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SEQUENCE LISTING

<110> Daly, Thomas J.
Fandl, James P.
rapadopoulos, Wicheolas J.

<120> VEGF TRAPS AND THERAPEUTIC USES THEREOF
<130> 710D2-WO

<140> to be assigned
<141> 2004-06~29

<150> 10/609,775
<151> 2003-06-30

<160> 29
<170> FastSEQ for Windows Version 4.0

<210> 1

<211> 4

<212> PRT

<213> homo sapiens

400> 1°
Cys Pro Fro Cys
1

<210> 2

<211> 200

<212> PRT

<213> homo sapiens

<400> 2
Met Gly Arg Pro Phe Val Glu Met Tyr Ser Glu Ile Pro Glu Ile Ile
1 5 10 15
His Met Thr Glu Gly Arg Glu Leu val Ile Pro Cys Arg Val Thr Ser
20 25 30
Pro Asn Ile Thr val Thr Leu Lys Lys Phe Pro Leu Asp Thr Leu Ile
35 40 45
Pro Asp Gly Lys Arg Ile Ile Trp Asp Ser Arg Lys Gly Phe Ile Ile
50 55 80
Ser Asn Ala Thr Tyr Lys Glu Ile Gly Leu Leu Thr Cys Glu Ala Thr
65 70 15 80
val Asn Gly His Leu Tyr Lys Thr Asn Tyr Leu Thr Gln Thr Asn Thr
85 90 95
Ile Tle Asp Val Val Leu Ser Pro Ser His Gly Ile Glu Leu Ser Val
10Q 105 110
Gly Glu Lys Leu Val Leu Asn Cys Thr Ala Arg Thr Glu Leu Asn Val
115 120 125
Gly Ile Asp Phe Asn Trp Glu Tyr Pro Ser Ser Lys His Gln His Lys
130 135 140
Lys Leu Val Asn Arg Asp Leu Lys Thr Gln Ser Gly Ser Glu Met Lys
145 150 155 160
Lys Phe Leu Ser Thr Leu Thr Ile Asp Gly Val Thr Arg Ser Asp Gln
165 170 175
Gly Thr Cys Ala Ala Ser Ser Gliy Leu Met Thr Lys Lys Asn Ser Thr
180 135 180
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Phe val Arg Val His Glu Lys Cys
195 200

<210> 3

<211> 4

<212> PRT

<213> homo sapiens

<220>

<221> VARIANT

<222> 1, 3

<223> Xaa = Any Amino Acid

<40Q0> 3
Xaa Cys Xaa Cys
1

<210> 4

<211> 4

<212> PRT

<213> homo sapiens

<400> 4
Ala Cys Gly Cys
1

T <210> 5
<211> 203
<212> PRT
<213> homo sapiens

<400> 5
Met Gly Arg Pro Phe Val Glu Met Tyr Ser Glu Ile Pro Glu Ile Ile
1 5 10 i5
His Met Thr Glu Gly Arg Glu Leu Val Ile Pro Cys Arg Val Thr Ser
20 25 30
Pro Asn Ile Thr Val Thr Leu Lys Lys Phe Pro Leu Asp Thr Leu Ile
35 40 45
Pro Asp Gly Lys Arg Tle Ile Trp Asp Ser Arg Lys Gly Phe Ile Ile
50 55 60
Ser Asn Ala Thr Tyr Lys Glu Ile Gly Leu Leu Thr Cys Glu Ala Thr
65 70 75 80
Val Asn Gly His Leu Tyr Lys Thr Asn Tyr Leu Thr Gln Thr Asn Thr
. 85 90 95
Ile Ile Asp Val Val Leu Ser Pro Ser His Gly Ile Glu Leu Ser Val
100 105 110
-Gly Glu Lys Leu Val Leu Asn Cys Thr Ala Arg Thr Glu Leu Asn Val
115 - 120 125
Gly Ile Asp Phe Asn Trp Glu Tyr Pro Ser Ser Lys His Gln His Lys
130 135 149 :
Lys Leu Val Asn Arg Asp Leu Lys Thr Gln Ser Gly Ser Glu Met Lys
145 150 155 160
Lys Phe Leu Ser Thr Leu Thr Ile Asp Gly Val Thr Arg Ser Asp Gln
165 170 175
Gly Thr Cys Ala Ala Ser Ser Gly Leu Met Thr Lys Lys Asn Ser Thr
180 185 190
Phe Val Arg Val His Glu Lys Ala Cys Gly Cys
195 200

<210> 6
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<211> 6
<212> PRT
<213> homo

<400> 6

sapiens

Leu Val Pro Arg Gly Ser

1

<210> 7

<211> 1453
<212> DNA
<213> homo

<400> 7
aagecttggge
caaccacecat
tgetteteac
ccgaaattat
ctaacatcac
gcataatctg
ggettctgac
atcgacaaac
ctgttggaga
acttcaactg
taaaaaccca
taacccggayg
" agaacagcac
caccgtgece
ccaaggacac
gocacgaaga
ccaagacaaa
cegtectgea
cccteccage
aggtgtacac
gectggteaa
cggagaacaa
atagcaagct
tgatgcatga
aatgagcgge

