. 

0520 FIG.23 shows a nucleotide sequence (SEQ ID 
NO:51) of a native sequence PRO4352 cDNA, wherein SEQ 
ID NO:51 is a clone designated herein as “DNA87976 
2593. 

0521 FIG. 24 shows the amino acid sequence (SEQ ID 
NO:52) derived from the coding sequence of SEQID NO:51 
shown in FIG. 23. 

0522 FIG. 25 shows a nucleotide sequence (SEQ ID 
NO:56) of a native sequence PRO4380 cDNA, wherein SEQ 
ID NO:56 is a clone designated herein as “DNA92234 
26O2. 
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0523 FIG. 26 shows the amino acid sequence (SEQ ID 
NO:57) derived from the coding sequence of SEQID NO:56 
shown in FIG. 25. 

0524 FIG. 27 shows a nucleotide sequence (SEQ ID 
NO:58) of a native sequence PRO4354 cDNA, wherein SEQ 
ID NO:58 is a clone designated herein as “DNA92256 
2596. 

0525 FIG. 28 shows the amino acid sequence (SEQ ID 
NO:59) derived from the coding sequence of SEQID NO:58 
shown in FIG. 27. 

0526 FIG. 29 shows a nucleotide sequence (SEQ ID 
NO:60) of a native sequence PRO4408 cDNA, wherein SEQ 
ID NO:60 is a clone designated herein as “DNA92274 
2617. 

0527 FIG. 30 shows the amino acid sequence (SEQ ID 
NO:61) derived from the coding sequence of SEQID NO:60 
shown in FIG. 29. 

0528 FIG. 31 shows a nucleotide sequence (SEQ ID 
NO:62) of a native sequence PRO5737 cDNA, wherein SEQ 
ID NO:62 is a clone designated herein as “DNA92929 
2534. 

0529 FIG. 32 shows the amino acid sequence (SEQ ID 
NO:63) derived from the coding sequence of SEQID NO:62 
shown in FIG. 31. 

0530 FIG. 33 shows a nucleotide sequence (SEQ ID 
NO:64) of a native sequence PRO4425 cDNA, wherein SEQ 
ID NO:64 is a clone designated herein as “DNA93011 
2637. 

0531 FIG. 34 shows the amino acid sequence (SEQ ID 
NO:65) derived from the coding sequence of SEQID NO:64 
shown in FIG. 33. 

0532 FIG. 35 shows a nucleotide sequence (SEQ ID 
NO:66) of a native sequence PRO5990 cDNA, wherein SEQ 
ID NO:66 is a clone designated herein as “DNA96042 
2682. 

0533 FIG. 36 shows the amino acid sequence (SEQ ID 
NO:67) derived from the coding sequence of SEQID NO:66 
shown in FIG. 35. 

0534 FIG. 37 shows a nucleotide sequence (SEQ ID 
NO:71) of a native sequence PRO6030 cDNA, wherein SEQ 
ID NO:71 is a clone designated herein as “DNA96850 
2705. 

0535 FIG.38 shows the amino acid sequence (SEQ ID 
NO:72) derived from the coding sequence of SEQID NO:71 
shown in FIG. 37. 

0536 FIG. 39 shows a nucleotide sequence (SEQ ID 
NO:73) of a native sequence PRO4424 cDNA, wherein SEQ 
ID NO:73 is a clone designated herein as “DNA96857 
2636. 

0537 FIG. 40 shows the amino acid sequence (SEQ ID 
NO:74) derived from the coding sequence of SEQID NO:73 
shown in FIG. 39. 

0538 FIG. 41 shows a nucleotide sequence (SEQ ID 
NO:75) of a native sequence PRO4422 cDNA, wherein SEQ 
ID NO:75 is a clone designated herein as “DNA96867 
262O. 
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0539 FIG.42 shows the amino acid sequence (SEQ ID 
NO:76) derived from the coding sequence of SEQID NO:75 
shown in FIG. 41. 

0540 FIG. 43 shows a nucleotide sequence (SEQ ID 
NO:77) of a native sequence PRO4430 cDNA, wherein SEQ 
ID NO:77 is a clone designated herein as “DNA96878 
2626. 

0541 FIG. 44 shows the amino acid sequence (SEQ ID 
NO:78) derived from the coding sequence of SEQID NO:77 
shown in FIG. 43. 

0542 FIG.45 shows a nucleotide sequence (SEQ ID 
NO:79) of a native sequence PRO4499 cDNA, wherein SEQ 
ID NO:79 is a clone designated herein as “DNA96889 
2641. 

0543 FIG. 46 shows the amino acid sequence (SEQ ID 
NO:80) derived from the coding sequence of SEQID NO:79 
shown in FIG. 45. 

DETAILED DESCRIPTION OF THE 
PREFERRED EMBODIMENTS 

0544 
0545. The terms “PRO polypeptide” and “PRO” as used 
herein and when immediately followed by a numerical 
designation refer to various polypeptides, wherein the com 
plete designation (i.e., PRO/number) refers to specific 
polypeptide Sequences as described herein. The terms 
“PRO/number polypeptide” and “PRO/number” wherein the 
term “number is provided as an actual numerical designa 
tion as used herein encompass native Sequence polypeptides 
and polypeptide variants (which are further defined herein). 
The PRO polypeptides described herein may be isolated 
from a variety of Sources, Such as from human tissue types 
or from another Source, or prepared by recombinant or 
Synthetic methods. 

I. Definitions 

0546 A“native sequence PRO polypeptide” comprises a 
polypeptide having the same amino acid Sequence as the 
corresponding PRO polypeptide derived from nature. Such 
native Sequence PRO polypeptides can be isolated from 
nature or can be produced by recombinant or Synthetic 
means. The term “native sequence PRO polypeptide” spe 
cifically encompasses naturally-occurring truncated or 
Secreted forms of the specific PRO polypeptide (e.g., an 
extracellular domain sequence), naturally-occurring variant 
forms (e.g., alternatively spliced forms) and naturally-oc 
curring allelic variants of the polypeptide. In various 
embodiments of the invention, the native sequence PRO 
polypeptides disclosed herein are mature or full-length 
native Sequence polypeptides comprising the full-length 
amino acids Sequences shown in the accompanying figures. 
Start and stop codons are shown in bold font and underlined 
in the figures. However, while the PRO polypeptide dis 
closed in the accompanying figures are shown to begin with 
methionine residues designated herein as amino acid posi 
tion 1 in the figures, it is conceivable and possible that other 
methionine residues located either upstream or downstream 
from the amino acid position 1 in the figures may be 
employed as the starting amino acid residue for the PRO 
polypeptides. 

