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Fig. 14A

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

MQKLQLCVYIYLFMLIVAGPVDLNENSEQKENVEKEGLCNACTWRQNTKSS .
RIEAIKIQILSKLRLETAPNISKDVIRQLLPKAPPLRELIDQYDVQRDDSS
DGSLEDDDYHATTETIITMPTESDFLMQVDGKPKCCFFKFSSKIQYNKVVK
AQLWIYLRPVETPTTVFVQILRLIKPMKDGTRYTGIRSLKLDMNPGTGIWQ
SIDVKTVLONWLKQPESNLGIEIKALDENGHDLAVTFPGPGEDGLNPFLEV’
KVTDTPKRSRRDFGLDCDEHSTESRCCRYPLTVDFEAFGWDWIIAPKRYKA
NYCSGECEFVFLQKYPHTHLVHQANPRGSAGPCCTPTKMS PINMLYFNGKE
QIIYGKIPAMVVDRCGCS
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Fig. 14B

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

ATGCAAAAACTGCAACTCTGTGTTTATATTTACCTGTTTATGCTGATTGT-
TGCTGGTCCAGTGGATCTAAATGAGAACAGTGAGCAAAAAGAAAATGTGQ\
AAAAAGAGGGGCTGTGTAATGCATGTACTTGGAGACAAAACACTAAATCT~
TCAAGAATAGAAGCCATTAAGATACAAATCCTCAGTAAACTTCGTCTGGA,
AACAGCTCCTAACATCAGCAAAGATGTTATAAGACAACTTTTACCCAAAG‘
CTCCTCCACTCCGGGAACTGATTGATCAGTATGATGTCCAGAGGGATGAC:
AGCAGCGATGGCTCTTTGGAAGATGACGATTATCACGCTACAACGGAAAC;
AATCATTACCATGCCTACAGAGTCTGATTTTCTAATGCAAGTGGATGGAAT
AACCCAAATGTTGCTTCTTTAAATTTAGCTCTAAAATACAATACAATAAA=
GTAGTAAAGGCCCAACTATGGATATATTTGAGACCCGTCGAGACTCCTAC:
AACAGTGTTTGTGCAAATCCTGAGACTCATCAAACCTATGAAAGACGGTAN
CAAGGTATACTGGAATCCGATCTCTGAAACTTGACATGAACCCAGGCACT
GGTATTTGGCAGAGCATTGATGTGAAGACAGTGTTGCAAAATTGGCTCAA
ACAACCTGAATCCAACTTAGGCATTGAAATAAAAGCTTTAGATGAGAATG
GTCATGATCTTGCTGTAACCTTCCCAGGACCAGGAGAAGATGGGCTGAAT.
CCGTTTTTAGAGGTCAAGGTACAGACACACCAAARAGATCCAGAAGGGA
TTTTGGTCTTGACTGTGATGAGCACTCAACAGAATCACGATGCTGTCGTT
ACCCTCTAACTGTGGATTTTGAAGCTTTTGGATGGGATTGGATTATCGLCT
CCTAAAAGATATAAGGCCAATTACTGCTCTGGAGAGTGTGAATTTGTATT
TTTACAAAAATATCCTCATACTCATCTGGTACACCAAGCAAACCCCAGAG
'GTTCAGCAGGCCCTTGCTGTACTCCCACAAAGATGTCTCCAATTAATATG
CTATATTTTAATGGCAAAGAACAAATAATATATGGGAAAATTCCAGCGAT
GGTAGTAGACCGCTGTGGGTGCTCA
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Fig. 14C
SEQ ID NO:3 Human mature GDF-8 - protein sequenée-

DFGLDCDEHSTESRCCRYPLTVDFEAFGWDWIIAPKRYKANYCSGECEFVF
LQKYPHTHLVHQANPRGSAGPCCTPTKMSPINMLYFNGKEQIIYGKIEAMV
VDRCGCS '

Fig. 14D

SEQ ID NO:4 Human mature GDF-8 - DNA sequence

GATTTTGGTCTTGACTGTGATGAGCACTCAACAGAATCACGATGCTGTCG

TTACCCTCTAACTGTGGATTTTGAAGCTTTTGGATGGGATTGGATTATCG. .
CTCCTAAAAGATATAAGGCCAATTACTGCTCTGGAGAGTGTGAATTTGTA.
TTTTTACAAARRATATCCTCATACTCATCTGGTACACCAAGCARACCCCAG

AGGTTCAGCAGGCCCTTGCTGTACTCCCACAAAGATGTCTCCAATTAATA |
TGCTATATTTTAATGGCAAAGAACAAATAATATATGGGAAAATTCCAGCG

ATGGTAGTAGACCGCTGTGGGTGCTCA

Fig.14E

SEQ ID NO:5 Human GDF-8 propeptide - protein
sequence

NENSEQKENVEKEGLCNACTWRONTKSSRIEAIKIQILSKLRLETAPNISK
DVIRQLLPKAPPLRELIDQYDVQRDDSSDGSLEDDDYHATTETIITMPTES
DFLMQVDGKPKCCFFKFS5SKIQYNKVVKAQLWIYLRPVETPTTVFVQILRL
IKPMKDGTRYTGIRSLKLDMNPGTGIWQSIDVKTVLONWLKQPESNLGIEI
KALDENGHDLAVTFPGPGEDGLNPFLEVKVTDTPKRSRR
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Fig. 14F