<210> 8
<211> 458
<212> PRT
<213> homo

<400> 8
Met Val
1
Cys Leu
Met Tyx

35

Ser Tyr
Leu

Ser

5

sapiens

tgcaggtcga
ggtcagctac
aggatctagt
acacatgact
tgttacttta
ggacagtaga
ctgtgaagca
caatacaatc
aaagettgte
ggaataccct
gtetgggagt
tgaccaagga
atttgtecagy
agcacctgaa
cctecatgate
ccetgaggte
gcecgegggag
ccaggactgg
cececatcgag
cctgeccocca
aggctictat
ctacaagacc
caccgtggac
ggctetgeac
cge

sapilens

Trp
5
Leu Thr

20

Glu Ile

Asp
Gly

Pro

tcgactctag
tgggacaccyg
tecggaggta
gaaggaaggyg
aaaaagttte
aagggcttea
acagtcaatg
atagatgtgyg
ttaaattgta
tettegaage
gagatgaaga
ttgtacacct
gtccatgaaa
ctectygygy
tocecggacee
aagtteaact
gagcagtaca
ctgaatggea
aaaaccatct
tecccgggatyg
cccagcgaca
acgcctecceg
aagagcaggt
aaccactaca

Thr Gly

Ser Ser

Glu Ile

40

val

Ser
25
Ile

aggatcgate
gggtcoctget
gacctttcgt
agctcgtecat
cacttgacac
tcatatcaaa
ggcatttgta
ttetgagtece
cagcaagaac
atcagcataa
aatttttgag
gtgcagcatc
agygccogygg
gaccgtocagt
ctgaggtecac
ggtacgtgga
acagcacgta
aggagtacaa
ccaaagccaa
agctgaccaa
tegeegtgga
tgctggacto
ggcageaggyg
cgecagaagag

Leu Leu
10
Gly Gly

His Met

PCT/US2004/021059

ccegggegay
gtgegegety
agagatgtac
tocecctgecgg
tttgatccct
tgcaacgtac
taagacaaac
gtcteatgga
tgaactaaat
gaaacttgta
caccttaact

cagtgggcty

‘cgacaaaact

cttecteotte
atgeogtggtyg
cggcgtyggag
cegtgtggte
gtgcaaggto
agggoagoco
gaaccaggto
gtyggagage
cgacggeteco
gaacgtctte
cctotecetg

Cys Ala Leu
Phe
30

Gly

Arg Pro

Glu
45

Thr

ctegaattceyg
ctecagetgte
agtgaaatcc
gttacgtcac
gatggaaaac
aaagaaatag
tateteacac
attgaactat
gtggggattg
aaccgagacce
atagatggtyg
atgaccaaga
cacacatgee
coceccaaaac
gtggacgtga
gtgcataaty
agcgtectea
tecaacaaag
cgagaaccac
agcctgacct
aatgggcagc
ttettectet
tcatgecteceg
toteegggta

Leu Ser
15
val Glu

Arg Glu

Leu Val
50

Lys Lys

65

Trp Asp

Ile Gly

1le

Phe

Ser

Leu

Pro
Pro
Arg

Leu
100

Cys
Leu
Lys

85
Thr

Arg
Asp
70

Gly

Cys

val
55

Thr
Phe

Glu

Thr

Len

Ile

Ala

Ser

Ile

Ile

Thr
105

3/14

Pro
Pro
Ser

90
Val

Asn
Asp
75

Asn

Asn

Ile
60

Gly
Ala

Gly

hr
Lys
Thr

His

val
Arg
Tyr

Leu
110

Thr
Ile
Lys

95
Tyr

Leu
Ile
80

Glu

Lys

60

120
180
240
300
360
420
480
540
600
660
720

780

840
900
960
1020
1080
1140
1200
1260
1320
1380
1440
1453
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Thr Asan Tyr
115
Ser Pro
130

Asn

Leu

Leu
145
Trp

Cys

Glu Tyr

Asp Leu Lys

Thr Ile
195
Ser

Leu
Ala Ala
210
val His Glu
225
Pro

Ala Pro

Lys Pro Lys
Val
275

Asp

Val val
Val
290
Gln

Tyr

Glu
305
His

Tyr

Gln Asp

Lys Ala Leu

Gin Pro Arg
355
Thr Lys
370

Ser

Len

Pro
385
Asn

Asp

Tyr Lys

Leu Tyr Ser
Ser
435

Ser

val Phe

Gln Lys
450
<210> 9
<231> 1377
<212> DNA
<213> homo

<400> 9

atggtcagcot
acaggatcta
ccogaaatta
cctaacatca
cgcataatcet
gggcttciga
catcgacaaa
toetgttggag
gacttcaact
ctaaaaaccc

Leu Thr

Ser His

Thr Ala

His
Gly

Arg

Gln
120
Glu

Arg

Ile
135

Thr Glu

150

Ser
165
Gln

Pro

Thr
180
Asp Gly

Ser Gly

Lys Gly

Ser

Ser

Val

Leu

Pro

Lys His

Gly Ser

Thr Arg
200
Met Thr
215

Gly Asp

230

Leu
245
Thr

Glu

Asp
260
Asp Val

Gly Val

Zsn Ser

Leu.