0547. The PRO polypeptide “extracellular domain” or 
“ECD” refers to a form of the PRO polypeptide which is 
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essentially free of the transmembrane and cytoplasmic 
domains. Ordinarily, a PRO polypeptide ECD will have less 
than 1% of Such transmembrane and/or cytoplasmic 
domains and preferably, will have less than 0.5% of Such 
domains. It will be understood that any transmembrane 
domains identified for the PRO polypeptides of the present 
invention are identified pursuant to criteria routinely 
employed in the art for identifying that type of hydrophobic 
domain. The exact boundaries of a transmembrane domain 
may vary but most likely by no more than about 5 amino 
acids at either end of the domain as initially identified 
herein. Optionally, therefore, an extracellular domain of a 
PRO polypeptide may contain from about 5 or fewer amino 
acids on either Side of the transmembrane domain/extracel 
lular domain boundary as identified in the Examples or 
Specification and Such polypeptides, with or without the 
asSociated Signal peptide, and nucleic acid encoding them, 
are comtemplated by the present invention. 
0548. The approximate location of the “signal peptides’ 
of the various PRO polypeptides disclosed herein are shown 
in the present specification and/or the accompanying figures. 
It is noted, however, that the C-terminal boundary of a signal 
peptide may vary, but most likely by no more than about 5 
amino acids on either Side of the Signal peptide C-terminal 
boundary as initially identified herein, wherein the C-termi 
nal boundary of the Signal peptide may be identified pursu 
ant to criteria routinely employed in the art for identifying 
that type of amino acid Sequence element (e.g., Nielsen et 
al., Prot. Eng. 10: 1-6 (1997) and von Heinje et al., Nucl. 
Acids. Res. 14:4683-4690 (1986)). Moreover, it is also 
recognized that, in Some cases, cleavage of a signal 
Sequence from a Secreted polypeptide is not entirely uni 
form, resulting in more than one Secreted Species. These 
mature polypeptides, where the Signal peptide is cleaved 
within no more than about 5 amino acids on either side of the 
C-terminal boundary of the Signal peptide as identified 
herein, and the polynucleotides encoding them, are contem 
plated by the present invention. 
0549. “PRO polypeptide variant” means an active PRO 
polypeptide as defined above or below having at least about 
80% amino acid sequence identity with a full-length native 
Sequence PRO polypeptide Sequence as disclosed herein, a 
PRO polypeptide Sequence lacking the Signal peptide as 
disclosed herein, an extracellular domain of a PRO polypep 
tide, with or without the Signal peptide, as disclosed herein 
or any other fragment of a full-length PRO polypeptide 
Sequence as disclosed herein. Such PRO polypeptide vari 
ants include, for instance, PRO polypeptides wherein one or 
more amino acid residues are added, or deleted, at the N- or 
C-terminus of the full-length native amino acid Sequence. 
Ordinarily, a PRO polypeptide variant will have at least 
about 80% amino acid Sequence identity, alternatively at 
least about 81% amino acid Sequence identity, alternatively 
at least about 82% amino acid Sequence identity, alterna 
tively at least about 83% amino acid Sequence identity, 
alternatively at least about 84% amino acid Sequence iden 
tity, alternatively at least about 85% amino acid Sequence 
identity, alternatively at least about 86% amino acid 
Sequence identity, alternatively at least about 87% amino 
acid Sequence identity, alternatively at least about 88% 
amino acid Sequence identity, alternatively at least about 
89% amino acid Sequence identity, alternatively at least 
about 90% amino acid Sequence identity, alternatively at 
least about 91% amino acid Sequence identity, alternatively 
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at least about 92% amino acid Sequence identity, alterna 
tively at least about 93% amino acid Sequence identity, 
alternatively at least about 94% amino acid Sequence iden 
tity, alternatively at least about 95% amino acid Sequence 
identity, alternatively at least about 96% amino acid 
Sequence identity, alternatively at least about 97% amino 
acid Sequence identity, alternatively at least about 98% 
amino acid Sequence identity and alternatively at least about 
99% amino acid sequence identity to a full-length native 
Sequence PRO polypeptide Sequence as disclosed herein, a 
PRO polypeptide Sequence lacking the Signal peptide as 
disclosed herein, an extracellular domain of a PRO polypep 
tide, with or without the Signal peptide, as disclosed herein 
or any other specifically defined fragment of a full-length 
PRO polypeptide Sequence as disclosed herein. Ordinarily, 
PRO variant polypeptides are at least about 10 amino acids 
in length, alternatively at least about 20 amino acids in 
length, alternatively at least about amino acids in length, 
alternatively at least about 40 amino acids in length, alter 
natively at least about 50 amino acids in length, alternatively 
at least about 60 amino acids in length, alternatively at least 
about 70 amino acids in length, alternatively at least about 
80 amino acids in length, alternatively at least about 90 
amino acids in length, alternatively at least about 100 amino 
acids in length, alternatively at least about 150 amino acids 
in length, alternatively at least about 200 amino acids in 
length, alternatively at least about 300 amino acids in length, 
O OC. 

0550) “Percent (%) amino acid sequence identity” with 
respect to the PRO polypeptide Sequences identified herein 
is defined as the percentage of amino acid residues in a 
candidate Sequence that are identical with the amino acid 
residues in the Specific PRO polypeptide Sequence, after 
aligning the Sequences and introducing gaps, if necessary, to 
achieve the maximum percent Sequence identity, and not 
considering any conservative Substitutions as part of the 
Sequence identity. Alignment for purposes of determining 
percent amino acid Sequence identity can be achieved in 
various ways that are within the skill in the art, for instance, 
using publicly available computer Software Such as BLAST, 
BLAST-2, ALIGN or Megalign (DNASTAR) software. 
Those skilled in the art can determine appropriate param 
eters for measuring alignment, including any algorithms 
needed to achieve maximal alignment over the full length of 
the Sequences being compared. For purposes herein, how 
ever, 7% amino acid Sequence identity values are generated 
using the Sequence comparison computer program ALIGN 
2, wherein the complete source code for the ALIGN-2 
program is provided in Table 1 below. The ALIGN-2 
Sequence comparison computer program was authored by 
Genentech, Inc. and the Source code shown in Table 1 below 
has been filed with user documentation in the U.S. Copy 
right Office, Washington D.C., 20559, where it is registered 
under U.S. Copyright Registration No. TXU5 10087. The 
ALIGN-2 program is publicly available through Genentech, 
Inc., South San Francisco, Calif. or may be compiled from 
the source code provided in Table 1 below. The ALIGN-2 
program should be compiled for use on a UNIX operating 
system, preferably digital UNIXV4.0D. All sequence com 
parison parameters are set by the ALIGN-2 program and do 
not vary. 
0551. In situations where ALIGN-2 is employed for 
amino acid Sequence comparisons, the % amino acid 
Sequence identity of a given amino acid Sequence Ato, with, 
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or against a given amino acid sequence B (which can 
alternatively be phrased as a given amino acid Sequence A 
that has or comprises a certain % amino acid Sequence 
identity to, with, or against a given amino acid sequence B) 
is calculated as follows: 