SEQ ID NO:6 Human GDF-8 pAropeptide - DNA sequence

ARTGAGAACAGTGAGCAAAAAGAAAATGTGGAAARAGAGGGGCTGTGTAAT
GCATGTACTTGGAGACAAAACACTAAATCTTCAAGARATAGAARGCCATTAAG
ATACAAATCCTCAGTAAACTTCGTCTGGAARACAGCTCCTAACATCAGCAAA .
GATGTTATAAGACAACTTTTACCCARAGCTCCTCCACTCCGGGAACTGATT
GATCAGTATGATGTCCAGAGGGATGACAGCAGCGATGGCTCTTTGGAAGAT
GACGATTATCACGCTACAACGGAAACAATCATTACCATGCCTACAGAGTCT
GATTTTCTAATGCAAGTGGATGGAAAACCCAAATGTTGCTTCTTTAAATTT |
AGCTCTAAAATACAATACAATAAAGTAGTAAAGGCCCAACTATGGATATAT
TTGAGACCCGTCGAGACTCCTACAACAGTGTTTGTGCAAATCCTGAGACTC
ATCAAACCTATGAAAGACGGTACAAGGTATACTGGAATCCGATCTCTGAAA
CTTGACATGAACCCAGGCACTGGTATTTGGCAGAGCATTGATGTGAAGACA
GTGTTGCAAAATTGGCTCAAACAACCTGAATCCAACTTAGGCATTGAAATA
AAAGCTTTAGATGAGAATGGTCATGATCTTGCTGTAACCTTCCCAGGACCA
GGAGAAGATGGGCTGAATCCGTTTTTAGAGGTCAAGGTAACAGACACACCA
AARAAGATCCAGAAGG

Fig. 14G

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

MVLAAPLLLGFLLLALELRPRGEAAEGPAAAAAAAAAAANNAGVGGERSSRP
APSVAPEPDGCPVCVWRQHSRELRLESIKSQILSKLRLKEAPNISREVVKQ
LLPKAPPLQQILDLHDFQGDALQPEDFLEEDEYHATTETVISMAQETDPAV
QTDGSPLCCHFHFSPKVMFTKVLKAQLWVYLRPVPRPAT@YLQILRLKPLT
GEGTAGGGGGGRRHIRIRSLKIELHSRSGHWQSIDFKQVLHSWFRQPQSNW
GIEINAFDPSGTDLAVTSLGPGAEGLEPFMELRVLENTKRSRRNLGLDCDE
HSSESRCCRYPLTVDFEAFGWDWITIAPKRYKANYCSGQCEYMFMQKYPHTH .
LVQQANPRGSAGPCCTPTKMSPINMLYFNDKQQIIYGKIPGMVVDRCGCS
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Fig. 14H

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

ATGGTGCTCGCGGCCCCGCTGCTGCTGGGCTTCCTGCTCCTCGCCCTGGA
GCTGCGGCCCCGGGGGGAGGCGGCCCAGGGCCCCGLCGGECGGLGGLCGGLEaE
CGGCGGCGGCGGCGGCAGCGGCGGEGGTCGGGGGGGAGCGCTCCAGCCGG
CCAGCCCCGTCCGTGGCGCCCCGAGCCGGACGGCTGCCCCGTGTGCGTTTG.
GCGGCAGCACAGCCGCGAGCTGCGCCTAGAGAGCATCAAGTCGCAGATCT
TGAGCARAACTGCGGCTCAAGGAGGCGCCCAACATCAGCCGCGAGGTGGTG
AAGCAGCTGCTGCCCAAGGCGCCGCCGCTGCAGCAGATCCTGGACCTACA
CGACTTCCAGGGCGACGCGCTGCAGCCCGAGGACTTCCTGGAGGAGGACG
AGTACCACGCCACCACCGAGACCGTCATTAGCATGGCCCAGGAGACGGAC
CCAGCAGTACAGACAGATGGCAGCCCTCTCTGCTGCCATTTTCACTTCAG
CCCCAAGGTGATGTTCACAAAGGTACTGAAGGCCCAGCTGTGGGTGTACC
TACGGCCTGTACCCCGCCCAGCCACAGTCTACCTGCAGATCTTGCGACTA
AAACCCCTAACTGGGGAAGGGACCGCAGGGGGAGGGGGCGGAGGCCGGCG

- TCACATCCGTATCCGCTCACTGAAGATTGAGCTGCACTCACGCTCAGGCC
ATTGGCAGAGCATCGACTTCAAGCAAGTGCTACACAGCTGGTTCCGCCAG
CCACAGNGCAACTGGGGCATCGAGATCAACGCCTTTGATCCCAGTGGCAC |
AGACCTGGCTGTCACCTCCCTGGGGCCGGGAGCCGAGGGGCTGCATCCAT
TCATGGAGCTTCGAGTCCTAGAGAACACAAAACGTTCCCGGCGGAACCTG .
GGTCTGGACTGCGACGAGCACTCAAGCGAGTCCCGCTGCTGCCGATATCC
CCTCACAGTGGACTTTGAGGCTTTCGGCTGGGACTGGATCATCGCACCTA
AGCGCTACAAGGCCAACTACTGCTCCGGCCAGTGCGAGTACATGTTCATG
CAAAAATATCCGCATACCCATTTGGTGCAGCAGGCCAATCCAAGAGGCTC
TGCTGGGCCCTGTTGTACCCCCALZCAAGATGTCCCCAATCAACATGCTCT
ACTTCAATGACAAGCAGCAGATTATCTACGGCAAGATCCCTGGCATGGTG
GTGGATCGCTGTGGCTGCTCT