Leun

Ser

Glu

Thr

Gly Gly

Met Ile

Glu
280
His

His

val
295

Tyr Arg

310

Trp
. 325
Pro Ala
340
Glu Pro

Asn Gln

Ile Ala

Leu Asn

Pro

Gin

Vval

val

Gly Lys

Ile Glu

Val Tyr
360
Ser Leun
375

Glu Trp

390

Thr
405
Leu

Thr

Lys
420
Cys Ser

Leu Ser

sapiens

actgggacac
gttcecggaag
tacacatgac
ctgttacttit
gggacagtag
cctgtgaage
ccaatacaat
aaaagcttgt
gggaatacce
agtctgggag

Pro

Thr

val

Leu

Pro val

val Asp
His
440
Pro

Met
Ser
455

cggggtectg
tgataccggt
tgaaggaagyg
aaaaaagttt
aaagggctte
aacagtcaat
catagatgtyg
cttaaattgt
ttettegaag
tgagatgaag

Thr
Leu
Leu
Gln
Glu
185
Ser
Lys
Lys
Pro
ser
265
Asp
Asn
Val
Glu
Lys
345
Thr
Thr
Glu
Leu
Lys
425
Glu

Gly

Asn Thr

Ser Val

Val
155
Lys

Asn

His
170
Met Lys

Asp Gln

Lys Asn
His
235
Val

Thr

Ser
250
Arg Thr

Pro Glu

Ala Lys

Vval Ser
315
Tyr Lys
330
Thr Ile

Leu Pro

Cys Leu

Asn
395
Ser

Ser

Asp
410
Ser Ardg

Ala Leu

Lys

ctgtgegege
agaccttteyg
gagcetegtea
ccacttgaca
atcatatcaa
gggcattigt
gttetgagte
acagcaagaa
catcagcata
aaattttiga

4/14

Ile
125
Gln

Ile As
Gly
140
Gly

Ile As

Lys Leu

Lys Phe

19
Leu
205
Thr

Gly

Ser
220
Thr Cys

Phe Leu

Pro Glu

27
Val Lys
285
Thr Lys
300
val

Leu Th

Cys Lys

Al
35

Ser Lys
Ser
365
Lys

Pro

Gl

Vval v

380
Gly

Gln Pr

Asp Gly 8e

Gln Gl
43
Hi

Trp

Asn
445

His

tgctcagetg
tagagatgta
ttecotgecyg
ctttgatcec
atgcaacgta
ataagacaaa
cgteteatygg
ctgaactaaa
agaaacttgt
geaccttaac

Lys

Vval
Leun
Tyx
Phe
Pro
Phe
val
Phe

Pro

val

Arg

PCT/US2004/021059

p Val val

Leu Val

Phe Asn
160
Arg

P

Asn
175
Ser Thr
0

Thr Cys

Val Arg

Pro Cys
240
Pro Pro
255
Thr Cys
]

Asn Trp

Arg Glu

val Leu
320

Asn

r

Ser
335
a Lys

0

Gly

Agp Glu

Phe Tyr

Glu aAsn
400
Phe

o]

Phe
415
Gly

T
n Asn
0

3 Thr

Tyr

tetgettete
cagtgaaatc
ggttacgtca
tgatggaaaa
caaagaaata
ctatdtcaca
aattgaacta
tgtggggatt
aaaccgagac
tatagatggt

60
120
180
240
300

360

420
480
540
600
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gtaacccgga
aagaacadca
ccagcacctg
accctecatga
gaccetgagg
aagccgcggyg
caccaggact
gceeccateg
accctgcococe
aaaggcttct
aactacaaga
ctcaccgtgg
gaggctctge

<210> 10
<211> 458
<212> PRT
<213> homo

<400> 10
Met Val
1
Cys Len
Phe Val
35

Gly Arg

50

Ser

Leu

Glu

‘Glu

gtgaccaagg
catttgtcag
aactcetgyyg
tctcececggac
tcaagttcaa
aggagcagta
ggctgaatgg
agaaaaccat
catcecggga
atcccagega
ccacgectee
acaagagcag
acaaccacta

saplens

Tyr Trp
5
Leu Thr
20
Met Tyr

Leun Val

Asp
Gly
Ser

Ile

attgtacace
ggteccatgaa
gggaccgtca
ccctgaggte
ctggtacgtg
caacagcacg
caaggagtac
ctccaaagec
tgagctgace
catcgcegtg
cgtgetggac
gtggcagcag
cacgcagaag

Thr Gly

Ser Ser

Glu Ile
40
Pro Cys
55

tgtgcageat
aadygacaaaa
gtettectet
acatgcgtgg
gacggegtgg
tacecgtgtgg
aagtgcaagy
aaagggcage
aagaaceadgg
gagtgggaga
tccgacgget
gggaacgtct
agcctetece

Val Leu Leu

10

Ser Gly Ser

25

Pro Glu Ile

Arg Val

Thr

PCT/US2004/021059

ccagtggget
ctcacacatg
teceeccoaaa
tggtggacgt
aggtgcataa
tcagegtact
tecteocaacaa
ccogagaace
teagectgac
gecaatgggca
cctteottcet
toteatgete
tgtcteoggg