100 times the fraction XFY 

0552 where X is the number of amino acid residues 
Scored as identical matches by the Sequence alignment 
program ALIGN-2 in that program's alignment of A and B, 
and where Y is the total number of amino acid residues in B. 
It will be appreciated that where the length of amino acid 
Sequence A is not equal to the length of amino acid Sequence 
B, the % amino acid sequence identity of A to B will not 
equal the % amino acid Sequence identity of B to A. AS 
examples of % amino acid Sequence identity calculations 
using this method, Tables 2 and 3 demonstrate how to 
calculate the % amino acid Sequence identity of the amino 
acid Sequence designated “Comparison Protein’ to the 
amino acid sequence designated “PRO”, wherein “PRO” 
represents the amino acid Sequence of a hypothetical PRO 
polypeptide of interest, “Comparison Protein’ represents the 
amino acid Sequence of a polypeptide against which the 
“PRO” polypeptide of interest is being compared, and “X, 
“Y” and “Z” each represent different hypothetical amino 
acid residues. 

0553. Unless specifically stated otherwise, all % amino 
acid Sequence identity values used herein are obtained as 
described in the immediately preceding paragraph using the 
ALIGN-2 computer program. However, 9% amino acid 
Sequence identity values may also be obtained as described 
below by using the WU-BLAST-2 computer program (Alts 
chul et al., Methods in Enzymology 266:460-480 (1996)). 
Most of the WU-BLAST-2 search parameters are set to the 
default values. Those not set to default values, i.e., the 
adjustable parameters, are Set with the following values: 
overlap span=1, overlap fraction=0.125, word threshold 
(T)=11, and scoring matrix=BLOSUM62. When 
WU-BLAST-2 is employed, a % amino acid sequence 
identity value is determined by dividing (a) the number of 
matching identical amino acid residues between the amino 
acid Sequence of the PRO polypeptide of interest having a 
sequence derived from the native PRO polypeptide and the 
comparison amino acid Sequence of interest (i.e., the 
Sequence against which the PRO polypeptide of interest is 
being compared which may be a PRO variant polypeptide) 
as determined by WU-BLAST-2 by (b) the total number of 
amino acid residues of the PRO polypeptide of interest. For 
example, in the Statement "a polypeptide comprising an the 
amino acid Sequence A which has or having at least 80% 
amino acid Sequence identity to the amino acid Sequence B', 
the amino acid Sequence A is the comparison amino acid 
Sequence of interest and the amino acid Sequence B is the 
amino acid Sequence of the PRO polypeptide of interest. 
0554 Percent amino acid sequence identity may also be 
determined using the Sequence comparison program NCBI 
BLAST2 (Altschulet al., Nucleic Acids Res. 25:3389-3402 
(1997)). The NCBI-BLAST2 sequence comparison program 
may be downloaded from http://www.ncbi.nlm.nih.gov or 
otherwise obtained from the National Institute of Health, 
Bethesda, Md. NCBI-BLAST2 uses several search param 
eters, wherein all of those Search parameters are set to 
default values including, for example, unmask=yes, Strand= 
all, expected occurrences=10, minimum low complexity 
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length=15/5, multi-pass e-value=0.01, constant for multi 
pass=25, dropoff for final gapped alignment=25 and Scoring 
matrix=BLOSUM62. 

0555. In situations where NCBI-BLAST2 is employed 
for amino acid Sequence comparisons, the % amino acid 
Sequence identity of a given amino acid Sequence Ato, with, 
or against a given amino acid sequence B (which can 
alternatively be phrased as a given amino acid Sequence A 
that has or comprises a certain % amino acid Sequence 
identity to, with, or against a given amino acid sequence B) 
is calculated as follows: 

100 times the fraction XFY 

0556 where X is the number of amino acid residues 
Scored as identical matches by the Sequence alignment 
program NCBI-BLAST2 in that programs alignment of A 
and B, and where Y is the total number of amino acid 
residues in B. It will be appreciated that where the length of 
amino acid Sequence A is not equal to the length of amino 
acid Sequence B, the % amino acid Sequence identity of Ato 
B will not equal the 76 amino acid sequence identity of B to 
A. 

0557. “PRO variant polynucleotide” or “PRO variant 
nucleic acid Sequence” means a nucleic acid molecule which 
encodes an active PRO polypeptide as defined below and 
which has at least about 80% nucleic acid Sequence identity 
with a nucleotide acid Sequence encoding a full-length 
native Sequence PRO polypeptide Sequence as disclosed 
herein, a full-length native Sequence PRO polypeptide 
Sequence lacking the Signal peptide as disclosed herein, an 
extracellular domain of a PRO polypeptide, with or without 
the Signal peptide, as disclosed herein or any other fragment 
of a full-length PRO polypeptide Sequence as disclosed 
herein. Ordinarily, a PRO variant polynucleotide will have at 
least about 80% nucleic acid Sequence identity, alternatively 
at least about 81% nucleic acid Sequence identity, alterna 
tively at least about 82% nucleic acid Sequence identity, 
alternatively at least about 83% nucleic acid Sequence 
identity, alternatively at least about 84% nucleic acid 
Sequence identity, alternatively at least about 85% nucleic 
acid Sequence identity, alternatively at least about 86% 
nucleic acid Sequence identity, alternatively at least about 
87% nucleic acid Sequence identity, alternatively at least 
about 88% nucleic acid Sequence identity, alternatively at 
least about 89% nucleic acid Sequence identity, alternatively 
at least about 90% nucleic acid Sequence identity, alterna 
tively at least about 91% nucleic acid Sequence identity, 
alternatively at least about 92% nucleic acid Sequence 
identity, alternatively at least about 93% nucleic acid 
Sequence identity, alternatively at least about 94% nucleic 
acid Sequence identity, alternatively at least about 95% 
nucleic acid Sequence identity, alternatively at least about 
96% nucleic acid Sequence identity, alternatively at least 
about 97% nucleic acid Sequence identity, alternatively at 
least about 98% nucleic acid Sequence identity and alterna 
tively at least about 99% nucleic acid sequence identity with 
a nucleic acid Sequence encoding a full-length native 
Sequence PRO polypeptide Sequence as disclosed herein, a 
full-length native Sequence PRO polypeptide Sequence lack 
ing the Signal peptide as disclosed herein, an extracellular 
domain of a PRO polypeptide, with or without the signal 
Sequence, as disclosed herein or any other fragment of a 
full-length PRO polypeptide Sequence as disclosed herein. 
Variants do not encompass the native nucleotide Sequence. 
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0558 Ordinarily, PRO variant polynucleotides are at 
least about 30 nucleotides in length, alternatively at least 
about 60 nucleotides in length, alternatively at least about 90 
nucleotides in length, alternatively at least about 120 nucle 
otides in length, alternatively at least about 150 nucleotides 
in length, alternatively at least about 180 nucleotides in 
length, alternatively at least about 210 nucleotides in length, 
alternatively at least about 240 nucleotides in length, alter 
natively at least about 270 nucleotides in length, alterna 
tively at least about 300 nucleotides in length, alternatively 
at least about 450 nucleotides in length, alternatively at least 
about 600 nucleotides in length, alternatively at least about 
900 nucleotides in length, or more. 
0559) “Percent (%) nucleic acid sequence identity” with 
respect to PRO-encoding nucleic acid Sequences identified 
herein is defined as the percentage of nucleotides in a 
candidate Sequence that are identical with the nucleotides in 
the PRO nucleic acid Sequence of interest, after aligning the 
Sequences and introducing gaps, if necessary, to achieve the 
maximum percent Sequence identity. Alignment for pur 
poses of determining percent nucleic acid Sequence identity 
can be achieved in various ways that are within the skill in 
the art, for instance, using publicly available computer 
Software such as BLAST, BLAST-2, ALIGN or Megalign 
(DNASTAR) software. For purposes herein, however, 9% 
nucleic acid Sequence identity values are generated using the 
Sequence comparison computer program ALIGN-2, wherein 
the complete Source code for the ALIGN-2 program is 
provided in Table 1 below. The ALIGN-2 sequence com 
parison computer program was authored by Genentech, Inc. 
and the Source code shown in Table 1 below has been filed 
with user documentation in the U.S. Copyright Office, 
Washington D.C., 20559, where it is registered under U.S. 
Copyright Registration No. TXU510087. The ALIGN-2 
program is publicly available through Genentech, Inc., 
South San Francisco, Calif. or may be compiled from the 
Source code provided in Table 1 below. The ALIGN-2 
program should be compiled for use on a UNIX operating 
system, preferably digital UNIXV4.0D. All sequence com 
parison parameters are set by the ALIGN-2 program and do 
not vary. 

