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Fig. 14A

SEQ ID NO:1 Human GDF-8 precursor protein - protein..
sequence

MQKLQLCVYIYLFMLIVAGPVDLNENSEQKENVEKEGLCNACTWRQNTKSSf
RIEAIKIQILSKLRLETAPNISKDVIRQLLPKAPPLRELIDQYDVQRDDSS“
DGSLEDDDYHATTETIITMPTESDFLMQVDGKPKCCFFKFSSKIQYNKVVK
.AQLWIYLRPVETPTTVFVQILRLIKPMKDGTRXTGIRSLKLDMNPGTGIWQ.
SIDVKTVLQNWLKQPESNLGIEIKALDENGHDLAVTFPGPGEDGBNPFLEVi
KVTDTPKRSRRDFGLDCDEHSTESRCCRYPLTVDFEAFGWDWIIAPKRYKA
NYCSGECEFVFLQKYPHTHLVHQANPRGSAGPCCTPTKMSPINMLYFNGKE
QITYGKIPAMVVDRCGCS

15722



Fig. 14B

SEQ ID NO:2 Human GDF-8 precursor protein - DNA
sequence

ATGCAAAAACTGCAACTCTGTGTTTATATTTACCTGTTTATGCTGATTGT-
TGCTGGTCCAGTGGATCTAAATGAGAACAGTGAGCAAAAAGAAAATGTGG?:
AAAAAGAGGGGCTGTGTAATGCATGTACTTGGAGACAAAACACTAAATCT_
TCAAGAATAGAAGCCATTAAGATACAAATCCTCAGTAAACTTCGTCTGGA”
AACAGCTCCTAACATCAGCAAAGATGTTATAAGACAACTTTTACCCAAAG"
CTCCTCCACTCCGGGAACTGATTGATCAGTATGATGTCCAGAGGGATGACi
AGCAGCGATGGCTCTTTGGAAGATGACGATTATCACGCTACAACGGAAAC
AATCATTACCATGCCTACAGAGTCTGATTTTCTAATGCAAGTGGATGGAA
AACCCAAATGTTGCTTCTTTAAATTTAGCTCTAAAATACAATACAATAAA
GTAGTAAAGGCCCAACTATGGATATATTTGAGACCCGTCGAGACTCCTAC:
AACAGTGTTTGTGCAAATCCTGAGACTCATCAAACCTATGAAAGACGGTA"
CAAGGTATACTGGAATCCGATCTCTGAAACTTGACATGAACCCAGGCACTf
GGTATTTGGCAGAGCATTGATGTGAAGACAGTGTTGCAAAATTGGCTCAA
ACAACCTGAATCCAACTTAGGCATTGAAATAAAAGCTTTAGATGAGAATG
GTCATGATCTTGCTGTAACCTTCCCAGGACCAGGAGAAGATGGGCTGAAT
CCGTTTTTACACGTCAAGGTAACAGACACACCAAAAAGATCCAGAAGGGA
TTTTGGTCTTGACTGTGATGAGCACTCAACAGAATCACGATGCTGTCGTT
ACCCTCTAACTGTGGATTTITGAAGCTTTTGGATGGGCGATTGGATTATCGCT
CCTAARAAGATATAAGGCCAATTACTGCTCTGGAGAGTGTGAATTTGTATT
TTTACAAAAATATCCTCATACTCATCTGGTACACCAAGCAAACCCCAGAG

'GTTCAGCAGGCCCTTGCTGTACTCCCACAAAGATGTCTCCAATTAATATG.