Fig. 141
SEQ ID NO:9 Human BMP-11 mature - protein sequence .
NLGLDCDEHSSESRCCRYPLTVDFEAFGWDWIIAPKRYKANYCSGQCEYM?_

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

AACCTGGGTCTGGACTGCGACGAGCACTCAAGCGAGTCCCGLCTGCTGCCG
ATATCCCCTCACAGTGGACTTTGAGGCTTTCGGCTGGGACTGGATCATCG
CACCTAAGCGCTACAAGGCCAACTACTGCTCCGGCCAGTGCGAGTACATG
TTCATGCAAAAATATCCGCATACCCATTTGGTGCAGCAGGCCAATCCAAG
AGGCTCTGCTGGGCCCTGTTGTACCCCCACCAAGATGTCCCCAATCAACA,
TGCTCTACTTCAATGACAAGCAGCAGATTATCTACGGCAAGATCCCTGGC'
ATGGTGGTGGATCGCTGTGGCTGCTCT

Fig. 14K

SEQ ID NO:11 Human BMP-11 propeptide - protein
sequence

AEGPAAAAAAAAARAAAGVGGERSSRPAPSVAPEPDGCPVCVWRQHSRELR

- LESTKSQILSKLRLKEAPNISREVVKQLLPKAPPLQQILDLHDFQGDALQP
EDFLEEDEYHATTETVISMAQETDPAVQTDGSPLCCHFHF SPKVMFTKVLK
AQLWVYLRPVPRPATVYLQILRLKPLTGEGTAGGGGGGRRHIRIRSLKIEL
HSRSGHWQS IDFKQVLHSWFRQPQSNWGIEINAFDPSGTDLAVTSLGPGAE
GLHEPFMELRVLENTKRSRR
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Fig. 14L,

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

GCCGAGGGCCCCGCGGCGGCGGCGGCGGTGGCGGLCEGCGECGGCAGCGGL
- GGGGGTCGGGGGGGAGCGCTCCAGCCGGCCAGCCCCGTCCGTGGCGCCCG
AGCCGGACGGCTGCCCCGTGTGCGTTTGGCGGCAGCACAGCCGCGAGCTG
CGCCTAGAGAGCATCAAGTCGCAGATCTTGAGCAAACTGCGGCTCAAGGA
GGCGCCCAACATCAGCCGCGAGGTGGTGAAGCAGCTGCTGCCCAAGGCGC
CGCCGCTGCAGCAGATCCTGGACCTACACGACTTCCAGGGCGACGCGCTG
CAGCCCGAGGACTTCCTGGAGGAGGACGAGTACCACGCCACCACCGAGAC
CGTCATTAGCATGGCCCAGGAGACGGACCCAGCAGTACAGACAGATGGCA.
GCCCTCTCTGCTGCCATTTTCACTTCAGCCCCAAGGTGATGTTCACAAAG
GTACTGAAGGCCCAGCTGTGGGTGTACCTACGGCCTGTACCCCGCCCAGC
CACAGTCTACCTGCAGATCTTGCGACTAAAACCCCTAACTGGGGAAGGGA
CCGCAGGGGGAGGGGGCGGAGGCCGGCGTCACATCCGTATCCGCTCACTG
AAGATTGAGCTGCACTCACGCTCAGGCCATTGGCAGAGCATCGACTTCAA
GCAAGTGCTACACAGCTGGTTCCGCCAGCCACAGAGCAACTGGGGCATCG
AGATCAACGCCTTTGATCCCAGTGGCACAGACCTGGCTGTCACCTCCCTG
GGGCCGGGAGCCGAGGGGCTGCATCCATTCATGGAGCTTCGAGTCCTAGA
GAACACAAAACGTTCCCGGCGG

Fig. 14M

SEQ ID NO:13 GDF-8 signal sequence - protein
sequence g

MOKLQLCVYIYLFMLIVAGPVDL

Fig. 14N

SEQ ID NO:14 BMP-11 signal sequence - protein
sequence

MVLAAPLLLGFLLLALELRPRGEA

21722
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Fig. 140
SEQ ID NO:15 Human IgGl-Fc - protein sequence

EPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDV
SHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGK
EYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCL
VKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQ
GNVFSCSVMHEALHNHYTQKSLSLSPGK

Fig. 14P

SEQ ID NO:16 Human IgGl-Fc modified - protein
sequence

DKTHTCPPCPAPEALGAPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCK
VSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFY .
PSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFS
CSVMHEALHNHYTQKSLSLSPGK ' :
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His