0560. In situations where ALIGN-2 is employed for 
nucleic acid Sequence comparisons, the % nucleic acid 
Sequence identity of a given nucleic acid Sequence C to, 
with, or against a given nucleic acid sequence D (which can 
alternatively be phrased as a given nucleic acid Sequence C 
that has or comprises a certain % nucleic acid Sequence 
identity to, with, or against a given nucleic acid sequence D) 
is calculated as follows: 

100 times the fraction WAZ 

0561 where W is the number of nucleotides scored as 
identical matches by the Sequence alignment program 
ALIGN-2 in that programs alignment of C and D, and 
where Z is the total number of nucleotides in D. It will be 
appreciated that where the length of nucleic acid Sequence C 
is not equal to the length of nucleic acid Sequence D, the % 
nucleic acid Sequence identity of C to D will not equal the 
% nucleic acid Sequence identity of D to C. AS examples of 
% nucleic acid Sequence identity calculations, Tables 4 and 
5, demonstrate how to calculate the % nucleic acid Sequence 
identity of the nucleic acid Sequence designated “Compari 
son DNA” to the nucleic acid sequence designated “PRO 
DNA”, wherein “PRO-DNA” represents a hypothetical 
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PRO-encoding nucleic acid Sequence of interest, “Compari 
Son DNA represents the nucleotide Sequence of a nucleic 
acid molecule against which the “PRO-DNA” nucleic acid 
molecule of interest is being compared, and “N”, “L” and 
“V” each represent different hypothetical nucleotides. 
0562 Unless specifically stated otherwise, all % nucleic 
acid Sequence identity values used herein are obtained as 
described in the immediately preceding paragraph using the 
ALIGN-2 computer program. However, 9% nucleic acid 
Sequence identity values may also be obtained as described 
below by using the WU-BLAST-2 computer program (Alts 
chul et al., Methods in Enzymology 266:460-480 (1996)). 
Most of the WU-BLAST-2 search parameters are set to the 
default values. Those not set to default values, i.e., the 
adjustable parameters, are Set with the following values: 
overlap span=1, overlap fraction=0.125, word threshold 
(T)=11, and scoring matrix=BLOSUM62. When 
WU-BLAST-2 is employed, a % nucleic acid sequence 
identity value is determined by dividing (a) the number of 
matching identical nucleotides between the nucleic acid 
Sequence of the PRO polypeptide-encoding nucleic acid 
molecule of interest having a Sequence derived from the 
native Sequence PRO polypeptide-encoding nucleic acid and 
the comparison nucleic acid molecule of interest (i.e., the 
Sequence against which the PRO polypeptide-encoding 
nucleic acid molecule of interest is being compared which 
may be a variant PRO polynucleotide) as determined by 
WU-BLAST-2 by (b) the total number of nucleotides of the 
PRO polypeptide-encoding nucleic acid molecule of inter 
est. For example, in the Statement "an isolated nucleic acid 
molecule comprising a nucleic acid Sequence A which has or 
having at least 80% nucleic acid Sequence identity to the 
nucleic acid Sequence B', the nucleic acid Sequence A is the 
comparison nucleic acid molecule of interest and the nucleic 
acid Sequence B is the nucleic acid Sequence of the PRO 
polypeptide-encoding nucleic acid molecule of interest. 
0563 Percent nucleic acid sequence identity may also be 
determined using the Sequence comparison program NCBI 
BLAST2 (Altschulet al., Nucleic Acids Res. 25:3389-3402 
(1997)). The NCBI-BLAST2 sequence comparison program 
may be downloaded from http://www.ncbi.nlm.nih.gov or 
otherwise obtained from the National Institute of Health, 
Bethesda, Md. NCBI-BLAST2 uses several search param 
eters, wherein all of those Search parameters are set to 
default values including, for example, unmask=yes, Strand= 
all, expected occurrences=10, minimum low complexity 
length=15/5, multi-pass e-value=0.01, constant for multi 
pass=25, dropoff for final gapped alignment=25 and Scoring 
matrix=BLOSUM62. 

