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FIGURE 2

hNGF on VR1 Expression hAnti-NGF {vs. hNGF 0.38 nM)
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FIGURE 3

rNGF on VR1 in DRG cultures hNGF on VR1 in DRG cultures
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FIGURE 4
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FIGURE 5

NGF CDR1 heavy chain alignments/ % identity
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FIGURE 6

NGF CDR2 heavy chain alignments/% identity
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FIGURE 7

NGF CDR3 heavy chain alignments/% identity
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FIGURE 8

NGF CDR!1 light chain alignments/% identity
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FIGURE 9

NGF CDR2 light chain alignments/% identity
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FIGURE 10

NGF CDR3 light chain alignments/% identity
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Alignment of light chain variable regions of mAbs
4G6, TH2, 14D10, 14D11, 4G6, 4D4

FIGURE 11
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FIGURE 12

Alignment of heavy chain variable regions of mAbs 4D4,
4G6, 14D10, 14D11, 7TH2, 6H9
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<120> Human anti-NGF Neutralizing Antibodies as Selective NGF Pathway Inhibitors

<130> 02-1240
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<151> 2003-07-15

<160> 138

<170= PatentIn version 3.0

<210> 1
<211> 990
<212> DNA

<213> Homo sapiens

<400> 1
gcctocacca agggoccatc ggtcttocco ctggcaccet cctccaagag cacctotggg 60

ggcacagcgg ccctgggetg cctggtcaag gactacttcc ccgaaccggt gacggtgtcg 120
tggaactcag gcgcecctgac cageggegtg cacacctice cggctgtoct acagtectea 180

ggactctact ccctcagcag cgtggtgacc gtgccctcca gcagcttggg cacccagacc 240

tacatctgca acgtgaatca caagcccagc aacaccaagg tggacaagaa agrtgagecc 300
aaatcttgtg acaaaactca cacatygccca cegtgcoccag cacctgaact cctgggggga 360
ccgtecagtot tectcttooe cccaaaacce aaggacacce tcatgatctc ccggaccect 420

gaggtcacat gcgtggtggt ggacgtgagc cacgaagacc ctgaggtcaa gttcaactgg 480

tacgtggacy gcgtggaggt gcataatgcc aagacaaage cgcgggagga gcagtacaac 540
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agcacgtacc

gagtacaagt

aaagccaaag

ctgaccaaga

gccgtggagt
ctggactccy

cagcagdgga

cagaagagece

<210>

«211>

<212>

<213>

<400>

3

30

PRT

H

2

omo

Ala ser Thr

1

Ser
Phe
Gly
Leu
65

Tyr
LYs
Pro
Lys
val
145
Tyr

Glu

His

Thr
Pro
val
50

ser
Ile
val
Ala
Pro
130
val
val

Gln

Gln

sSer
Glu
35

His
ser
Cys
Gy
Pro
115
Lys
val

Asp

Tyr

gtgtggtcag
gcaaggtctc
ggcagccccg
accaggtcag
gggagagcaa
acggctcctt
acgtcttctc

tcteectgtce

sapiens

Lys
Gly
20

Pra
Thr
val
Asn
Pro
100
Glu
AsSp
Asp
Gly
Asn

180
Trp

Gly
5
Gly
val
Phe
val
val
85
Lys
Leu
Thr
val
val
165

ser

Leu

Pro

The

Thr

Pro

Thr

70

Asn

ser

Leu

Leu

Ser

150

Glu

Thr

Asn

ser
Ala
val
Ala
55

val
His
Cys
Gly
Met
135
His
val

Tyr

Gly

cgtccteacce
caacaaagce
agaaccacag
cctgacctgce
tgggcageeg
cttecctctat
atgctccgtg

tccgggtaaa

val
Ala
Ser
40

val
Pro
Lys
Asp
Gly
120
Ile
Glu
His

Arg

200
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gtcctgcace aggactgget

crceccagece

gtgtacaccc

ctggtcaaag

gagaacaact

agcaagctca

atgcatgagyg

Phe
Leu
25

Trp
Leu
ser
Pro
Lys
105
Pro
ser
Asp
Asn
val
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Glu

Pro Leu
10

Gly Cys

Asn 5Ser

GIn ser

Ser ser
75

ser Asn
20

Thr His

ser val

Arg Thr

Pro Glu
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Ala Lys
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val Ser

Tyr Lys
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Leu
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ccactacacg