235

Pro

Asp

Arg

Ile

Phe

Glu

Phe

140

Leu

Gln

Gly

Gln

Glu

220

Asp

Phe

Ala
300

Val

Ser

125

Lys

Trp

Ile

Ile

Ser

205

Ser

Leu

Leu

Gly

Pro

285

Pro

Phe

Asp

Phe

Ile

Leu

Arg

1980

Ile

Asn

Ala

Glu

Leu

270

Leu

Lys

Leu
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Phe

Ser

Arg

175

Ser

Asp

Leu

Val

Val

255

Asp

Thx

Arg

Gln

Leu

Sex

Leu

i60

Leu

Leu

Val

Gly

Thr

240

Lys

Cys

Val

Tyr

Lys
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3CS

His

1]

‘e
[a
U
<
O

vVal

1125
DA
Homo

catgtac
60

ctcagtaaac
240

ttacccazaag
300

agcagcgatg
360

atgcctacag
420
azatttagct

4380

gacccotcg
40

(€Al )

+3
5
K

His
325

Glu

Glv

sapiens

tgcaactctg

atgagaacag

ggagacaaaa

ttcgtctgga

ctcctccact

gctctttgga

agtctgattt

Ctasaataca

agactcctac

Gln

Val His

Thr

Ile Ile

360

Ser
375

tgtttatatt

tgagcaaaaa

cactaaatct

aacagctcct

ccgggaactg

agatgacgat

tctaatgcaa

atacaataaa

aacagtgttt

Met Ser

Tyvr Glv

315

Gln 2la
330

Asn

345

tacctgttta

gaaaatgtgg

tcaagaatag

aacatcagca

attgatcagt

tatcacgcta

gtggatggaa

gtagtaaagg

gtgcaaatcc
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17 OCT 2005

PCT/US02/03467

320

Pro Arg Gly Ser Ala

335

Ile Asn Met Leu Tvr

350

IJle Pro Ala Met Val

365

tgctgattgt

zaaaagaggg

aagccattaa

aagatgttat

atgatgtcca

caacggaaac

aacccaaatg

cccaactatg

tgagactcat

tgctggtcca

gctgtgtaat

gatacaaatc

aagacaactt

gagggatgac

aatcattacc

ttgcttettt

gatatatttg

caaacctatg
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3&azgacggta caaggtatac
€00
ggtatttaoc agagcattga
660

tccaactta

720

0

ttcccaggac
780

ccaeaaaagat
8240

tgctgtcgtt
500

cctaasagat
S60

tatcctcata
020
actcccacaa
o8¢e
tatgggaaaa
125

<210> 3
<211> 109
<212> PRT
<213>

<400> 3

hsp Phe Gly L

1

Arg Tvr

Ile
35

gcattgaaat

caggagaaga

ccagaaggga

accctctaac

ataeaggccaa

ctcatctggt

agatgtctcc

Hcmo sapiens

5

20

tggaatccga

tgtgaagaca

aaaagcttta

tgggctgaat

ttttggtctt

tgtggatttt

ttactgctct

acaccaagca

aattaatatg

ggtagtagac

eu Asp Cys Asp Glu His Ser

Pro Leu Thr Val Asp Phe Glu Ala
25

Pro Lys Arg Tyr Lys Ala Asn Tyr

40

gatgagaatg

ccgtttttag

gactgtgatg

gaagcttttg

ggagagtgtg

daccccagag

ctatatttta

cgctgtgggt

10

Page 4

gtcatgatct

aggtcaaggt

agcactcaac

gatgggattg

aatttgtatt

gttcagcagg

atggcaaaga

gctca

30

45
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cccaggcact
acaacctgaa
tgctgtaacc
aacagacaca
agaatcacga
gattatcgct
tttacaaaaa
ccecttgetgt

acaaataata

Thr Glu Ser Arg Cys Cys

15

Phe Gly Trp Asp Trp Ile

Cys Ser Gly Glu Cys Glu
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Phe Vel Phe Leu Gln Lvs Tyxr Pro His Thr His Leu Val His Gln 2lz

50 55 60
sn Pro 2rg CGly Ser Ala Gly Pro Cys Cys Thr Pro Thr Lvs Met Ser
€5 70 75 80
Pro Ile 2Zsn Met Leu Tyr Phe 2&sn Gly Lys Glu Gln Ile Ile Tyr'Gly
€5 90 85

Lvs Ile Pro Ala M

(]
ct

Val Val Asp Arg Cvs Gly Cys Ser

100 105
<210> 4
<211> 327
<212> DNA

<213> Homo sapiens

<400> 4

gatttitggtc ttgactgtga tgagcactca acagaatcac gatgctgtcg ttaccctcta
actgtggatt ttgaagcttt tggatgggat tggattatcg ctcctaaaag atataaggcc

ttactgct ctggagagtg tgaatttgta tttttacaaa aatatcctca tactcatctg

gtacaccaag caaaccccag aggttcagca ggcccttgct gtactceccac aaagatgtct
240

céaattaata tgctatattt taatggcaaa gaacaaataa tatatgggaa aattccagcg
300 :

ggtagtag accgctgtgg gtgctca
3

<2i0> 5

<2ii> 243

<212> PRT

<213> Homo sapiens
<400> 5

Asn Glu Asn Ser Glu Gln Lys Glu Asn Val Glu Lys Glu Gly Leu Cys
1 5 10 15
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2sn =