0564) In situations where NCBI-BLAST2 is employed 
for Sequence comparisons, the % nucleic acid Sequence 
identity of a given nucleic acid Sequence C to, with, or 
against a given nucleic acid sequence D (which can alter 
natively be phrased as a given nucleic acid Sequence C that 
has or comprises a certain % nucleic acid Sequence identity 
to, with, or against a given nucleic acid sequence D) is 
calculated as follows: 

100 times the fraction WAZ 

0565 where W is the number of nucleotides scored as 
identical matches by the Sequence alignment program 
NCBI-BLAST2 in that programs alignment of C and D, and 
where Z is the total number of nucleotides in D. It will be 
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appreciated that where the length of nucleic acid Sequence C 
is not equal to the length of nucleic acid Sequence D, the % 
nucleic acid Sequence identity of C to D will not equal the 
% nucleic acid sequence identity of D to C. 
0566 In other embodiments, PRO variant polynucle 
otides are nucleic acid molecules that encode an active PRO 
polypeptide and which are capable of hybridizing, prefer 
ably under Stringent hybridization and wash conditions, to 
nucleotide Sequences encoding a full-length PRO polypep 
tide as disclosed herein. PRO variant polypeptides may be 
those that are encoded by a PRO variant polynucleotide. 
0567 The term “positives', in the context of sequence 
comparison performed as described above, includes residues 
in the Sequences compared that are not identical but have 
Similar properties (e.g. as a result of conservative Substitu 
tions, see Table 6 below). For purposes herein, the % value 
of positives is determined by dividing (a) the number of 
amino acid residues Scoring a positive value between the 
PRO polypeptide amino acid Sequence of interest having a 
Sequence derived from the native PRO polypeptide Sequence 
and the comparison amino acid sequence of interest (i.e., the 
amino acid Sequence against which the PRO polypeptide 
Sequence is being compared) as determined in the BLO 
SUM62 matrix of WU-BLAST-2 by (b) the total number of 
amino acid residues of the PRO polypeptide of interest. 
0568. Unless specifically stated otherwise, the 76 value of 
positives is calculated as described in the immediately 
preceding paragraph. However, in the context of the amino 
acid Sequence identity comparisons performed as described 
for ALIGN-2 and NCBI-BLAST-2 above, includes amino 
acid residues in the Sequences compared that are not only 
identical, but also those that have similar properties. Amino 
acid residues that Score a positive value to an amino acid 
residue of interest are those that are either identical to the 
amino acid residue of interest or are a preferred Substitution 
(as defined in Table 6 below) of the amino acid residue of 
interest. 

0569. For amino acid sequence comparisons using 
ALIGN-2 or NCBI-BLAST2, the % value of positives of a 
given amino acid Sequence A to, with, or against a given 
amino acid sequence B (which can alternatively be phrased 
as a given amino acid Sequence A that has or comprises a 
certain % positives to, with, or against a given amino acid 
Sequence B) is calculated as follows: 

100 times the fraction XFY 

0570 where X is the number of amino acid residues 
Scoring a positive value as defined above by the Sequence 
alignment program ALIGN-2 or NCBI-BLAST2 in that 
program's alignment of A and B, and where Y is the total 
number of amino acid residues in B. It will be appreciated 
that where the length of amino acid Sequence A is not equal 
to the length of amino acid Sequence B, the % positives of 
A to B will not equal the % positives of B to A. 

0571) “Isolated,” when used to describe the various 
polypeptides disclosed herein, means polypeptide that has 
been identified and Separated and/or recovered from a com 
ponent of its natural environment. Contaminant components 
of its natural environment are materials that would typically 
interfere with diagnostic or therapeutic uses for the polypep 
tide, and may include enzymes, hormones, and other pro 
teinaceous or non-proteinaceous Solutes. In preferred 
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embodiments, the polypeptide will be purified (1) to a 
degree sufficient to obtain at least 15 residues of N-terminal 
or internal amino acid Sequence by use of a Spinning cup 
sequenator, or (2) to homogeneity by SDS-PAGE under 
non-reducing or reducing conditions using Coomassie blue 
or, preferably, Silver Stain. Isolated polypeptide includes 
polypeptide in Situ within recombinant cells, Since at least 
one component of the PRO polypeptide natural environment 
will not be present. Ordinarily, however, isolated polypep 
tide will be prepared by at least one purification Step. 
0572 An "isolated” PRO polypeptide-encoding nucleic 
acid or other polypeptide-encoding nucleic acid is a nucleic 
acid molecule that is identified and Separated from at least 
one contaminant nucleic acid molecule with which it is 
ordinarily associated in the natural Source of the polypep 
tide-encoding nucleic acid. An isolated polypeptide-encod 
ing nucleic acid molecule is other than in the form or Setting 
in which it is found in nature. Isolated polypeptide-encoding 
nucleic acid molecules therefore are distinguished from the 
Specific polypeptide-encoding nucleic acid molecule as it 
exists in natural cells. However, an isolated polypeptide 
encoding nucleic acid molecule includes polypeptide-encod 
ing nucleic acid molecules contained in cells that ordinarily 
express the polypeptide where, for example, the nucleic acid 
molecule is in a chromosomal location different from that of 
natural cells. 

0573 The term “control sequences” refers to DNA 
Sequences necessary for the expression of an operably linked 
coding Sequence in a particular host organism. The control 
Sequences that are Suitable for prokaryotes, for example, 
include a promoter, optionally an operator Sequence, and a 
ribosome binding Site. Eukaryotic cells are known to utilize 
promoters, polyadenylation signals, and enhancers. 
0574) Nucleic acid is “operably linked' when it is placed 
into a functional relationship with another nucleic acid 
Sequence. For example, DNA for a presequence or Secretory 
leader is operably linked to DNA for a polypeptide if it is 
expressed as a preprotein that participates in the Secretion of 
the polypeptide; a promoter or enhancer is operably linked 
to a coding Sequence if it affects the transcription of the 
Sequence, or a ribosome binding site is operably linked to a 
coding Sequence if it is positioned So as to facilitate trans 
lation. Generally, “operably linked” means that the DNA 
Sequences being linked are contiguous, and, in the case of a 
Secretory leader, contiguous and in reading phase. However, 
enhancers do not have to be contiguous. Linking is accom 
plished by ligation at convenient restriction sites. If Such 
Sites do not exist, the Synthetic oligonucleotide adaptors or 
linkers are used in accordance with conventional practice. 
0575. The term “antibody” is used in the broadest sense 
and Specifically covers, for example, Single anti-PRO mono 
clonal antibodies (including agonist, antagonist, and neu 
tralizing antibodies), anti-PRO antibody compositions with 
polyepitopic Specificity, Single chain anti-PRO antibodies, 
and fragments of anti-PRO antibodies (see below). The term 
“monoclonal antibody” as used herein refers to an antibody 
obtained from a population of Substantially homogeneous 
antibodies, i.e., the individual antibodies comprising the 
population are identical except for possible naturally-occur 
ring mutations that may be present in minor amounts. 
0576 “Stringency” of hybridization reactions is readily 
determinable by one of ordinary skill in the art, and gener 
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ally is an empirical calculation dependent upon probe 
length, Washing temperature, and Salt concentration. In 
general, longer probes require higher temperatures for 
proper annealing, while shorter probes need lower tempera 
tures. Hybridization generally depends on the ability of 
denatured DNA to reanneal when complementary Strands 
are present in an environment below their melting tempera 
ture. The higher the degree of desired homology between the 
probe and hybridizable Sequence, the higher the relative 
temperature which can be used. As a result, it follows that 
higher relative temperatures would tend to make the reaction 
conditions more Stringent, while lower temperatures leSS So. 
For additional details and explanation of Stringency of 
hybridization reactions, see Ausubel et al., Current Proto 
cols in Molecular Biology, Wiley Interscience Publishers, 
(1995). 
0577 “Stringent conditions” or “high stringency condi 
tions”, as defined herein, may be identified by those that: (1) 
employ low ionic strength and high temperature for wash 
ing, for example 0.015 M Sodium chloride/0.0015 M Sodium 
citrate/0.1% sodium dodecyl sulfate at 50° C.; (2) employ 
during hybridization a denaturing agent, Such as formamide, 
for example, 50% (v/v) formamide with 0.1% bovine serum 
albumin/0.1% Ficoll/0.1% polyvinylpyrrolidone/50 mM 
Sodium phosphate buffer at pH 6.5 with 750 mM sodium 
chloride, 75 mM sodium citrate at 42 C.; or (3) employ 50% 
formamide, 5xSSC (0.75 M NaCl, 0.075 M sodium citrate), 
50 mM sodium phosphate (pH 6.8), 0.1% sodium pyrophos 
phate, 5xDenhardt's solution, Sonicated salmon sperm DNA 
(50 ug/ml), 0.1% SDS, and 10% dextran sulfate at 42°C., 
with washes at 42°C. in 0.2xSSC (sodium chloride/sodium 
citrate) and 50% formamide at 55 C., followed by a 
high-stringency wash consisting of 0.1XSSC containing 
EDTA at 55° C. 