Ser Lys
15

Asp Tyr
Thr ser
Tyr ser

Gin Thr
80

Asp Lys
g5

Pro Cys
Pro Pro
Thr cCys
Asn Trp

160

Arg GTu
175

val Leu

Ser Asn
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210

Lys Leu
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Pro Arg

Leu Thr LyS

Pro Ser Asp
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Leu Tyr
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GIn Lys Ser
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aaggtctcca
cagccccgag
caggtcagcc
gagagcaatg
ggctecttct

gtcttcrcat

Pro Ala

Glu Pro

Pro

Gln

Ile Glu

215

val Tyr

230

Asn Gin

245
Ile Ala
260

Thr Thr

Lys Leu

Cys ser

val

val

Pro

Thr

val

Ser Leu

Glu Trp

val
280

ASp

Pro
val
295
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ser
325

Leu

sapiens

agggcecatc
cecctgggetg
gcgctctgac
ccctcagecag
acgtagatca
tcgagtgaco
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acaaaggect
aaccacaggt
tgacctgect
ggcagccgga
tcctetacag

gctcegtgat
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ser Pro

ggtcttceee
cctggtcaag
cagcggcgtg
cgtggtgacc
caagcccage
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ggacaccctc
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tgtgcaccag
cceageeecc
gtacaccctg
ggtcaaaggce
gaacaactac
caagcteacce

gcatgagact
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235
Leu

Thr Cys
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265

Leu

Asn

Asp Ser

LYS Ser Arg

Glu Ala Leu

315

Gly Lys
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gactacttcc
cacaccttec
gtgccctcca
aacaccaagg
geaccaccty
atgatctecc
gaggtccagt
cgggaggagc
gactggctga
atcgagaaaa
cccececatecc
ttctacceca
aagaccacac
gtggacaaga
ctgcacaacc
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Ala
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Gly
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Glu
240

Asp
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Glu

TYr
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285

Trp Glin

300
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gcaacttegg
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Ser
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Ser
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Gly
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Thr
val
145
val
Ser
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Ala
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225
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Thr

Thr
Pro
val
30

ser
Thr
val
val
Leu
130
Ser
Glu
Thr
Asn
Pro
210
GIn
val

val

Fro
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35

His
ser
Cys
Glu
Ala
115
Met
His
val
Phe
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val
ser

Glu

Pro
275

sapiens
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20

Pro
Thr
val
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Arg
100
Gly
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Glu
His
Arg
180
Lys
Glu
Tyr
Leu
Trp

260

Met

Gly
5
ser
val
Phe
val
val
85
Lys
Pro
ser
Asp
Asn
165
val
Glu
LyS
Thr
Thr
245

Glu

Leu

Pro
Thr
Thr
Pro
Thr
70

ASp
Cys
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Arg
Pro
150
Ala
val
Tyr
Thr
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230
Cys

sar

ASp
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Ala
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55

val
His
Cys
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Thr
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Lys
Ser
Lys
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Ser
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Ala
Ser
40
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Lys
val
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120
Pro
val
Thr
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Cys
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Ser
Pro
val

Gly

ASD
280
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Phe
Leu
25

Trp
Leu
Ser
Pro
Glu
105
Leu
Glu
Gln
Lys
Leu
185
LysS
Lys
ser
Lys
Gln

265
Gly

Pro
10

Gly
Ash
Gln
Ser
ser
a0

Cys
Phe
val
Phe
Pro
170
Thr
val
Thr
Arg
Gly
250

Pro

sear

Leu Ala
Cys Leu
ser Gly

Ser Ser
60

Asn Phe
75

Asn Thr
Pro Pro
Pro Pro
Thr Cys

140

Asn Trp
155

Arg Glu
val val
Ser Ash
Lys Gly

220
Glu Glu
235
Phe Tyr

Glu Asn

Phe Phe

Page 4

Pro
val
Ala
45

Gly
Gly
Lys
Cys
Lys
125
val
Tyr
Glu
His
Lys
205
Gln
Met
Pro

Ash

Leu
285

Cys
Lys
30

Leu
Leu
Thr
val
Pro
110
Pro
vai
val
Gln
Gln
190
Gly
Pro
Thr
Ser
Tyr

270
Tyr

Ser
15

Asp
Thr
Tyr
Glin
ASp
95

Ala
Lys
val
ASD
Phe
175
Asp
Leu
Arg
Lys
Asp
255
Lys

ser

Arg
Tyr
ser
ser
Thr
80

Lys
Pro
Asp
Asp
Gly
160
Asn
Trp
FPro
Glu
Asn
240
Ile

Thr

Lys

978



02-1240,5725

Leu Thr val Asp Lys Ser Arg Trp Gln GIn Gly Asn val Phe Ser Cys

290 295 300
ser val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu
305 310 315 320
Ser Leu Ser Pro Gly Lys