W
'_l
o}l
9]

e
n

Thr Trp Arg Gln Asn Thr Lvs Ser Ser Arg Ile Glu Ala
20 25 30

Il= Lvs 1Ile Gln Ile Leu Ser Lys Leu Arg leu Glu Thr Ala Pro Asn
35 40 45

o

=
'<

»

Asp Val Ile Arg Gln Leu Leu Pro Lys Ala Pro Pro Leu
55 60

—

—

I
[SAN¥))
oM

Erg Glu Leu Ile Asp Gln Tyr Asp Val Gln Arg Asp Asp Ser Ser Asp
€5 70 75 80

Gly Sexr Leu Glu Asp Asp Asp Tyr His Ala Thr Thr Glu Thr Ile Ile

Thr Met Pro Thr Glu Ser Asp Phe Leu Met Gln Val Asp Gly Lys Pro
100 105 110 :

0

Phe Phe Lys Phe Ser Ser Lys Ile Gln Tyr Asn Lys Val
120 125

Lvs Cvs

IE @]
=t
w

Val Lys 2la Gln Leu Trp Ile Tyr Leu Arg Pro Val Glu Thr Pro Thr
130 : 135 140

Thr Val Phe Val Gln Ile Leu Arg Leu Ile Lys Pro Met Lys Asp Gly
145 150 155 160

Thr 2Zrg Tyr Thr Glv Ile Arg Ser Leu Llys Leu Asp Met Asn Pro Gly
165 170 175

Thr Glv Ile Trp Gln Ser Ile Asp Val Lys Thr Val Leu Gln Asn Trp
180 185 190

Leu Lvs Gln Pro Glu Ser Asn Leu Gly Ile Glu Ile Lys Ala Leu Asp
165 200 205

Glu Asn Gly His 2sp Leu Ala Val Thr Phe Pro Gly Pro Gly Glu Asp
210 215 220
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Glv Leu Zsn
225

Ser krg Arxg

A A

729
DNA
Homo

SR
[IS I TS Y W )
Wh o

\VARVARV/

\

N A

<400> €
aatgagaacsa
60

t
1

[NSNTo)]

gagacaaa
0
cttcgtctgg
180

gctcctccac
240

ggctctttgg
300

gagtctgatt
360

tctaaaatac
420

Cagagcattg
600

ggcattgaaa
660

ccaggagaag
720
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Pro Phe Leu Glu Val Lys Val Thr Asp Thr Pro lys Arg
230

sapiens

gtgaacaaaa

acactaaatc

aaacagctcc

tccgggaact

aagatgacga

ttctaatgca

aatacaataa

caacagtgtt

ctggaatccg

atgtgaagac

taaaagcttt

atgggctgasa

agaasatgtg

ttcaagaata

taacatcagc

gattgatcag

ttatcacgct

agtggatgga

agtagtaaag

tgtgcaaatc

atctctgaaa

agtgttgcaa

agatgagaat

tccgttttta

235

gaaaaagagg

gaagccatta

aaagatgtta

tatgatgtcc

acaacggaaa

aaacccaaat

gcccaactat

ctgagactca

cttgacatgsa

aattggctca

ggtcatgatc

gaggtcaagg
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ggctgtgtaa

agatacaaat

taagacaact

agagggatga

caatcattac

gttgcttctt

ggatatattt

tcaaacctat

acccaggcac

aacaacctga

ttgctgtaac

taacagacac

240

tgcatgtact

cctcagtaaa

tttacccaaa

cagcagcgat

catgcctaca

taaatttagc

gagacccgtce

gaazagacggt

tggtatttgg

atccaactta

cttcccagga

accaaaaaga
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tcczgeegg
726

<210> 7
<213 407
<2312> PRT

=

I
[
o
K=
[
[s}]

w
=
]

wu

Ser 1

g Pro

Cys Val Trp

Ser Gln Ile

krg Glu Vel

Ile Leu Asp

115

n

Phe Leu Glu
130

Met Zia Gln
145

saplens

2Ala

Pro
20

Al

o]

Ala

Arg

Leu

Val

100

Leu

Glu

Glu

Pro

Gln

Ser

85

Lvs

His

Asp

Thr

Pro

Gly

2la

Ser

His

70

Lys

Gln

Asp

Glu

Asp
150

Leu

Glu

Ala

Val

55

Ser

Leu

Leu

Phe

Tyr

135

Pro

Leu

Ala

Ala

40

Ala

Arg

Leu

Gln
120

His

Leu Gly

10

Ala Glu

25

Ala Gly

Pro Glu

Glu Leu

Leu Lys

90

Pro Lys

105

Gly Asp

Ala Thr

Val Gln

Page 8

Phe

Gly

Val

Pro

Arg

75

Glu

Ala

Ala

Thr

Thr
155

Leu

Pro

Gly

Asp

60

Leu

Ala

Pro

Leu

Glu

140

Asp

Leu

Ala

Gly

45

Gly

Glu

Pro

Pro

Gln

125

Thr

Gly
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Leu

Ala

30

Glu

Cys

Ser

Asn

Leu

110

Pro

Val

Ser

Ala

15

Ala

Arg

Pro

Ile

Ile

85

Gln

Glu

Ile

Pro

Leu

Ala

Ser

Val

Lys

80

Ser

Gln

Asp

Ser

Leu
160
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Cvs Cys His Phe His Phe Ser Pro Lvs Val Met Phe Thr Lvs Val Leu
170 175

—
(o]
w

Lvs Eigz Gln Leu Val Tyr Leu ARrg Pro Val Pro Arg Pro Ala Thr
180 185 1590

=
[}
e

Val Twvr Leu Gln Ile Leu Arg Leu Lys Pro Leu Thr Gly Glu Gly Thr
195 200 205

It
=
o]
)

!