0578 “Moderately stringent conditions” may be identi 
fied as described by Sambrook et al., Molecular Cloning. A 
Laboratory Manual, New York: Cold Spring Harbor Press, 
1989, and include the use of washing solution and hybrid 
ization conditions (e.g., temperature, ionic strength and % 
SDS) less stringent that those described above. An example 
of moderately Stringent conditions is overnight incubation at 
37 C. in a solution comprising: 20% formamide, 5xSSC 
(150 mM NaCl, 15 mM trisodium citrate), 50 mM sodium 
phosphate (pH 7.6), 5xDenhardt’s solution, 10% dextran 
Sulfate, and 20 mg/ml denatured sheared Salmon Sperm 
DNA, followed by washing the filters in 1xSSC at about 
37-50° C. The skilled artisan will recognize how to adjust 
the temperature, ionic Strength, etc. as necessary to accom 
modate factorS Such as probe length and the like. 
0579. The term “epitope tagged” when used herein refers 
to a chimeric polypeptide comprising a PRO polypeptide 
fused to a "tag polypeptide'. The tag polypeptide has 
enough residues to provide an epitope against which an 
antibody can be made, yet is short enough Such that it does 
not interfere with activity of the polypeptide to which it is 
fused. The tag polypeptide preferably also is fairly unique So 
that the antibody does not Substantially cross-react with 
other epitopes. Suitable tag polypeptides generally have at 
least Six amino acid residues and usually between about 8 
and 50 amino acid residues (preferably, between about 10 
and 20 amino acid residues). 
0580. As used herein, the term “immunoadhesin' desig 
nates antibody-like molecules which combine the binding 
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Specificity of a heterologous protein (an "adhesin') with the 
effector functions of immunoglobulin constant domains. 
Structurally, the immunoadhesins comprise a fusion of an 
amino acid Sequence with the desired binding Specificity 
which is other than the antigen recognition and binding site 
of an antibody (i.e., is "heterologous'), and an immunoglo 
bulin constant domain Sequence. The adhesin part of an 
immunoadhesin molecule typically is a contiguous amino 
acid Sequence comprising at least the binding site of a 
receptor or a ligand. The immunoglobulin constant domain 
Sequence in the immunoadhesin may be obtained from any 
immunoglobulin, Such as IgG-1, IgG-2, IgG-3, or IgG-4 
Subtypes, IgA (including IgA-1 and IgA-2), IgE, Ig) or 
IgM. 
0581 “Active” or “activity” for the purposes herein 
refers to form(s) of a PRO polypeptide which retain a 
biological and/or an immunological activity of native or 
naturally-occurring PRO, wherein “biological' activity 
refers to a biological function (either inhibitory or stimula 
tory) caused by a native or naturally-occurring PRO other 
than the ability to induce the production of an antibody 
against an antigenic epitope possessed by a native or natu 
rally-occurring PRO and an “immunological' activity refers 
to the ability to induce the production of an antibody against 
an antigenic epitope possessed by a native or naturally 
occurring PRO. 
0582 The term “antagonist” is used in the broadest sense, 
and includes any molecule that partially or fully blocks, 
inhibits, or neutralizes a biological activity of a native PRO 
polypeptide disclosed herein. In a similar manner, the term 
“agonist' is used in the broadest Sense and includes any 
molecule that mimics a biological activity of a native PRO 
polypeptide disclosed herein. Suitable agonist or antagonist 
molecules Specifically include agonist or antagonist antibod 
ies or antibody fragments, fragments or amino acid Sequence 
variants of native PRO polypeptides, peptides, antisense 
oligonucleotides, Small organic molecules, etc. Methods for 
identifying agonistS or antagonists of a PRO polypeptide 
may comprise contacting a PRO polypeptide with a candi 
date agonist or antagonist molecule and measuring a detect 
able change in one or more biological activities normally 
associated with the PRO polypeptide. 
0583. “Treatment” refers to both therapeutic treatment 
and prophylactic or preventative measures, wherein the 
object is to prevent or slow down (lessen) the targeted 
pathologic condition or disorder. Those in need of treatment 
include those already with the disorder as well as those 
prone to have the disorder or those in whom the disorder is 
to be prevented. 
0584) “Chronic' administration refers to administration 
of the agent(s) in a continuous mode as opposed to an acute 
mode, So as to maintain the initial therapeutic effect (activ 
ity) for an extended period of time. “Intermittent” adminis 
tration is treatment that is not consecutively done without 
interruption, but rather is cyclic in nature. 
0585 “Mammal’ for purposes of treatment refers to any 
animal classified as a mammal, including humans, domestic 
and farm animals, and Zoo, Sports, or pet animals, Such as 
dogs, cats, cattle, horses, sheep, pigs, goats, rabbits, etc. 
Preferably, the mammal is human. 
0586 Administration “in combination with one or more 
further therapeutic agents includes simultaneous (concur 
rent) and consecutive administration in any order. 
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0587) “Carriers” as used herein include pharmaceutically 
acceptable carriers, excipients, or Stabilizers which are non 
toxic to the cell or mammal being exposed thereto at the 
dosages and concentrations employed. Often the physiologi 
cally acceptable carrier is an aqueous pH buffered Solution. 
Examples of physiologically acceptable carriers include 
bufferS Such as phosphate, citrate, and other organic acids, 
antioxidants including ascorbic acid; low molecular weight 
(less than about 10 residues) polypeptide; proteins, Such as 
Serum albumin, gelatin, or immunoglobulins, hydrophilic 
polymerS Such as polyvinylpyrrollidone; amino acids Such as 
glycine, glutamine, asparagine, arginine or lysine; monosac 
charides, disaccharides, and other carbohydrates including 
glucose, mannose, or dextrins; chelating agents Such as 
EDTA, Sugar alcohols Such as mannitol or Sorbitol, Salt 
forming counterions Such as Sodium; and/or nonionic Sur 
factants such as TWEENTM, polyethylene glycol (PEG), and 
PLURONICSTM. 