325

<210> 5
<211> 981
<212> DNA

<213> Homo sapiens

<400> 5
gccageacca aggggecatc cgtctitcccc ctgycgecct getccaggag cacctecgag 60

agcacagccy ccctgggetg cctggtcaag gactactteco ccgaaccggt gacggtgtceg 120
tggaactcag gcgcoctgac cagoggegtyg cacaccttec cggetgtect acagtoctca 180
ggactctact ccctcagcag cgtggtgacc gtgoccctcca geagettggyg cacgaagace 240
tacacctgca acgtagatca caagcccage aacaccaagg tggacaagag agttgagtcc 300
aaatatggtc ccccatgoce atcatgecca geacctgagt tcctgggggg accatcagte 360
ttcectgttec ccccaaaacc caaggacact ctcatgatct cccggacccc tgaggtcacg 420
tgcgtggtgy tggacgtgag ccaggaagac cccgaggtce agttcaactg gtacgtggat 480
ggcgtggagg tgcataatgce caagacaaag ccgcgggagy agcagttcaa cageacgtac 540
cgtgtggtca gcgtcctcac cgtcctgeac caggactgge tgaacggcaa ggagtacaag 600
tgcaaggtct ccaacadagg cctcccgtce tccatcgaga aaaccatctc caaagccaaa 660
gggcagccce gagagcecaca ggtgtacacc ctgeccccat <ccaggagga gatgaccaag 720
aaccaggtca gcctgacctg cctggtcaaa ggettctacc ccagcgacat cgccgtggag 780
tgggagagca atgggcagee ggagaacaac tacaagacca cgccteccgt gotggactcc 840
gacggctcct tettcctcta cagcaggeta accgtgraca agagcaggtg gcaggagggg 900

aatgtcttct catgctccgt gakgcatgag getctgcaca accactacac acagaagage 960

ctctecctgt ctctgggtaa a 981
<210> 6

<211> 327

<212> PRT

<213> Homo sapiens

<400> 6

Page 5



Ala
ser
Phe
Gly
Leu
65

Tyr
Arg
Glu
ASD
Asp
145
Gly
Asn
Trp
Pro
Glu
225
Ash
Ile
Thr
Arg
Cys

305

Leu

Ser
Thr
Pro
val
50

Ser
Thr
val
Phe
Thr
130
val
val
ser
Leu
ser
210
Pro
Gln
Ala
Thr
Leu
290

Ser

ser

Thr
ser
Glu
35

His
Ser
Cys
Glu
Leu
115
Leu
s5er
Glu
Thr
Asn
195
ser
Gln
val
vai
Pro
275
Thr

val

Leu

<210 7
<211>
<212

321
DNA

Lys
Glu
20

Pro
Thr
val
Asn
Ser
100
Gly
Met
Gln
val
Tvr
180
Gly
Ile
va)
Ser
Glu
260
Pro
val

Met

ser

Gly
5
ser
val
Phe
val
val
85
Lys
Gly
Ile
Glu
His
165
Arg
Lys
Glu
Tyr
Leu
245
Trp
val
Asp
His

Leu
325

Pro
Thr
Thr
Pro
Thr
70

Asp
Tyr
Pro
sSer
Asp
150
Asn
val
Glu
Lys
Thr
230
Thr
Glu
Ley
LyS
Glu

310
Gly

ser
Ala
val
Ala
5%

val
His
Gly
ser
Arg
135
Pro
Ala
val
Tyr
Thr
215
Leu
Cys
Ser
ASp
Ser
295

Ala

Lys

val
Ala
Ser
40

val
Pro
Lys
Pro
val
120
Thr
Glu
Lys
ser
Lys
200
ITe
Pro
Leu
Asn
ser
280

Arg

Leu

02-1240.5725
Phe igo Leu Ala

Leu
25

Trp
Leu
ser
Pro
Pro
105
Phe
Pro
val
Thr
val
185
cys
ser
Pro
val
Gly
265
Asp

Trp

His

Gly Cys Leu

Asn
Gn
ser
ser
a0

Cys
Leu
Glu
GIn
LyS
170
ey
Lys
LYS
ser
LYyS
250
Gln
Gly

Gln

Ash

Page 6

ser
Ser
Ser
75

Asn
Pro
Phe
val
Phe
155
Pro
Thr
val
Ala
Gin
235
Gly
Pro
Ser

Glu

His
315

Gly
ser
60

Leu
Thr
ser
Pro
Thr
140
Asn
Arg
val
ser
Lys
220
Glu
Phe
Glu
Phe
Gly

300

Tyr

Pro
val
aAla
45

Gly
Gly
LYs
Cys
Pro
125
Cys
Trp
Glu
Leu
ASh
205
Gly
Glu
Tyr
Asn
Phe
285

Asn

Thr

Cys
Lys
30

Leu
Leu
Thr
val
Pro
110
Lys
val
Tyr
Glu
His
190
Lys
Gin
Met
Pro
Asn
270
Leu

val

GlIn

Ser
15

Asp
Thr
Tyr
Lys
Asp
95

Ala
Pro
val
val
Gln
175
Gln
Gly
Pro
Thr
Ser
255
Tyr
Tyr

Phe

Lys

ATg
Tyr
ser
ser
Thr
80

Lys
Pro
Lys
val
ASD
160
Phe
Asp
Leu
Arg
Lys
240
Asp
Lys
Ser

sSer

ser
320



<213> Homo

<400> 7
cgaactgtgyg

ggaactgccet
tggaaggtgg
agcaaggaca
daacacdaag

agctrcaaca

<210> 8
<211> 107
<212> PRT
<213> Homo
<400> 8

Arg Thr val
1

Gln Leu Lys
Tyr Pro Arg

35

Ser Gly Asn
50

Thr Tyr ser
65

Lys His Lys
Pro val Thr

<210> 9

<211- 369
<212> DNA
<213> Homo

<400> 9

gaggtgcage tggtggagtc tggggoagoc Ttggtacage ctgyggggtc cctgagactc
tcctgtgecag cctctggott caccttaaga agttatagca tgaactgggt tcgecagget