(o]
=
(O]
=

1.
[B]
',_l
<
[q)
<
(9]
—
<
o=
Lol

[lo]

Arg His Ile Ile Arg Ser Leu

o

[N A

own

Lvs Ile Glu Leu His Ser Arg Ser Gly His Trp Gln Ser Ile Asp Phe
225 230 235 240

Lvs Gln Val Leu His Ser Trp Phe Arg Gln Pro Gln Ser Asn Trp Gly
245 250 255

Ile Glu Ile Asn Ala Phe Asp Pro Ser Gly Thr 2sp ‘-Leu Ala Val Thr
260 265 270

wn
M
H
=
(1
&)
(]
—
<

Pro Gly Ala Glu Gly Leu His Pro Phe Met Glu Leu Arg
275 280 285

Val Leu Glu Asn Thr Lys Arg Ser Arg Arg Asn Leu Gly Leu Asp Cys
250 295 300

Asp Glu His Ser Ser Glu Ser Arg Cys Cys Arg Tyr Pro Leu Thr Val
305 310 315 320

Asp Phe Glu Ala Phe Gly Trp Asp Trp Ile Ile Ala Pro Lys Arg Tyr
325 330 335

Lys 2la Asn Tyr Cys Ser Gly Gln Cys Glu Tyr Met Phe Met Gln Lys
340 345 350

]
‘<
=

Pro His Thr His Leu Val Gln Gln Ala Asn Pro Arg Gly Ser Ala
35% ) 360 365
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s Zsn R

Arg

<210> 8

<211> 1221
<212> DN2&
<213> Homo

<400> 8

atggtactcg
€0

€gggdggagg
120

gcgggggtcg
180

ggctgccccg
240

tcgcagatcet
300

aagcagctgc
360

ggcgacgcgce
420

accgtcatta
480

tgccatt

I~

c
20

o ot

tgggtgtacc
600

aaacccctaa

Thr Pro

Gln Gln

Thr
- 375

Ile

380

Cys
405

sapiens

cggccccgcet

cggccaaggg

ggggggagcg

tgtgcgtttg

tgagcaaact

tgcccaaggce

tgcagcccga

gcatggccca

ttcacttcag

tacggcctgt

ctggggaagg

Gly Cys

Ser

gctgctgggce

ccececgeggceg

ctccaaccgg

gcggcagcac

gcggctcaag

gccgecgcetg

ggacttcctg

ggagacggac

ccccaaggtg

acccegcecca

gaccgcaggg

Lys Met Ser

Ile Tvr Gly

Pro

Lvs
385

ttcctgetcec

gcggcggcgg

ccagcccecegt

agccgcgagce

gaggcgccca

cagcagatcc

gaggaggacg

ccagcagtac

atgttcacsaa

gccacagtct

ggagggggcyg
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Ile Asn Met Leu Tyr

380

Ile Pro Glyv Met Val

tcgcectgga

c€ggcggcggce

ccgtggegcec

tgcgcctaga

acatcagccg

tggassctaca

agtaccacgc

agacagatgg

aggtactgaa

acctgcagat

gaggccggcg

400

gctgcggcece

ggcggcagcyg

cgagccggac

gagcatcaag

cgaggtggtg

cgacttccag

caccaccgag

cagccectctce

ggcccagctg

cttgcgacta

tcacatccgt
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620

atccgcicac

€40

ctgcetccat
@00

ggtctggact
960

gactttgagg
020

tgctcecggece
080

caggccaatc
140

aacatgctct
200

gtggatcgct
221

<210> 9
<2ii» 109
<212>» PRT
<Z13> Hom
<400> ¢

tgaagattga

tacacagctg

ccagtggcac

=

tcatggagct

gcgacgagca

ctttcgactg

agtgcgagta

caagaggctc

acttcaatga

gtggctgctc

sapilens

gctgcactca

gttccgceccag

agacctggct

tcgagtccta

ctcaagcgag

ggactggatc

catgttcatg

tgctgggccc

caagcagcag

Leu Asp Cys Asp Glu

5

Leu Thr Val Asp Phe

20

Lys Arg Tyr Lys Ala

40

Page

His

Glu
25

Asn

cgctcaggcec

ccacagagca

gtcacctccc

gagaacacaa

tcccgetget

atcgcaccta

caaaaatatc

tgttgtaccc

attatctacg

10

11

attggcagag

actggggcat

tggggccggg

aacgttcccg

gccgatatcc

agcgctacaa

cgcataccca

ccaccaagat

gcaagatccc

30

45
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catcgacrttc

cgagatcaac

agccgagagg

gcggaacctg

cctcacagtg

ggccaactac

tttggtgcag

gtccccaatc

tggcatggtg

Ser Ser Glu Ser Arg Cys Cys

15

Ala Phe Gly Trp Asp Trp Ile

Tyr Cys Ser Gly Gln Cys Glu
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=