0588 “Antibody fragments' comprise a portion of an 
intact antibody, preferably the antigen binding or variable 
region of the intact antibody. Examples of antibody frag 
ments include Fab, Fab', F(ab'), and Fv fragments; diabod 
ies; linear antibodies (Zapata et al., Protein Eng. 8(10): 
1057-1062 1995); single-chain antibody molecules; and 
multispecific antibodies formed from antibody fragments. 
0589 Papain digestion of antibodies produces two iden 
tical antigen-binding fragments, called “Fab' fragments, 
each with a Single antigen-binding Site, and a residual “Fe' 
fragment, a designation reflecting the ability to crystallize 
readily. Pepsin treatment yields an F(ab') fragment that has 
two antigen-combining sites and is Still capable of croSS 
linking antigen. 
0590 “Fv” is the minimum antibody fragment which 
contains a complete antigen-recognition and -binding site. 
This region consists of a dimer of one heavy- and one 
light-chain variable domain in tight, non-covalent associa 
tion. It is in this configuration that the three CDRs of each 
variable domain interact to define an antigen-binding site on 
the surface of the V-V. dimer. Collectively, the six CDRs 
confer antigen-binding specificity to the antibody. However, 
even a single variable domain (or half of an Fv comprising 
only three CDRS specific for an antigen) has the ability to 
recognize and bind antigen, although at a lower affinity than 
the entire binding site. 
0591. The Fab fragment also contains the constant 
domain of the light chain and the first constant domain 
(CH1) of the heavy chain. Fab fragments differ from Fab' 
fragments by the addition of a few residues at the carboxy 
terminus of the heavy chain CH1 domain including one or 
more cysteines from the antibody hinge region. Fab'-SH is 
the designation herein for Fab' in which the cysteine resi 
due(s) of the constant domains bear a free thiol group. 
F(ab'), antibody fragments originally were produced as pairs 
of Fab' fragments which have hinge cysteines between them. 
Other chemical couplings of antibody fragments are also 
known. 

0592 The “light chains” of antibodies (immunoglobu 
lins) from any vertebrate species can be assigned to one of 
two clearly distinct types, called kappa and lambda, based 
on the amino acid Sequences of their constant domains. 
0593. Depending on the amino acid sequence of the 
constant domain of their heavy chains, immunoglobulins 
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can be assigned to different classes. There are five major 
classes of immunoglobulins: IgA, Ig), IgE, IgG, and IgM, 
and several of these may be further divided into subclasses 
(isotypes), e.g., IgG1, IgG2, IgG3, IgG4, IgA, and IgA2. 
0594) “Single-chain Fv' or “slv” antibody fragments 
comprise the V and V. domains of antibody, wherein these 
domains are present in a Single polypeptide chain. Prefer 
ably, the Fv polypeptide further comprises a polypeptide 
linker between the V and V. domains which enables the 
SFv to form the desired structure for antigen binding. For a 
review of SEV, see Pluckthun in The Pharmacology of 
Monoclonal Antibodies, vol. 113, Rosenburg and Moore 
eds., Springer-Verlag, New York, pp. 269-315 (1994). 
0595. The term “diabodies” refers to small antibody 
fragments with two antigen-binding sites, which fragments 
comprise a heavy-chain variable domain (V) connected to 
a light-chain variable domain (V) in the same polypeptide 
chain (V-V). By using a linker that is too short to allow 
pairing between the two domains on the Same chain, the 
domains are forced to pair with the complementary domains 
of another chain and create two antigen-binding sites. Dia 
bodies are described more fully in, for example, EP404,097; 
WO 93/11161; and Hollinger et al., Proc. Natl. Acad. Sci. 
USA, 90:6444-6448 (1993). 
0596) An "isolated” antibody is one which has been 
identified and Separated and/or recovered from a component 
of its natural environment. Contaminant components of its 
natural environment are materials which would interfere 
with diagnostic or therapeutic uses for the antibody, and may 
include enzymes, hormones, and other proteinaceous or 
nonproteinaceous Solutes. In preferred embodiments, the 
antibody will be purified (1) to greater than 95% by weight 
of antibody as determined by the Lowry method, and most 
preferably more than 99% by weight, (2) to a degree 
Sufficient to obtain at least 15 residues of N-terminal or 
internal amino acid Sequence by use of a Spinning cup 
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sequenator, or (3) to homogeneity by SDS-PAGE under 
reducing or nonreducing conditions using Coomassie blue 
or, preferably, Silver Stain. Isolated antibody includes the 
antibody in Situ within recombinant cells Since at least one 
component of the antibody's natural environment will not be 
present. Ordinarily, however, isolated antibody will be pre 
pared by at least one purification Step. 

0597. The word “label” when used herein refers to a 
detectable compound or composition which is conjugated 
directly or indirectly to the antibody So as to generate a 
“labeled' antibody. The label may be detectable by itself 
(e.g. radioisotope labels or fluorescent labels) or, in the case 
of an enzymatic label, may catalyze chemical alteration of a 
Substrate compound or composition which is detectable. 
0598. By “solid phase' is meant a non-aqueous matrix to 
which the antibody of the present invention can adhere. 
Examples of Solid phases encompassed herein include those 
formed partially or entirely of glass (e.g., controlled pore 
glass), polysaccharides (e.g., agarose), polyacrylamides, 
polystyrene, polyvinyl alcohol and Silicones. In certain 
embodiments, depending on the context, the Solid phase can 
comprise the well of an assay plate; in others it is a 
purification column (e.g., an affinity chromatography col 
umn). This term also includes a discontinuous Solid phase of 
discrete particles, such as those described in U.S. Pat. No. 
4,275,149. 

0599. A "liposome” is a small vesicle composed of 
various types of lipids, phospholipids and/or Surfactant 
which is useful for delivery of a drug (such as a PRO 
polypeptide or antibody thereto) to a mammal. The compo 
nents of the liposome are commonly arranged in a bilayer 
formation, Similar to the lipid arrangement of biological 
membranes. 