Cys Ala Leu

Thr Gly
30
Met

Asp

His
45
Pro

Ile

Ser Asn

60

val
65

Arg
Tyr
Len
Asp
Lys
145
Asp
Val
Leu
Tyr
Phe
225
Pro
Lys
val
Tyr

Glu
305

Thr
Ile
Lys
Tyr
val
130
Leu
Phe
Asn
ser
Thr
210
val
Ala
Pro
val
val

290
Gln

Leu
Ile
Glu
Lys
115
Val
Val
Asn
Arg
Thr
195
Cys
Arg
Pro
Lys
Val
275
Asp

Tyr

Lys
Trp
Ile
100
Thr
Leu
Leu
Trp
Asp
180
Leu
Ala
val
Glu
Asp
260
Asp
Gly

Asn

Lys
Asp
85

Gly
Asn
Ser
Asn
Glu
165
Len
Thr
Ala
His
Leu
245
Thr
vVal
Vgl

Ser

Phe
70

Ser
Leun
Tyx:
Pro
Cys
150
Tyr
Lys
Ile
Ser
Glu
230
Leu
Leu
Ser

Glu

Thr
310

Pro
Arg
Leu
Leu
Ser
1358
Thr
Pro
Thr
Asp
Ser
215
Lys
Gly
Met
His

val
295

Leu
Lys
Thr
Thr
20
His
Ala
Ser
Gln
Gly
200
Gly
Asp
Gly
Ile
Glu
280
Hig

Arg

Asp
Gly
Cys
105
His
Gly
Arg
Ser
Ser
185
val
Len
Lys
Pro
Ser
265
Asp

Asn

val

514

Thr
Phe
20

Glu
Arg
Ile
Thr
Lys
170
Gly
Thr
Met
Thr
Ser
250
Arg
Pro

Ala

Vval

Leu
75

Tle
Ala
Gln
Glu
Glu
1558
His
Ser
Arg
Thr
His
235
Val
Thr
Glu
Lys

Ser
315

Ile
Ile
Thr
Thr
Leu
1490
Leu
Gln
Glu
Ser
Lys
220
Thr
Phe
Pro
val
Thr

300
val

Pro
Ser
val
Asn
125
Ser
Asn
His
Met
Asp
205
Lys
Cys
Leu
Glu
Lys
285
Lys

Leu

Asp
Agn
Asn
110
Thr
Val
val
Lys
Lys
190
Gln
Asn
Pro
Phe
Val
270
Phe

Pro

Thr

gatgaccaag
cccacegkge
acccaaggac
gagccacgaa
tgccaagaca
cacegtecty
agcectecea
acaggtgtac
ctgecctggtce
goccggagaac
ctacagcaag
cgtgatgeat
taaatga

Leu Ser
15
Arg Pro

Thr Glu

Ile Phr

Gly Lys
80
Ala Thr
95
Gly Eis

Ile Ile

Gly Glu

Ile
160
Leu

Gly

Lys
175
Lys Phe

Gly Leu

Ser Thr

Pro Cys
240
Pro Pro
255
Thr Cys

Asn Trp

Arg Glu

val Leu

320

660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1377
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Higs Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys
325 330
Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile
340 345
Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro
355 360
Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu
370 375
Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn
385 390 395
Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser
) 405 410
Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg
420 425
Val Phe Ser Cys Ser Val Met His Glu Ala Leu
435 440
Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
450 455
<210> 11
<211> 4
<212> PRT
<213> homo sapiens
<220> .
<221> VARIANT
<222> 1, 2, 3, 4
<223> Xaa = Any Amino BAcid
<400> 11
Xaa Xaa Xaa Xaa
1
<210> 12 oo
<211> 1444
<212> DNA
<213> homo sapiens
<200> 12
aagcttggge tgeaggtcga tegactetag aggatcgate
caaccaccat ggtcagectac tgggacaccg gggtcectget
tgottctecac aggatotagt tccggaggta gacetttegt
ccgaaattat acacatgact gaaggaaggg agctegtceat
ctaacatcac tgttacttta aaaaagittc cacttgacac
gcataatctg ggacagtaga aagggcottca tcatatcaaa
ggcttetgac ctgtgaagea acagtcaatg ggeatttgta
atecgacaaac caatacaatc atagatatce agectgttgec
tggtagggga gaagetggte ctecaactgea ccegtgtggge
cctttgacty ggactaccca gggaagcagg cagagcedgdyg
gcteccaaca gacccacaca daactotcca gecatcctgac
acgacctggg ctocgtatgtg tgcaaggcca acaacggeat
ccgaggtcat tgtgcatgaa aatggcccgg gecgacaaaac
cagecacectga actecctgggg ggaccgteag tettcctott
ccctecatgat ctcececggace cetgaggtca catgegtggt
accctgaggt caagttcaac tggtacgtgg acggegtgga
agcegeggga ggagcagtac aacagcacgt accgtgtggt
accaggactyg gectgaatgge asaggagtaca agtgcaaggt
cccocatcga gaaaaccatc tccaaageca aagggeagec
cectgccecoce atceecgggat gagetgacca agaaccaggt
aaggcttcta tecccagcgac atcgccgtgg agtgggagag

6/14
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Cys Lys

Ser Lys
Ser
365
Lys

Pro

Val
380
Gly Gln

Asp Gly

Trp Gln

Asn
445

His

ccegggegag
gtgcgegetg
agagatgtac
tecectygeecgyg
tttgateccet
tgcaacgtac
taagacaaac
caggaagtcg
tgagtttaac
taagtgggtg
catcecacaac
ccagecgattt
tcacacatge
ccccceaaaa
ggtggacgty
ggtgcataat
cagcgtccte
ctecaacaaa
ccgagaacca
cageetgace
caatgggcag

Val Ser
Ala Lys
350

Aryg Asp
Gly Phe
Pro Glu
Ser Phe
Gln Gly

430
His Tyr

Asn
335
Gly

Glu

Tyx

Asn
400
Phe
‘415

Asn

Thr

ctegaattecyg
ctecagetgte
agtgaaatece
gttacgtecac
gatggaaaac
aaagaaatayg
tatoteacac
ctggagetge
tecaggtgtea
ccogagegac
gtcageccagce
cgggagagea
ccaccgtgee
cgcaaggaca
agccacgaag
gcocaagacaa
accgteoctge
geecteccag
caggtgtaca
tgectggtea
ccggagaaca