[

w
< (b

Yr Pro His Thr His Leu Val Gln Gln Ala
5 €0

o}
Y
3
[(¢]
4
8}
rt
)
-
=}
-
o
3

Esn Pro krg Gly Ser Rla Gly Pro Cvs Cys Thr Pro Thr Lvs Met Ser
65 70 75 80

Pro Ile Asn Met Leu Tyr Phe Asn Asp Lys Gln Gln Ile Ile Tyr Gly
g5 90 95

Lvs Ile Pro Gly Met Val Vel Asp Arg Cys Gly Cys Ser
100 105

<210> 10

<211> 327

<212> DNA

<213> Homo sapiens

aacctgggtc tggactgcga cgagcactca agcgagtccc gctgctgccg atatcccctce
acagtyggact ttgaggcttt cggctgggac tggatcatcg cacctaagcg ctacaaggcc

120

aactactgct ccggccagtg cgagtacatg ttcatgcaaa aatatccgca tacccatttg
180

gtgcagcagg ccaatccaag aggctctgct gggccctgtt gtacccccac caagatgtcc
etcsaca tgctctactt caatgacaag cagcagatta tctacggcaa gatccctgge

stggtagtgg atcgctgtgg ctgctct
227

<210> 11

<21i> 274

<212> PRT

<213> Homo sapiens

<400> 11

Alz Glu Gly Pro Ala Ala Ala Ala Ala Ala Ala Ala Ala Ala Ala Ala
1 5 10 15
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Pro

Glvy

Ala

Arg

Gly

Asp

Thr

Gln

130

Val

o
[
o

His

Val

Glu

2la

Thr

115

Thr

Met

Leu

Ile
185

._
H
'O

Leu

2la

Pro

Leu

100

Glu

Asp

Phe

Pro

Thr

180

Arg

Gln

Pro

Pro

85

Gln

Thr

Thr

Arg

165

Gly

Ile

Ser

7 Glu

; Cvs

Ser

Asn

70

Leu

Pro

Ser

Lvs

150

Pro

Glu

Arg

Ile

Arg

Pro

Ile

55

Ile

Gln

Glu

Ile

Pro

135

Val

Gly

Ser

Asp

Ser

Lvs

Ser

Gln

Asp

Ser

120

Leu

Leu

Thr

Thr

Leu
200

Ser

25

Cvs

Ser

Arg

Ile

Phe

105

Met

Cys C

Lys
Val

Ala
1895

Lys

Page

Arg

Val

Glu
Leu
a0

Leu

Ala

Ala

Tvr

170

Glv

Ile

Gln

13

Pro

Trp

Val

75

Asp

Glu

Gln

His

Gln

155

Leu

Glv

Glu

Val

Ala

Arg

Leu

60

Val

Leu

Glu

Glu

Phe

140

Leu

Gln

Gly

Leu

Leu

Pro

Gln

45

Ser

His

Thr
125

His

Ile

Gly

His

205

His

Ser

30

His

Lys

Gln

Asp

Glu

110

Asp

Phe

Val

Leu

Gly

190

Ser

Ser

17 0CT 2635
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Val

Ser

Leu

Leu

Phe

95

Pro

Ser

Arg

175

Gly

Arg

Trp

Ala

Arg

Arg

Leu

80

Gln

His

Ala

Pro

Leu

160

Leu

Arg

Ser

Phe
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210

Gln Pro

Q]
'_l
P

Leu His Pro

Arg

N

<210>» 1
822

(el

J

(212> DNA
Homo

<400> 12
gccgagggcec
60

ggggagcgcet
120

tgecgtttgoc
180

cagcccgagyg
360

atggcccagg

420

cacttcagcc
4€0

cggcctgtac
540

Ser

Asn

215

230

Leu
245

Asp

Phe
260

Met

sapiens

ccgecggegge

ccagccggcc

ggcagcacag

ggctcaagga

cgccgctgcea

acttcctgga

agacggaccc

ccaaggtgat

cccgcccagce

Ala

Glu

ggcggcggcg

agcccecgtcec

ccgcgagctg

ggcgcccaac

acagatecctg

ggaggacgag

agcagtacag

gttcacaaag

cacagtctac

Trp Gly Ile

Val Thr Ser

Leu Arg Val
265

Glu I

Leu
250

Leu

gcggcggcegg
thQCQCCCG
cgcctagaga
atcagccgcg
gacctacacg
taccacgcca
acagatggca
gtactgaagg

ctgcagatct
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Asn

+ Pro

Glu

Gly Ala

Thr Lys

Ala Phe

170CT 2025

PCT/US02/03467

Pro
240

Asp

Glu
255

Gly

Arg Ser

270

cggcagcgge

agccggacgg

gcatcaagtc

aggtggtgaa

acttccaggg

ccaccgagac

gccctctctg

cccagcectgtg

tgcgactaaa

gggggtcggg
ctgccccgtg
gcagatcttg
gcagctgctg
cgacgcgctg
cgtcattagc
ctgccatttt
ggtgtaccta