0600 A “small molecule” is defined herein to have a 
molecular weight below about 500 Daltons. 
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Table 1 

ck 

* C-C increased from 12 to 15 
* Z is average of EQ 
* B is average of ND 
* match with stop is M; stop-stop = 0; J (joker) match = 0 

f* value of a match with a stop */ -8 

M. M. M, M3, M, 0.M. M. M. M. M. M. M., 

0, 0, -2, 

E * * * * * * * * * * * * * * * * * * * * * * * * * * * ,, 
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include <stdio.h> 
#include < ctype.h> 

#define 
#define 
#define 
idefine 

#define 
#define 
#define 
idefine 
idefine 
fidefine 

MAXIMP 
MAXGAP 
JMPS 
MX 

DMAT 
DMIS 
DINSO 
DNS1 
PINSO 
PINS1 

struct jmp 
short 
unsigned short 

struct diag 

3; 

int 
long 
short 
struct jmp 

struct path { 
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Table 1 (cont) 
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16 f* max jumps in a diag / 
24 f* don't continue to penalize gaps larger than this */ 
1024 f* maxjmps in an path */ 
4. f Save if there's at least MX-1 bases since lastjmp */ 

3 f* value of matching bases *f 
O f* penalty for mismatched bases */ 
8 1 penalty for a gap */ 
1 /* penalty per base */ 
8 /* penalty for a gap */ 
4. f* penalty per residue */ 

nMAXIMP); /* size ofjmp (neg for dely) */ 
xMAXJMP; f* base no. ofjmp in seq x */ 

f* limits seq to 2^16-1 */ 

Score; f* score at lastjmp */ 
offset; f* offset of prev block */ 
ijmp; f* currentjmp index */ 
jp; /* list ofjmps */ 

int Spc.; f* number of leading spaces */ 
short nMPS; f* size ofjmp (gap) */ 
int xUMPS); /* loc of jmp (last elem before gap) */ 

3; 

char *ofile; /* output file name */ 
char *namex2); f* seq names: getseqSO */ 
char prog; f prog name for err msgs. */ 
char *seqx2; f* seqs: getseqSO */ 
int dmax; /* best diag: nwO */ 
int dmax0; f* final diag / 
int dna; f* set if dna: mainO */ 
int endgaps, f* set if penalizing end gaps */ 
int gapX, gapy, f* total gaps in seqs */ 
int len0, len; f* seq lens */ 
int ngapx, ngapy: f* total size of gaps */ 
int Smax, f* max score: nw() */ 
int *xbm; f* bitmap for matching */ 
long offset; f* current offset injmp file */ 
struct diag *dx; f* holds diagonals */ 
struct path pp2); f* holds path for seqs */ 

char *callocO, *mailocO, *indexO, *strcpy(); 
char *getseq0, *g calloc0; 
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Table 1 (cont') 
f* Needleman-Wunsch alignment program 
ck 

* usage: progs file file2 
* where filei and file2 are two dna or two protein sequences. 

The sequences can be in upper- or lower-case an may contain ambiguity 
Any lines beginning with '; ' ' >' or '<' are ignored 
Max file length is 65535 (limited by unsigned short x in the jmp struct) 
A sequence with 1/3 or more of its elements ACGTU is assumed to be DNA 
Output is in the file "align.out" 

* The program may create a timp file in ?tmp to hold info about traceback. 
* Original version developed under BSD 4.3 on a vax 8650 
if 

#include "nw.h" 
#include "day.h" 

static dbval(26 = { 
1, 14.2, 13,0,0,4,11,0,0,12,0.3, 15,0,0,0,5,6,8,8,7,9,0, 10,0 

}; 

static pbval{26) = { 
1, 2 (1 <<("D'-'A')) (1 <<('N'-'A'), 4, 8, 16, 32, 64, 
128, 256, 0xFFFFFFF, i < z 10, 1 < < 1, 1 << 12, i < < 13, 1 << 14, 
1 < < 15, 1 << 16, 1 << 17, 1 < < 18, 1 << 19, 1 K <20, 1 < <21, 1 <<22, 
1<<23, 1 <<24, 1 <<25 (1<<('E'-'A')) (1 <<('Q'-'A')) 

B; 

main(ac, av) main 
int aC. 
char *av; 

{ 
prog = av0; 
if (ac = 3) { 

fprintf(stderr, "usage: %s file1 file2\n", prog); 
fprintf(stderr, "where file1 and file2 are two dna or two protein sequences.\n"); 
fprintf(stderr, "The sequences can be in upper- or lower-case\n"); 
fprintf(stderr, "Any lines beginning with ";" or '<' are ignored\n"); 
?printf(stderr, "Output is in the file \"align.out\"\n"); 
exit(); 

namexO = av1); 
namex = av2: 
seqxO = getseq(namex0), &len0); 
seqx1 = getseq(namex1), &len1); 

endgaps = 0; /* 1 to penalize endgaps */ 
ofile = "align.out"; /* output file */ 

nwO; /* fill in the matrix, get the possible jumps */ 
readjmpSO; /* get the actualjmps */ 
printO; f print stats, alignment *f 

cleanup(0); /* unlink any tmp files */ 
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Table 1 (cont) 
14 

k 

* printO -- only routine visible outside this module 
ck 

* Static: 
* getmat() -- trace back best path, count matches: print() 
* pr alignO -- print alignment of described in array p: print() 
* dumpblockO - dump a block of lines with numbers, stars: pr alignO 
* numsO -- put out a number line: dumpblock() 
* putline() - put out a line (name, num, seq., num): dumpblockO 
* starsO - put a line of stars: dumpblockO 
stripmane0 - strip any path and prefix from a seqname 

sky 

#include "nw.h" 

define SPC 3 
#define P LINE 256 /* maximum output line */ 
#define PSPC 3 /* space between name or num and seq. 

extern day(26.26; 
int olen; /* set output line length */ 
FILE *fx: f* output file */ 

print() 

int lx, ly, first gap, lastgap; f* overlap */ 

if ((fx = fopen(ofile, "w")) = = 0) { 
fprintf(stderr,"%s: can't write %s\n", prog, ofile); 
cleanup(); 

fprintf(fx, "<first sequence: %s (length = %d)\n", namexO), lenO); 
fprintf(fx, "<second sequence: %s (length = %d)\n", namex1, len); 
olen = 60: 
lx = len0; 
ly - len1; 
first gap = lastgap = 0; 
if (dmax < lenl - 1) { 1 leading gap in x */ 

pp.O.Spc = first gap = leni - dmax - 1, 
ly - = pp.O.spc; 

else if (dmax > len1 - 1) { /* leading gap in y */ 
pp1.spc = first gap = dmax - (leni - 1); 
lx - = ppi.sp.c; 

if (dmax0 < len0 - 1) { 1* trailing gap in x */ 
lastgap = len0 - dmax0 -1; 
lx -= lastgap; 

else if (dmax0 > len0 - 1) { /* trailing gap in y / 
lastgap = dmax0 - (len0 - 1); 
ly - a lastgap, 

getinat(x, y, first gap, lastgap); 
pr align(); 
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