ccagggaagg ggctggagtg ggtttcatac attagtcgta gtagtcatac catattctac
Page 7

sapiens

ctgcaccatc
ctgttgtgty
ataacgccct
gcacctacag

tctacgectg

sapiens

Ala Ala
Sser Gly
20

Glu Ala
ser Gln
Leu Ser
val Tyr

85
Lys Ser
1

sapiens

ggggagagtg t

Pro
Thr
Lys
Glu
ser
70

Ala

Phe

Ser

Ala

val

ser

53

Thr

Cys

Asn

tgtcricatc
cctgctgaat
ccaatcgggt
cctcageagce

cgaagtcacc

val
Ser
Gln
40

val
Leu

Glu

Arg

02-1240,5725

ttcccgcecat

aacttctatc

aactcecagg

accctygacge

catcagggec

Phe
val
25

Trp
Thr

Thr

val

Ile
10

val
Lys
Glu
Leu
Thr

90
Glu

Phe
Cys
val
Gln
ser
75

His

Cys

ctgatgagca gttgaaatct
ccagagaggc caaagtacag
agagtgtcac agagcaggac
tgagcaaagc agactacgag

tgagetegoc cgtcacaaag

Pro
Leu
Asp
Asp
60

Lys

Gin

Pro
Leu
ASN
45

Ser

Ala

Gly

ser
ASn
30

Ala
Lys

Asp

Leu

Asp
15

Ash
Leu
AsSp

Tyr

ser
95

Glu

Phe

Gn

sSer

Glu

80

ser

60
120
180
240
300
321

60
120

180



02-1240.5T25

gcagactctg tgaagggecg attcaccatc tccagagaca argccaagaa ttcactgtat

ctgcaaatgg acagcctgag agacgaggac acggctatgt attactgtgc gagagtatat

agcagtggct ggcacgtcte tgattatitt gactactggg gocagggaat cciggteacc

gtttcctca

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

<400>

Glu
1
ser
ser
ser
Lys
65
Leu

Ala

Trp

val
Leu

Met

Gly

Gln

Arg

Gly

<210>
<211>

<212

<213

10
123
PRT

Homo

10
GlIn

Arg

Asn
35

Ile

Arg

Met

val

GIn

115
11
321
DNA

HOmMo

<400> 11
geeatccagt

atcacttgec

gggaaagctc

aggttcageg

gaagattttg

gggaccaagg

sapiens

Leu
Leu
20

Trp
ser
Phe
ASp
Tyr

100
Gly

val

ser

val

Arg

Thr

Ser

85

ser

Ile

sapiens

Glu

Cys

Arg

Ser

Ile

70

Leu

Ser

Leu

tggagatcaa a

Ser
Ala
Gln
ser
55

Ser
Arg

Gly

val

Gly
Ala
Ala
40

His
Arg
ASD

Trp

Thr
120

Gly
Ser
25

Pro
Thr
Asp
Glu
His
105

val

Gly
10

Gly
Gly
Ile
ASN
AsSp
90

val

ser

Page 8

Leu
Phe
Lys
Phe
Ala
75

Thr

Ser

Ser

tgacccagtc tccatectee ctgictgeat
gggcaagtca gggcattage agtgctttag
ctaagctcct gatctatgat gectccagtt
gcagtggate tgggacagat ttcactctca

caacttatta ctgtcaacag tttaatagtt

val GIn Pro Gly Gly
15

Thr Leu Arg Ser Tyr
30

Gly Leu Glu Trp val
45

Tyr ala Asp ser val
60

Lys Asn Ser Leu Tyr
80

Ala Met Tyr Tyr Cys
95

Asp Tyr Phe Asp Tyr
110

ctgtaggaga cagagitcacc
cctggtatca gcagaaacca
tggaaagtgy ggtcccatca
ccatcagcag cctgcagect