acccctaact
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gggdaeaggga <©Ccgceggggg agggggcgga ggccggacgtc acatccgtat ccgctcactg
200
aageitgagc tgcactcacg ctcaggccat tggcagagca tcgacttcaa gcaagtgcta
eel
cacagctggt tccgccagcc acagagcaac tggggcatcg agatcaacgce ctttgatccce
720

agtagcacag acctggctgt cacctccctg gggccgggag ccgaggggct gcatccattce
7¢0

atggagcttc gagtcctaga gaacacaaaa cgttcccggce gg
£22

<21C> 13

<211> 23

<212> PRT

<213> Homo szpiens

<400> 13

Met Gln Lys Leu Gln Leu Cys Val Tyr Ile Tyr Leu Phe Met Leu Ile
) 5 10 15

val Ale Gly Pro Val Asp Leu
20

<210> 14

<211> 24

<212> PRT

<213> Homo sapiens
<400> 114

Met Val Leu Ala Ala Pro Leu Leu Leu Glv Phe Leu Leu Leu Ala Leu
1 5 10 15

Glu Leu Arg Pro 2Zrg Gly Glu 2la

<210> 15

<211> 232

<212> PRT

<213> Homo sapiens
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<400> 15

Giu Pro Lyvs
1

]
i
(o]
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-
o
(=
D
[

—1

1,
wn
)T
@]
o}
}._3
jog
[

Val ksp Val

Lsp Glv Val

Tvx Asn Ser

2sp Trp Leu

Leu Pro Rla
115

2rg Glu Pro
130

zsn Gln

=
ot
U

ksp Ile Ale

Thr Thr

]
<
n

Ser

Leu
20

Leu

Glu

Thr

Asn
100

Pro 1

Gln

Val

Val

Pro
180

Cvs

Gly

Met

His

Tyr
85

Gly

<!
(v}
b

Ser

Glu
165

Pro

Asp

Glu

His

70

Arg

Lys

Glu

Leu
150

Trp

Val

Lys

Pro

Ser

Asp

55

Asn

Val

Glu

Lys

Thr

135

Thr

Glu

Leu

Thr

Ser

Arg

490

Pro

Ala

Val

Tyr

Thr

120

Leu

Ser

Asp

val

25

Thr

Glu

Lvs

Ser

Lys

105

Ile

Pro

Leu

Asn

Ser
185

Page

Thr

10

Phe

Pro

Val

Thr

Val

90

Ser

Pro

Gly
170

Asp

16

Cvs

Leu

Glu

Lys

Lvs

Leu

Ser

Lys

155

Gln

Gly

Pro

Phe

Val

Phe

60

Pro

Thr

Val

Ala

Arg

140

Gly

Pro

Ser

Pro

Thr
45

Asn

Val

Ser

Lys

125

Glu

Phe

Glu

Phe

Cys

Pro
30

Glu

Leu

Asn
110

Gly

Glu

Tvr

Asn

Phe
190
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Pro
15

Val

Glu

His

95

Lys

Gln

Met

Pro

Asn

175

Leu

Ala

Pro

Val

Val

Gln

80

Gln

Ala

Pro

Thr

Ser

160

Tyrx

Tyrx
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Ser Lws Leu Thr Val 2sp lys Ser Arg Trp Gln Gln Gly Asn Val Phe
195 200 205

o
-
>
()
QI

Ser Cvs Ser V Met His Glu Leu His Asn His Tvr Thr Gln Lyvs
210 215 220

Lzu Ser Leu Ser Pro Gly Lys
230

-y W
32 (b

T

<210> 16
<211> 227
212> PRT

<Z13> Homo sapiens

<400> 16

Asp Lvs Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Leu Gly
1 5 10 15

Ala Pro Ser Val Phe lLeu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
20 25 30

Ile Ser Arg Thr Pro Glu Val Thxr Cys Val Val Val Asp Val Ser His
35 40 45

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val
5 55 60

His 2sn ARla Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr
€5 70 75 80

Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly
85 90 95

Lvs Glu Tvr Lys Cys Llys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile
100 105 110

Glu Lvs Thr Ile Ser Llys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val
115 120 125
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Pro
225
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1= =]
o
[t

(%)
[}

Glu
210

Gly

Leu

~
Cvs

Asp

=~ (N

W M
=

o
}
w

Lys

Asn

Gly

165

Asp

Trp

His

Ser

Lvs

150

Gln

Gly

Gln

Asn

Pro

Ser

Gln

His
215

Glu

Glu

Phe

Gly

200

Tyr

Glu

Asn

Phe
185

Asn

Thr

Met

Pro

Asn

170

Leu

Val

Gln
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Thr

Ser

155

Tyxr

Tyvx

Phe

Lys

Lys
140

Ser

Ser

Ser
220

Asn

Ile

Thr

Lys

205

Leu
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Gln Val Ser

Ala

Thr

Leu

150

Ser

Ser

Val

Pro

175

Thr

Val

Lev

Glu

160

Ero

Val

Met

Ser