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1420
1080
1140
1200
1260
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actacaagac cacgcctcce gtgectggact ccgacggete cttettecete tatagcaage 1320
tcacegtygga caagadeagg tggecagcagg ggaacgtott ctcatgetec gtgatgeatg 1380
aggctetgea caaccactac acgcagaaga gectctccct gtcotecogggt aaatgagegg 1440
cage 1444

<210> 13

<211> 455

<212> PRT

<213> homo sapiens

<400> 13
Met Val Ser Tyr Trp Asp Thr Gly Val Leu Leu Cys Ala Leu Leu Ser
1 5 10 15
Cys Leu Leu Leu Thr Gly Ser Ser Ser Gly Gly Arg Pro Phe val Glu
20 25 30
Met Tyr Ser Glu Ile Pro Glu Ile Ile His Met Thr Glu Gly Arg Glu
35 40 45
Leu Val Ile Pro Cys Arg Val Thr Ser Pro &sn Ile Thr val Thr Leu
50 55 60
Lys Lys Phe Pro Leu Asp Thr Leu Ile Pro Asp Gly Lys Arg Ile Ile
65 70 75 80
Trp Asp Ser Arg Lys Gly Phe Ile Ile Ser &Asn Ala Thr Tyr Lys Glu
85 20 95
Ile Gly Leu Leu Thr Cys Glu Ala Thr val Asn Gly His Leu Tyr Lys
100 105 110
Thr Asn Tyr Leu Thr His Arg Gln Thr Asn Thr Ile Ile Asp Ile Gin
. 115 : 120° 125
Leu Leu Pro Arg Lys Ser Leu Glu Leu Leu Val Gly Glu Lys Leu Val
130 ©135 l40
Leu Asn Cys Thr Val Trp Ala Glu Phe Asn Ser Gly Val Thr Phe Asp
145 150 155 160
Trp Asp Tyr Pro Gly Lys Gln Ala Glu Arg Gly Lys Trp Val Pro Glu
165 170 175
Arg Arg Ser Gln Gln Thr His Thr Glu Leu Ser Ser Ile Leu Thr Ile
180 . 185 190
His Asn Val Ser Gln His Asp Leu Gly Ser Tyr Val Cys Lys Ala Asn
1985 200 205
Asn Gly Ile Gln Arg Phe Arg Glu Ser Thr Glu Val Ile Val His Glu
219 215 220
Asn Gly Pro Gly Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro
225 230 235 240
Glu Leu Len Gly Gly Pro Ser Val Fhe Leu Phe Pro Pro Lys Pro Lys
245 250 255
Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val val val
260 265 270
Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp
) 275 280 285
Gly val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr
290 295 300
Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp
305 310 315 320
Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser &sn Lys ala Leu
325 330 335
Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lya Gly Gln Pre Arg
340 345 350
Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys
355 360 365
Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
370 . 375 380
Iie Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys

7/14




WO 2005/000895

385

Thr Thr Pro

Lys Leu Thr

Cys Ser val
435

Leu Ser Leu
450

<210> 14
<211> 24
<212> DNA
<213> homo

<400> 14
gggctgttga

<210> 15
<211> 28
<212> DNA
<213> hormo

<400> 15
ggcegoteote

<210> 16
<211> 23
<212> DNA
<213> homo
<400> 16

gggcgcatge

<210>
<211>
<2iz>
<213>

17
27
DNA
homo

<400> 17
ggcegotete

i8
36
DNA
homo

<210>
<211>
<212>
<213>

<400> 18
gagagagace

<210> 19
<211> 48
<212> DNA
<213> homo

<400> 19
agagaggcgq

<210> 20
<211> 57
<212> DNA

390
Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser

405

Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser

420

Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser

385

410

425

440 445

Ser Pro Gly Lys

sapiens

gagagagaga

sapiens

tctetetete

sapiens

ggttgttgag

sapiens

aacaaccgca

gsapiens

atgggtagac

sapiens

cogetttate

455

gagc

aacagccce

age

tgegece

ctttcgtaga gatgta

aacactttte atggaccetg acaaatgt

8/14
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430

415

400

24

28
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cogetttate aacaaccgea tgecttttea tggaccctga caaatgt

gtgccatggg tagacctttc gtagagatg

ccgctgttat cacttetecgt gcacgegcac gaag

<213> homo sapiens
<400> 20
agagaggegg
<210> 21
<211> 39
<212> DNA
<213> homo sapiens
<400> 21
agttccggaa
<210> 22
<211> 44
<212> DNA
<213> homo sapiens
<400> 22
agagaggcyg
<210> 23
<211> 235
<212> PRT
<213> homo sapiens
<400> 23
Met Val Ser Tyr Trp
1 5
Cys Leu Leu Leu Thr
20
Phe Val Glu Met Tyr
35
Gly Arg Glu Leu Val
50
Val Thr Leu Lys Lys
65
Arg Ile Ile Trp Asp
) 85
Tyr Lys Glu Ile Gly
100
Leu Tyr Lys Thr Asn
115
Asp val val Leu Ser
130
Lys Leu Val Leu Asn
145
Asp Phe Asn Trp Glu
165
val Asn Thr Gln Ser
180
Leu Ser Thr Leu Thr
195
Tyr Thr Cys Ala Ala
210
Phe Val Arg Val His
225
<210> 24
<211> 435