acccgetcac tticggegoa

240
300
360
369

60
120
180
240
300
321



<210> 12
<211s> 107
<212> PRT

<213> Homo

<400> 12

Ala Ile Gln

1

Asp Arg val

Leu Ala Trp
35

Tyr Asp Ala
50

ser Gly Ser
65

Glu Asp phe
Thr Phe Gly

<210> 13
<211l> 42
<212> DNA

<213> Homo

<400> 13

sapiens

teu Thr
Thr Ile
20

Tyr Glin
ser ser
Gly Thr
Ala Thr

85

Gly Gly
100

sapiens

GIn

Thr

Gin

Leu

ASp
70

5er
Cys
Lys
Glu

B9
Phe

Tyr Tyr

Thr

LYyS

Pro
Arg
Pro
40

Ser
Thr

Cys

val

02-1240.5125

Ser
Ala
25

Gly
Gly
Leu

Gln

Glu
105

Ser
i0

Ser
Lys
val
Thr
Gln

80
Ile

Leu
Gln
Ala
Pro
75

Phe

Lys

Ser
Gly
Pro
Ser
60

ser

Asn

gtatatagca gtggctggca cgtctctgat tattttgact ac

<210> 14
<211 14
<212> PRT

<213> Homo

<400> 14

sapiens

Ala
Ile
Lys
45

Arg

ser

ser

Ser
Ser
30

Leu
Phe

Leu

Tyr

val Tyr Ser Ser gly Trp His val Ser égp Tyr Phe Asp Tyr
1

<210> 15
<211> 27

Page 9

val
15

ser
Leu
sep

GIn

Pro
95

Gly
Ala
Ile
Gly
Pro

80

Leu



<212>
<213>

<400>

ONA

Homo sapiens

15

caacagttta atagttaccc gctcact

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

<400>

1
<210>

16
9
PRT

Homo sapiens

16

17

<211> 51

<212>
<213>

<400>

tacattagtc gtagtagtca taccatattc tacgcagact ctgtgaaggg C

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

<400>

1
Gly

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

<400

DNA

Homo sapiens

17

18
17
PRT

Homo sapiens

18

19
21
DNA

Homo sapiens

19

02-1240,5725

Gln Gln Phe Asn Ser Tyr Pro Leu Thr
5

Tyr Ile Ser Arg Ser Ser His Thr Ile Ege Tyr Ala Asp Ser V§1 Lys
5 1

Page 10

27

51



02-1240,8T25

gatgcctcca gtttggaaag t

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

<400>

20
7
PRT

Homa sapiens

20

Asp Ala Ser Ser Leu Glu Ser
1 5

<210
<211>
<212>
«213>

<400

21
15
DNA

Homo sapiens

21

agttatagca tgaac

<210
<211>
<212>»
<213>

<400>

22
5
PRT

Homo sapiens

22

ser Tyr Ser Met Asn
1 5

<210>
<211>
<212
<213>

<400>

23
33
DNA

Homo sapiens

23

cgggcaagtc agggcattag cagtgcttta gec

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

24
11
PRT

Homo sapiens

Page 11

21

15

33



<400> 24

02~1240,5725

Arg Ala ser GIn Gly Ile Ser Ser Ala Leu Ala
1 5 10

<210>
<211>

25

1131
<212> DNA
<213> Homo

<400> 25
gcctecacca

ggcacagcgg
tggaactcag
ggactctact
tacacctgca
aaaacccecac
gacacacctc
tgcecacggt
gcacctgaac
cttatgattt
ceegaggtcce
ccgegggaga
caggactggc
cccatcgaga
ctgceccecat
ggcttctace
tacaacacca
accgtggaca

gctetgeaca

<210>
<211>

26
376
<212> PRT

sapiens

agggcccatc
ccctgggetyg
gcgeectgac
ccctcageag
acgtgaatca
ttggtgacac
cceegtgece
gcecagagece
tcctgggagy
cceggaceoc
agttcaagtg
agcagtrcaa
tgaacggcaa
gaaccatctc
cccgggagga
ccagegacat
cgecteccat
agagcaggtg

accgcttcac

<213> Homo sapiens

ggtctteeee
cctggtcaag
cagcgacgtg
cgtggtgacc
caagcccage
aactcacaca
acggtgceca
caaatcttgt
accgtcagtc
tgaggtcacg
gtacgtggac
cagcacgttc
ggagtacaag
caaaaccaaa
gatgaccaag
cgecgrggag
gctggactcc
gcagcagggg

gcagaagagc

ctggcgeect
gactacttcc
cacaccttcec
gtgcccteca
aacaccaagg
tgcecacggt
gagcccaaat
gacacacctc
ttcctottce
tgcgtggteg
ggcgtggagg
cgtgtggtca
tgcaaggtct
ggacagcccc
aaccaggtca
tgggagagca
gacggetocy
aacatcttcet

ctcteectyt

Page 12

gctccaggag
ccgaaccggt
cggctgtact
gcagcttgag
tggacaagag
gcccagagec
cttgtgacac
crecatgecc
ccccaaaace
tggacgtgag
tgcataatyc
gcgtecctcac
ccaacaaagc
gagaaccaca
gcctgacety
gcgggcagec
TCcrtectcta
catgctccgr

ctccgggtaa

cacctctyggg
gacggtgtcy
acagtcctca
cacccagacc
agttgagctc
caaatcttgt
acctececceeg
acggtgececa
caaggatacc
€cacgaagac
caagacaaag
cgtecctygcac
ccteccagec
ggtgtacacc
cctggtcaaa
gyagaacaac
cagcaagctc
gatgcatgag