CTATATTTTAATGGCAAAGAACAAATAATATATGGGAAAATTCCPGCGAT-
GGTAGTACACCGCTGTGGGTFCTCA
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Fig. 14C
SEQ ID NO:3 Human mature GDF-8 - protein sequenée-

DFGLDCDEHSTESRCCRYPLTVDFEAFGWDWIIAPKRYKANYCSGECEFVF
LQKYPHTHLVHQANPRGSAGPCCTPTKMSPINMLYFNGKEQIIYGKIPAMV
VDRCGCS

Fig. 14D
SEQ ID NO:4 Human mature GDF-8 - DNA sequence

GATTTTGGTCTTGACTGTGATGAGCACTCAACAGAATCACGATGCTGTCG
TTACCCTCTAACTGTGGATTTTGAAGCTTTTGGATGGGATTGGATTATCGN
CTCCTAAAAGATATAAGGCCAATTACTGCTCTGGAGAGTGTGAATTTGTA_
TTTTTACAAAAATATCCTCATACTCATCTGGTACACCAAGCAAACCCCAG
AGGTTCAGCAGGCCCTTGCTGTACTCCCACAAAGATGTCTCCAATTAATA.
TGCTATATTTTAATGGCAAAGAACAAATAATATATGGGAAAATTCCAGCG
ATGGTAGTAGACCGCTGTGGGTGCTCA ‘

Fig.14E

_SEQ ID NO:5 Human GDF 8 propeptlde - prote1n
- sequence :

'NENSEQKENVEKEGLCNACTWRQNTKSSRIEAIKIQILSKLRLETAPNISKm
_DVIRQLLPKAPPLRELIDQYDVQRDDSSDGSLEDDDYHATTETIITMPTES

D;uMQVDGKPKCCFFKFSSKIQYNKVVKAQLWIYLRPVETrTTVFVQILRL
IKPMKDGTRYTGIRSLKLDMNPGTGIWQSIDVKTVLONWLKQPESNLGIET

KALDENGHDLAVTFPGPGEDGLNPFLEVKVIDTPKRSRR

1722



Fig. 14F

SEQ ID NO:6 Human GDF-8 p'ropeptide - DNA sequence

AATGAGAACAGTGAGCAAAAAGAAAATGTGGAAAAAGAGGGGCTGTGTAAT.
GCATGTACTTGGAGACARAACACTAAATCTTCAAGAATAGAAGCCATTARAG
ATACAAATCCTCAGTAAACTTCGTCTGGAAACAGCTCCTAACATCAGCAAAu
GATGTTATAAGACAACTTTTACCCAAAGCTCCTCCACTCCGGGAACTGATT.
GATCAGTATGATGTCCAGAGGGATGACAGCAGCGATGGCTCTTTGGAAGAT
GRCGATTATCACGCTACAACGGAAACAATCATTACCATGCCTACAGAGTCT
GATTTTCTAATGCAAGTGGATGGAAAACCCAAATGTTGCTTCTTTAAATLT,
AGCTCTAAAATACAATACAATAAAGTAGTAAAGGCCCAACTATGGATATAT
'TTGAGACCCGTCGAGACTCCTACAACAGTGTTTGTGCAAATCCTGAGACTC
ATCAAACCTATGAAAGACGGTACAAGGTATACTGGAATCCGATCTCTGAAA
CTTGACATGAACCCAGGCACTGGTATTTGGCAGAGCATTGATGTGAAGACA
GTGTTGCAAAATTGGCTCAAACAACCTGAATCCAACTTAGGCATTGAAATA.
AAAGCTTTAGATGAGAATGGTCATGATCTTGCTGTAACCTTCCCAGGACCA.
GGAGAAGATGGGCTGAATCCGTTTTTAGAGGTCAAGGTAACAGACACACCA
ARAAGATCCAGAAGGE '

Flg. 14G

.SEQ ID NO:7 Human BMP-11 precursor protein -
proteln sequence

MVLAAPLLLGFLLLALPLRPRGEAPEGPAAAAAAAAAAAAAGVGGERSSRP
APSVAPEPDGCPVCVWRQHSRELRLESIKSQILSKLRLKEAPNISREVVKQ
LLPKAPPLQQILDLHDFQGDALQPEDFLEEDEYHATTETVISMAQETDPAV
OTDGSPLCCHFHFSPKVMFTKVLKAQIWVYLRPVPRPATVYLQILRLKPLT
GEGTAGGGGGGRRHIRIRSLKIELHSRSGHWQSIDFKQVLHSWFRQPQSNW'
GIEINAFDPSGTDLAVTSLGPGAEGLHPFMELRVLENTKRSRRNLGLDCDE
HSSESRCCRYPLTVDFEAFGWDWI IAPKRYKANYCSGQCEYMFMOKYPHTH
LVQQANPRGSAGPCCTPTKMSPINMLYFNDKQQIIYGKIPGMVVDRCGCS
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Fig. 14H