Asp
Gly
Ser
ile
Phe
70

Ser

Leu

Tyr

Pro
Cys
150
Tyr
Gly
Ile

Ser

Glu
230

Thr
Ser
Glu
Pro
55

Pro
Arg
Leu
Leu
Ser
135
Thr
Pro
Ser
Asp
Ser

215
Lys

Gly
Ser
Ile
40

Cys
Leu
Lys
Thr
Thr
120
His
Ala
Ser
Glu
Gly
200
Gly

Gliy

Val Leun
10

Ser Gly

25

Pro Glu

Arg Val
Asp Thr
Gly Phe
90
Cys Glu
105
His Arg
Gly'Ile
Arg Thr
Ser Lys
170
Met Lys
185
val Thr
Leu Met

Pro Gly
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Leu
Ser
Ile
Thr
Len
75

Ile
Ala
Gln
Glu
Glu
155
His
Arg
Arg

Thr

Cys
235

Cys
Asp
Ile
Ser
60

Ile

Ile

“Thx

Thr
Leu
140
Leu
Gln
Asp

Ser

Lys
220

Ala
Thr
His
45

Pro
Pro
Ser
val
Asn
125
Ser
Asn
His
Leu
asp

205
Lys

Leu
Gly

Met

Asn

Asp

AsSn
110
Thr
val
Yal
Lys
Lys
190
Gln

Asn

Leu
15

Arg
Thr
Iie
Gly
Ala
g5

Gly
Ile
Gly
Gly
Lys
175
Lys
Gly

Ser

Ser
Pro
Glu
Thr
Lys
80

Thr
His
Ile
Glu
Ile
160
Leu
Phe

Leu

Thr

57

39

44
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<212> PRT
<213> homo sapiens

<400> 24 .
Met Val Ser Tyr Trp Asp Thr Gly Val Leu Leu Cys Ala Leu Leu Ser
1 5 10 15
Cys Leu Leu Leu Thr Gly Ser Ser Ser Gly Ser Asp Thr Gly Arg Pro
20 25 30
Phe Val Glu Met Tyr Ser Glu Ile Pro Glu Ile Ile His Met Thr Glu
35 i 40 45
Gly Arg Glu Leu Val Ile Pro Cys Arg Val Thr Ser Fro Asn Ile Thr
50 55 60
val Thr Leu Lys Lys Phe Pro Leu Asp Thr Leu Ile Pro Asp Gly Lys
65 70 75 80
Arg Ile Ile Trp Asp Ser Arg Lys Gly FPhe Ile Ile Ser Asn Ala Thr
85 20 95
Tyr Lys Glu Ile Gly Leu Leu Thr Cys Glu Ala Thr Val Asn Gly His
100 1905 110
Leu Tyr Lys Thr Asn Tyr Leu Thr His Arg Gln Thr Asn Thr Ile Ile
115 120 125
Asp Val Val Leu Ser Pro Ser His Gly Ile Glu Leu Ser Val Gly Glu
130 135 140
Lys Leu Val Leu Asn Cys Thr Ala Arg Thr Glu L.eu Asn val Gly Ile
145 150 155 160
Asp Phe Asn Trp Glu Tyr Pro Ser Ser Lys His Gln His Lys Lys Leu
165 170 175
val Asn Arg Asp Leu Lys Thr Gln Ser Gly Ser Glu Met Lys Lys Phe
180 185 190
Leu Ser Thr Leu Thr Ile Asp Gly Val Thr Arg Ser Asp Gln Gly Leu
195 . 200 205
Tyr Thr Cys Ala Ala Ser Ser Gly Leu Met Thr Lys Lys Asn Ser Thr
210 215 220
Phe Val Arg Val His Glu Lys Gly Pro Gly Arg Pro Phe Val Glu Met
225 230 235 240
Tyr Ser Glu Ile Pro Glu Ile Ile His Met Thr Glu Gly Arg Glu Leu
245 250 255
val Ile Pro Cys Arg Val Thr Ser Pro Asn Ile Thr Val Thr Leu Lys
260 265 270
Lys Phe Pro Leu Asp Thr Leu Ile Pro Asp GLy Lys Arg Ile Ile Trp
275 280 285
aAsp Ser Arg Lys Gly Phe Ile Ile Ser Asn Ala Thr Tyr Lys Glu Ile
290 295 300 )
Gly Leu Leu Thr Cys Glu Ala Thr Val Asn Gly His Leu Tyr Lys Thr
305 310 315 320
aAsn Tyr Leu Thr His Arg Gln Thr Asn Thr Ile Ile Asp Val Val Leu
: 325 330 335
Ser Pro Ser His Gly Ile Glu Leu Ser Val Gly Glu Lys Leu Val Leu
340 345 350
Asn Cys Thr Ala Arg Thr Glu Leu Asn Val Gly Ile Asp Phe Asn Trp
355 360 365
@Glu Tyr Pro Ser Ser Lys His Gln His Lys Lys L.eu Val Asn Arg Asp
370 375 380
Leu Lys Thr Gln Ser Gly Ser Glu Met Lys Lys Phe Leu Ser Thr Leu
385 390 ' 395 400
Thr Ile Asp Gly Val Thr Arg Ser Asp Gln Gly Leu Tyr Thr Cys Ala
' 405 410 415
Ala Ser Ser Gly Leu Met Thr Lys Lys Asn Ser Thr Phe Val Arg Val
420 425 430
His Glu Lys
435
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<210> 25
<211> 238
<212> PRT
<213> homo sapiens