d

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960

1020
1080
1131



<400> 26

Ala Ser Thr

1

ser
Phe
Gly
Leu
65

TYr
Arg
Arg
Cys
Pro
145
Ala
Pro
val
va'l
Gln
225
Gln
Ala
Pro
Thr
Ser
305

Tyr

Tyr

Thr
Pro
val
50

Ser
Thr
val
Cys
Pro
130
Glu
Pro
Lys
val
ASp
210
Phe
Asp
Leu
Arg
Lys
290
Asp

Asn

Ser

ser
Gliu
35

His
ser
Cys
Glu
Pro
115
Glu
Pro
Glu
ASp
Asp
195
Gly
Ash
Trp
Pro
Glu
275
Asn
Ile

Thr

Lys

Lys
Gly
20

Pro
Thr
val
Ast
Leu
100
Glu
Pro
Lys
Leu
Thr
180
val
val
Ser
Leu
Ala
260
Pro
Gln
Ala

Thr

Leu
340

Gly
Gly
val
Phe
val
val
a5

Lys
Pro
Lys
ser
Leu
165
Leu
Ser
Glu
Thr
Asn
245
Pro
Gln
val
val
Pro

325

Thr

Pro
Thr
Thr
Pro
Thr
70

Asn
Thr
Lys
Ser
Cys
150
Gly
Met
His
val
Phe
230
Gly
Ile
val
Ser
Glu
310

Pro

val

ser
Ala
val
Ala
55

val
His
Pro
ser
Cys
135
Asp
Gly
ITe
Glu
His
215
ATg
Lys
Glu
Tyr
Leu
295
Trep

Met

Asp

val
Ala
Ser
40

val
Pro
Lys
Leu
Cys
120
Asp
Thr
Pro
Ser
Asp
200
ASn
val
Glu
Lys
Thr
280
Thr
Glu

Leu

Lys

02-1240.5725

Phe Pro Leu Ala
10

Leu
25

Trp
Leu

Ser

Pra

Gly
105
Asp
Thr
Pro
Ser
Arg
185
Pro
Ala
val
Tyr
Thr
265
Leu
Cys
Ser

Asp

ser
345

Gly
ASh
Glin
Ser
ser
a0

AsSD
Thr
Pro
Pro
val
170
Thr
Glu
Lys
Ser
Lys
250
Ile
Pro
Leuy
ser
ser

330

Arg

Cys
Ser
ser
ser
75

Asn
Thr
Pro
Pro
Pro
155
Phe
Pro
val
Thr
val
235
Cys
ser
Pro
val
Gly
315

Asp

Trp

Leu
Gly
sSer
60

Leu
Thr
Thr
Pro
Pro
140
Cys
Leu
Glu
GlIn
LyS
220
Leu
Lys
Lys
Ser
LyS
300
GTn

Gly

Gin

Page 13

Pro
val
Ala
45

Gly
Gly
Lys
His
Pro
125
Cys
Fro
Phe
val
Phe
205
Pro
Thr

val

Thr
Arg
285
Gly
Pro

Ser

Gin

Cys
LYS
30

Leu
LEeu
Thr
val
Thr
110
Cys
Pro
Arg
Pro
Thr
190
Lys
Arg
val
Ser
Lys
270
Glu
Phe

Glu

Phe

ser
15

ASD
Thr
Tyr
Gln
Asp
a5

Cys
Proa
Alrg
Cys
Pro
175
Cys
Trp
Glu
Leu
Asn
255
Gly
Glu
Tyr
Asn
Phe

335

Asn

Arg
Tyr
Ser
Ser
Thr
80

Lys
Pro
Arg
Cys
Pro
160
Lys
val
Tyr
Glu
His
240
Lys
GIn
Met
Pro
Ash
320

Leu

Ile



Phe Ser Cys Ser val Met His GI
355 6

360

Lys Ser Leu Ser Leu Ser g;g Gly

370
<210> 27
<211> 29
<212> DNA
<213> Artificial
<220>

<223> PCR primer for human NGF

<4Q0> 27

acaccacata tgtcatcatc ccatcccat

<210> 28

<211> 40

<212> DNA

<213> Artificial
<220>

<223>

<400> 28

PCR Primer for human NGF

02-1240.5725

accacaggat cctccttatg cacgacgcac agctttacgg

<210> 29

<211> 375
<212>

<213>

DNA

<220
<223>

<400> 29
catatgtcat

agcgtgtgag
Ltgggagagg
cgggacccaa
tattgtacca

tggcogttta

Artificial

catcccatcc
ttggggataa
tgaacattaa
atcccgttga
cgactcacac

tccggataga

catcttccac
gaccacegee
caacagtgta
cagcgggtgc
ctttgtcaag
tacggcctgt

aggggcgaat

acagacatca
ttcaaacagt
cggggeatty
gcgetgacea

gtgtgtgtgc

365

tcicggtgtyg
agggcaagga
acttttttga
actcaaagca
tggatggcaa

tcagccgtaa

Page 14

u Ala Leu His Asn Arg Phe Thr Gln

Nucteotide sequence encoding recombinant human met-NGF

tgacagtgtc
ggtgatggly
gaccaagtgc
ctggaactca
gcaggetrgec

agctgtgegt

29

40

60
120
180
240
300
360



cgtgcataag gatcc

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

<220>
<223
<400>

Met Ser
1

Asp Ser
Lys Gly

val phe
50

val Asp
65

Cys Thr
Gln Ala
Leu Ser

<210
<211>
<212>
<213>

<220>
«223>

<400>

cgatttgatt ctagaaggag gaataacata tggttaacgc gttggaattc ggtac

<210>
<211>
<212

30
121

PRT

artificial

02-1240.572%

amino acid sequence of recombinant human

30

ser
val
Lys
35

Lys
sSer
Thr
Ala
Arg
115

31

33
DNA

Sar
sar
20

Glu
Gln
Gly
Thr
Trp

100

LyS

His
5
val
val
Tyr
Cys
His
85

Arg

Ala

artificial

Pro Ile Phe His

T™p
Met
Phe
Arg
70

Thr

Phe

val

val
val
Phe
55

Gly
Phe

Ile

Arg

Gly As
25p

teu Gly
40

Giu Thr
Ile Asp
val Lys
Arg Ile

105

Arg Ala
120

10°
Lys
Glu
Lys
ser
Ala

90

Asp

Gly
Thr
val
cys
Lys
75

Leu

Thr

Glu
Thre
ASh
Arg
60

His
Thr

Ala

met-

Phe
Ala
Tle
45

Asp
Trp

Met

Cys

NGF

ser
Thr
30

Asn
Pro
Asn

Asp

val
110

(1-120)

va'l
15

ASD
Asn
Asn
ser
Gly

95

cys

Cys
Ile
ser
Pro
Tyr
80

Lys

val

375

S‘Sggimer sequence to generate expression vector pCFM1656 (ATCC #
69

31

32
49
DNA

Page 15

55



02-1240.5T25

<213> aArtificial

<220>

<223> gésggimer sequence to generate expression vector pCFM1656 (ATCC #

<400> 32

taaactaaga tcttcctoct tattgtatac caattgcgea accttaage 49
<210> 33

<211> 24

<212> DNA

<213> Artificial

<220>

<223> PCR primer
<220>

<221> Unsure
«222> (18)..(23)