SEQ ID NO:8 Human BMP-11 precursor prote1n - DNA
sequence

~ ATGGTGCTCGCGGCCCCGCTGCTGCTGGGCTTCCTGCTCCTCGCCCTGEA |
" GCTGCGGCCCCGGGEEGAGGCEGCCEAGEGCCCCGCEGGCGECEECEEGdE
. CGGCGGCGECGGCEGCAGCGGCEGGEEETCEGGEGGECAGCGCTCCAGCCGG
. CCAGCCCCGTCCGTGGCGCCCGAGCCGEACCECTGCCCCGTETGCGTTTG.,
. GCGGCAGCACAGCCGCGAGCTGCGCCTAGAGAGCATCAAGTCGCAGATCT
TGAGCAAACTGCGGCTCAAGGAGGCGCCCAACATCAGCCGCGAGGTGGETG .
AAGCAGCTGCTGCCCRAAGGCGCCECCGCTECAGCAGATCCTGGACCTACA
CGACTTCCAGGGCGACGCGCTGCAGCCCGAGGACTTCCTGGAGGAGGALG
AGTACCACGCCACCACCGAGACCGTCATTAGCATGGCCCAGGAGACGGAC
CCAGCAGTACAGACAGATGGCAGCCCTCTCTGCTGCCATTTTCACTTCAG
CCCCAAGGTGATGTTCACAAAGGTACTGAAGGCCCAGCTGTGCGTGTACC
TACGGCCTGTACCCCGCCCAGCCACAGTCTACCTGCAGATCTTGCGACTA
AAACCCCTAACTGGGGAAGGGACCGCAGGEEGAGGGGECEGAGGCCGGCG.
- TCACATCCGTATCCGCTCACTGAAGATTGAGCTGCACTCACGCTCAGGCC
ATTGGCAGAGCATCGACTTCAAGCAAGTGCTACACAGCTGGTTCCGCCAG
CCACAGAGCAACTGGGGCATCGAGATCAACGCCTTTGATCCCAGTGGCAC |
AGACCTGGCTGTCACCTCCCTGEGGCCGCGAGCCGAGGEGCTGCATCCAT
TCATGGAGCTTCGAGTCCTAGAGAACACAARACGTTCCCGGCGGAACCTG |
- GGTCTGGACTGCGACGAGCACTCARGCGAGTCCCGCTGCTGCCGATATCC
CCTCACAGTGGACTTTGAGGCTTTCCGGCTGGGACTGGATCATCGCACCTA
' AGCGCTACAAGGCCAACTACTGCTCCCGCCAGTGCGAGTACATCTTCATE
CARAAATATCCGCATACCCATTTGGTGCAGCAGGCCAATCCAAGAGGCTC
TGCTGG3TCCTGTTGTACCCCCACCAAGATGTCCCCARTCAACATECTCT
ACTTCAA“GACAAGCAGCAGAT”ATCTACGGCAAGATCCCTGGCATGGTG
GTGGATCGCTGTGGCTECTCT :

Fig. 141
SEQ ID NO:9 Human BMP-11 mature - protein sequence
NLCLDCDEHSSESRCCRYPLTVDFEAFGWDWIIAPKRYKANYCSGQCEYMF

MQKYPHTHLVQQANPRGSAGPCCTPTKMSPINMLYFNDKQQIIYGKIPGMV
VDRCGCS
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Fig. 14J
SEQ ID NO:10 Human BMP-11 mature - DNA sequence’:

AACCTGGGTCTGGACTGCGACGAGCACTCAAGCGAGTCCCGCTGCTGCCG

rATATCCCCTCACAGTGGACTTTGAGGCTTTCGGCTGGGACTGGATCATCG”;
'CACCTAAGCGCTACAAGGCCAACTACTGCTCCGGCCAGTGCGAGTACATG

TTCATGCAAAAATATCCGCATACCCATTTGCTGCAGCAGGCCAATCCAHG
AGGCTCTGCTGGGCCCTGTTGTACCCCCACCAAGATGTCCCCAATCAACA

'TGCTCTACTTCAATGACAAGCAGCAGATTATCTACGGCAAGATCCCTGGC
ATGGTGGTGGATCGCTGTGGCTGCTCT :

Fig. 14K

SEQ ID NO:11 Human BMP-11 propeptlde - proteln
sequence

AEGPAAAAAAAAAAAAAGVGGERSSRPAPSVAPEPDGCPVCVWRQHSRELR

- LESIKSQILSKLRLKEAPNISREVVKQLLPKAPPLOOILDLHDFQGDALQP

EDFLEEDEYHATTETVISMAQETDPAVQTDGSPLCCHFHFSPRKVMFTKVLK
AQLWVYLRPVPRPATVYLQILRLKPLTGEGTAGGCGGGGRRHIRIRSLKIEL

-HSRSGHWQSIDFKQVLHSWFRQPQSNWGIEINAFDPSGTDLAVTSLGPGAE
- GLHPFMELRVLENTKRSRR -
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Fig. 14L

SEQ ID NO:12 Human BMP-11 propeptide - DNA
sequence -

GCCGAGGGCCCCGCEGCGECEECEGEEEEEGELEGECEGECGECEGCAGCGGEL

' GGGGGTCGGGGGEGAGCGCTCCAGCCEGGCCAGCCCCETCCGTGGCGCCCE

AGCCGGACGGCTGCCCCETETGCGTTTCGCGGCAGCACAGCCGCGAGCTG
CGCCTAGAGAGCATCAAGTCGCAGATCTTGAGCARACTGCGGCTCAAGGA
GGCGCCCAACATCAGCCGCCGAGGTGGTGAAGCAGCTGCTGCCCAAGGECGC
CGCCGCTGCAGCAGATCCTGGACCTACACGACTTCCAGGGCGACGCGCTG
CAGCCCGAGGACTTCCTGCAGGAGGACGAGTACCACGCCACCACCGAGAC
CGTCATTAGCATGGCCCAGGAGACGGACCCAGCAGTACAGACAGATGGCA.
GCCCTCTCTGCTGCCATTTTCACTTCAGCCCCAAGGTGATGTTCACARAG
GCTACTGAAGGCCCAGCTGTGGGTGTACCTACGGCCTGTACCCCGCCCAGC
CACAGTCTACCTGCAGATCTTGCGACTAARACCCCTAACTGGGGAAGGGA
CCGCAGGGCEGAGGGEECGEAGGCCGGCETCACATCCGTATCCGCTCACTG

AAGATTGAGCTGCACTCACGCTCAGGCCATTGGCAGAGCATCGACTTCAA

GCAAGTGCTACACAGCTGGTTCCGCCAGCCACAGAGCAACTGGGGCATCE

,AGATCAACGCCTTTGATCCCAGTGGCACAGACCTGGCTGTCACCTCCCTG

GGGCCGGGAGCCGAGEEGCTGCATCCATTCATGGAGCTTCGAGTCCTAGA
GAACACAAAACGTTCCCGGCGG

* Fig. 14M

SEQ ID NO:13 GDF-8 51gnal sequence - proteln
seqguence : X

MQKLQLCVYIYLFMLIVAGPVDL
Fig. 14N

SEQ ID NO:14 BMP 11 81gnal sequence - protein

‘sequence

MVLAAPLLLGFLLLALELRPRGEA
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Fig. 140

SEQ ID NO:15 Human IgGl-Fc - protein sequence

EPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTIMISRTPEVTCVVVDV

SHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGK ="~ -

EYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCL
VKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQ
GNVEFSCSVMHEALHNHYTQKSLSLSPGK

Fig. 14P

SEQ ID NO:16 Human igGl—Fc modified - protein
sequence

DKTHTCPPCPAPEALGAPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCK
VSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFY.
PSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVES,
CSVMHEALHNHYTQKSLSLSPGK '
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