<400> 25
Met Val Ser Tyr Trp Asp Thr Gly Val Leu Leu Cys Ala Leu Leu Ser
1 5 10 15
Cys Leu Leu Leu Thr Gly Ser Ser Ser Gly Ser Asp Thr Gly Arg Pro
20 25 30
phe val Glu Met Tyr Ser Glu Ile Pro Glu Ile Tle His Met Thr Glu
35 40 45
Gly Arg Glu Leu Val Ile Pro Cys Arg Val Thr Ser Pro Asn Ile Thr
50 55 60
val Thr Leu Lys Lys Phe Pro Leu Asn Thr Leu Ile Pro Asn Gly Lys
65 70 75 80
Ala Ile Tle Trp Asp Ser Arg Lys Gly Phe Ile Ile Ser Asn Ala Thr
85 90 95
Tyr Lys Glu Ile Gly Leu Leu Thr Cys Glu Ala Thr Val Asn Gly His
100 105 110
Leu Tyr Lys Thr Asn Tyr Leu Thr His Arg Gln Thr Asn Thr Ile Ile
115 120 125
Asp val val Leu Ser Pro Ser His Gly Ile Glu Leu Ser Val Gly Glu
130 135 140
Lys Leu Val Leu Asn Cys Thr Ala Arg Thr Glu Leu Asn Val Gly Ile
145 150 - : - 155 - 160
Asp Phe Asn Trp Glu Tyr Pro Ser Ser Lys His Gln His Lys Lys Leu
165 170 175
Val Asn Arg Asp Leu Lys Thr Gln Ser Gly Ser Glu Met Lys Lys Phe
180 ) 185 190
Leu Ser Thr Leu Thr Tle Asp Gly Val Thr Arg Ser Asp Gln Gly Leu
195 200 205
Tyr Thr Cys Ala Ala Ser Ser Gly Leu Met Thr Lys Lys Asn Ser Thr
210 . 215 220
Phe Val Arg Val His Glu Lys Gly Pro Gly Ala Cys Gly Cys
225 230 235

<210> 26

<211> 240

<212> PRT

<213> homo sapiens

<400> 26 .
Met Val Ser Tyr Trp Asp Thr Gly Val Leu Leu Cys Ala Leu Leu Ser
1 5 10 15
Cys Leu Leu Leu Thr Gly Ser Ser Ser Gly Ser Asp Thr Gly Arg Pro
20 25 30
Phe Val Glu Met TPyr Ser Glu Ile Pro Glu Ile Ile Eis Met Thr Glu
35 40 45
Gly Arg Glu Leu Val Tle Pro Cys Arg Val Thr Ser Pro Asn Ile Thr
50 55 60
val Thr Leu Lys Lys Phe Pro Leu Asp Thr Leu Ile Pro Asp Gly Lys
65 70 75 80
Arg Ile Ile Trp Asp Ser Arg Lys Gly Phe Ile Ile Ser Asn Ala Thr
85 20 95
Tyr Lys Glu Ile Gly Leu Leu Thr Cys Glu Ala Thr Val Asn Gly His
100 145 110
Leu Tyr Lys Thr Asn Tyr Leu Thr His Arg Gln Thr Asn Thr Ile Ile
115 120 125
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Asp Val val Leu Ser Pro Ser His Gly Ile Glu Leu Ser Val Gly Glu
130 135 140

Lys Leu val Leu Asa Cys Thr Ala Arg Thr Glu Leu Asn Val Gly Ile

145 150 155 160

Asp Phe Asn Trp Glu Tyr Pro Ser Ser Lys His Gln His Lys Lys Leu

165 170 175
Val Asn Arg Asp Leu Lys Thr Gln Ser Gly Ser Glu Met Lys Lys FPhe
180 i85 19¢
Leu Ser Thr Leu Thr Ile Asp Gly val Thr Arg Ser Asp Gln Gly Leu
195 200 205

Tyr Thr Cys Ala Rla Ser Ser Gly Leu Met Thr Lys Lys asn Ser Thr
210 215 220

Phe Vval Arg Val His Glu Lys Asp Lys Thr His Thr Cys Pro Pro Cys

225 230 235 240

<210> 27

<211> 240

<212> PBRT

<213> homo sapiens

<400> 27
Met Val Ser Tyr Trp Asp Thr Gly Val Leu Leu Cys Ala Leu Leu Ser
1. 5 10 15
Cys Leu Leun Leu Thr Gly Ser Ser Ser Gly Ser Asp Thr Gly Arg Pro
20 25 30
Phe Val Glu Met Tyr Ser Glu Ile Pro Glu Ile Ile His Met Thr Glu
o 35 - - 40 : 45
Gly Arg Glu Leu Val Ile Pro Cys Arg Val Thr Ser Pro Asn Ile Thr
50 55 60
Val Thr Leu Lys Lys Phe Pro Leu Asp Thr Leu Ile Pro Asp Gly Lys
65 70 - 75 80
Arg Ile Ile Trp Asp Ser Arg Lys Gly Phe Ile Ile Ser Asn ala Thr
: 85 90 95
Tyr Lys Glu Ile Gly Leu Leu Thr Cys Glu Ala Thr Val Asn Gly His
ioo0 108 119
Leu Tyr Lys Thr Asn Tyr Leu Thr His Arg Gln Thr Asn Thr Ile Ile
115 120 125
Asp Val Val Leu Ser Pro Ser His Gly Ile Glu Leu Ser Val Gly Glu
130 : 135 140
Lys Leu Val Leu Asn Cys Thr Ala'Arg Thr Glu Leu Asn Val Gly Ile
145 150 155 ' 160
Asp Phe asn Trp Glu Tyr Pro Ser Ser Lys His Gln His Lys Lys Leu
165 170 175
val Asn Arg Asp Leu Lys Thr Gln Ser Gly Ser Glu Met Lys Lys Phe
180 : 185 190
Leu Ser Thr Leu Thr Ile Asp Gly Val Thr Arg Ser Asp Gln Gly Leun
195 200 205
. Tyr Thr cys Ala Ala Ser Ser Gly Leu Met Thr Lys Lys Asn Ser Thr
210 215 ! 220
Phe val Arg Val His Glu Lys Asp DLys Thr His Thr Ser Pro Pro Cys
225 230 235 240