<223> nis a, ¢, t, or g

<400> 33

ggccggatag gocctccannn nnnt 24
<210> 34

<211> 21

<212> DNA

<213> Artificial

<220>
<223> PCR primer

<400> 34
ggggtcaggc tggaactgag g 21

<210> 35

<211> 19

<212> DNA

<213> Arvificial

Page 16



02-1240.5T25

<220

<223> PCR primer

<400> 35

tgaggacgct gaccacacy 19
<210> 36

<211> 54

<212> DRA

<213> artificial

<220>

<223> PCR primer

<400> 36

cagcagaagc ttctagacca ccatggacat gagggtgdccc getcagctco tggg 54
<210> 37

<211> 34

<212> DNA

<213> Artificial

<220>

<223> PCR primer

<400> 37

cttgtcgact caacactctc ccctgttgaa getc 34
<210> 38

<211> 55

<212> DNA

<213> Artificial

<220>

«223> PCR primer

<4Q0> 38

cagcagaagc ttctagacca ccatggagtt ggggetgtge tgggtettce ttgtt 55
<210> 39

<211> 34

Page 17



<212> DNA

<213>

<220
<223>
<400>

artificial

PCR primer

39

02-1240.5T25

gcatgtcgac tcatttaccc ggagacaggg agag

<210>
<211>
«212>
<213>

<400

Glu val
1

ser Leu
ser Met

ser Tyr
50

Lys Gly
65

teu Gin
Ala Arg
Trp Gly
Pro ser

130
Thr Ala

145
Thr val
Pro Ala

Thr val

Asp His
210

40
449
PRT

Homo

40
Glin
Arg
Asn
35
Ile
Arg
Met
val
GIn
1i5
vatl
Ala
s5er
val
Pro

195
Lys

sapiens

ey
Leu
20

Trp
ser
Phe
Asp
Tyr
100
Gly
Phe
Leuy
Trp
Leu
180

ser

Pro

val
Ser
val
Arg
Thi
ser
85

ser
Ile
Pro
Gly
Asnh
165
Gin

ser

ser

Glu
Cys
Arg
ser
Ile
70

Leu
ser
Leu
Leu
Ccys
150
ser
Ser

Asn

Asn

ser
Ala
Gln
ser
55

ser
Arg
Gly
val
Ala
135
Leu
Gly
ser

Phe

Thr
215

Gly
Ala
Ala
40

His
Arg
Asp
Trp
Thr
120
Pro
val
Ala
Gly
Gly

200

Lys

Gly
ser
25

Pro
Thr
ASp
Glu
His
105
val
Cys
Lys
Leu
Lelt

185
Thr

Gly
10

Gly
Gly
Tle
Asn
Asp
a0

val
ser
ser
Asp
Thre
170

Tyr

GlIn

Ley
Phe
Lys
Phe
Ala
75

Thr
Ser
ser
Arg
Tyr
155
Ser

Ser

Thr

val Asp Lys

val
Thr
Gly
Tyr
60

Lys
Ala
Asp
Ala
ser
140
Phe
Gly
Leu

Tyr

The
220

Page 18

Gn
Leu
Leu
45

Ala
AsSn
Met
Tyr
Ser
125
Thr
Pro
val
Ser
Thr

205

val

Pro
Arg
30

Glu
Asp
ser
Tyr
Phe
110
Thr
Ser
Glu
His
ser
190

Cys

Glu

Gly
15

Ser
Trp
Ser
Leu
Tyr
95

ASp
Lys
Glu
Pro
Thr
175
val

Asn

Arg

Gly
Tyr