<210> 28

<211> 237

<212> PRT

<213> homo sapiens

<400> 28
Met Vval Ser Tyr Trp Asp Thr Gly Val Leu Leu Cys Ala Leu Leu Ser
1 5 10 15
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Cys Leu Leu Leu Thr Gly Ser Ser Ser Gly Ser Asp Thr Gly Arg Pro
20 25 30
Phe Val Glu Met Tyr Ser Glu Ile Pro Glu Ile Ile His Met Thr Glu
35 40 45
Gly Arg Glu Leu Val Ile Pro Cys Arg Val Thr Ser Pro Asn Ile Thr
50 55 60
val Thr Leu Lys Lys Phe Pro Leu Asp Thr Leu Ile Pro Asp Gly Lys
65 70 75 80
Arg Ile Ile Trp Asp Ser Arg Lys Gly Phe Ile Ile Ser Asn Ala Thr
85 90 95
Tyr Lys Glu Ile Gly Leu Leu Thr Cys Glu Ala Thr Val Asn Gly His
100 105 110
Leu Tyr Lys Thr Asn Tyr Leu Thr His Arg Gln Thr Asn Thr Ile Ile
115 120 125
asp val val Leu Ser Pro Ser His Gly Ile Glu Leu Ser val Gly Glu
130 135 140
Lys Leu Val Leu Asn Cys Thr Ala Arg Thr Glu Leu Asn val Gly Ile
145 150 155 160
Asp Phe Asn Trp Glu Tyr Pro Ser Ser Lys His Gln His Lys Lys Leu
165 17¢ 17%
val Asn Arg Asp Leu Lys Thr Gln Ser Gly Ser Glu Met Lys Lys Phe
180 185 190
Leu Ser Thr Leu Thr Tle Asp Gly Val Thr Arg Ser Asp Gln Gly Leu
185 200 205
Tyr Thr Cys Ala Ala Ser Ser Gly Leu Met Thr Lys Lys Asn Ser Thr
210 215 220
Phe Val Arg val His Glu Lys Asp Lys Thr His Thr Cys
225 230 235

<210> 29

<211> 434

<212> PRT

<213> homo sapiens

<400> 29
Ser Asp Thr Gly Arg Pro Phe Val Glu Met Tyr Ser Glu Ile Pro Glu
1 5 10 15

Tle Ile His Met Thr Glu Gly Arg Glu Leu Val Ile Pro Cys Arg Val
20 25 30

Thr Ser Pro Asn Ile Thr Val Thr Leu Lys Lys Phe Pro Leu Asp Thr

35 40 45
Leu Ile Pro Asp Gly Lys Arg Ile Ile Trp Asp Ser Arg Lys Gly Phe
50 55 60

Ile Tle Ser Asn Ala Thr Tyr Lys Glu Ile Gly Leu Leu Thr Cys Glu

65 70 75 8¢

Ala Thr Val Asn Gly His Leu Tyr Lys Thr Asn Tyr Leu Thr His Arg

85 90 95

Gln Thr Asn Thr Ile Ile Asp Val Val Leu Ser Pro Ser His Gly Ile
100 105 11¢

Glu Leu Ser Val Gly Glu Lys Leu Val Leu Asn Cys Thr Ala Arg Thr

i15 120 125
Glu Leu Asn Val Gly Ile Asp Phe Asn Trp Glu Tyr Pro Ser Ser Lys
130 135 140

His Gln His Lys Lys Leu Val Asn Arg Asp Leu Lys Thr Gln Ser Gly

145 150 155 160

Ser G€lu Met Lys Lys Phe Leu Ser Thr Leu Thr Ile Asp Gly val Thr

165 170 175

Arg Ser Asp Gln Gly Leu Tyr Thr Cys Ala Ala Ser Ser Gly Leu Met
180 185 190

Thr Lys Lys Asn Ser Thr Phe Val Arg Val His Glu Lys Glu Ser Lys
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. 195 200 205
Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro Glu Phe Leu Gly Gly
210 215 220
Pro Ser val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile
225 230 235 240
Ser Arg Thr Pro Glu Val Thr Cys Vval val val Asp Val Ser Gln Glu
245 250 255
Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His
260 265 270
Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Tyr Arg
275 280 285
val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys
290 295 300
Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ser Ser Ile Glu
305 310 315 320
Lys Thr Ile Ser Lys Ala Lys Gly Gin Pro Arg Glu Pro Gln Val Tyr
325 33¢ 335
Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn Gln Val Ser Leu
340 345 35¢
Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
355 360 365
Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val
370 375 380
Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Arg Leu Thr Val Asp
385 390 395 400
Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val Met His
’ ‘ 405" 410 ) 415
Giu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Leu
420 425 430
Gly Lys
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