val
val
Tyr
80

Cys
Tyr
Gly
ser
val
160
Phe
val

val

Lys

34



Cys
225
Ser
Arg
Pro
Ala
val
305
Tyr
Thr
Leu
Cys
ser
385
AsSp
Ser

Ala

Lys

Cys
val
Thr
Glu
Lys
290
ser
Lys
Ile
Pro
Leu
370
Asn
Ser

Arg

Leu

<210
<211>
<212>
<213>

<400>

val
Phe
Pro
val
275
Thr
val
Cys
ser
Pro
355
val
Gly

Asp

Trp

41
453
PRT

HOmO

41

Glu val GIn
1

ser Leu Arg

Ser Met Asn

Ser Tyr Iile

30

Glu
Leu
Glu
260
GIn
LyS
Leu
Lys
LYS
340
ser
Lys
Gin
Gly
Gln

420

ASN

Cys
Phe
245
val
Phe
Pro
Thr
val
325
Thr
Arg
Gly
Pro
ser
405

Gln

His

sapiens

Leu
Leu
20

Trp

Sear

val
5
Ser

val

Arg

Pro
230
Pro
Thr
Asn
Arg
val
310
ser
Lys
Glu
Phe
Glu
390

Phe

Gly

Glu

Cys

Arg

sar

Pro
Pro
Cys
Trp
Glu
295
val
Asn
Gly
Glu
Tyr
375
Asn
Phe

ASD

Thr

Ser
Ala
Gin

ser
35

Cys
Lys
val
Tyr
280
Glu
His
Lys
Gln
Met
360
Pro
Ash
Leu

val

Gln
440

Gly
Ala
Ala

40

His

02~-1240.5T25
Pro Ala Pra Pro

Pro
val
265
val
GIn
Gln
Gly
Pro
345
Thr
ser
Tyr
Tyr
Phe

425

Lys

Gly

ser
25

Pro

235

Lys Asp
250

val Asp
Asp Gly
Phe Asn
AsSp Trp

315

Leu Pro
330

Arg Glu
Lys Asn
asp Ile
Lys Thr

395

ser Lys
410
ser Cys

Ser Leu

Gly Leu
10

Gly rhe
Gly Lys

Ile Phe

Thr
val
val
ser
300
Leu
Ala
Pro
Gin
Ala
380
Thr
Leu

sSer

ser

val

Thr

Gly

Tyr

Page 19

val

Leu

Ser

Glu

285

Thr

Asn

Pro

Gln

vai

365

val

Pro

Thr

val

Leu
445

Gln
Leu
Leu

45

Ala

Ala
Met
His
270
val
Phe
Gly
Ile
val
350
ser
Glu
Pro
val
Met

430

ser

Pro
Arg
30

Glu

ASp

Gly
Ite
255
Glu
His
Arg
Lys
Glu
335
Tyr
Leu
Trp
Met
Asp
415
His

Pro

Gly
15
Ser

Trp

Ser

Pro
240
Ser
Asp
Asn
val
Glu
320
Lys
Thr
Thr
Glu
Leu

400
tys

Gly

Gly

Tyr

val

val



Lys
65

Leu
Ala
Trp
Pro
Thr
145
Thr
Pro
Thr
Asn
ser
225
Leu
Leu
Ser
Glu
Thr
305
Asn
Pro
Gln
val
val
385

Pro

Thr

Gly
Gn
Arg
Gly
Ser
130
Ala
val
Ala
val
His
210
Cys
Gly
Met
His
val
290
Tyr
Gly
Ile
val
Ser
370
Giu

Pro

val

Arg
Met
val
G1n
115
val
Ala
ser
val
Pro
195
Lys
Asp
Gly
Ile
Glu
275
His
Arg
Lys
Glu
TYr
355
Leu
Trp

va

AsSp

Phe
Asp
TYrP
100
Gly
Phe
Leu
Trp
Leu
180
Ser
Pro
Lys
Pro
Ser
260
Asp
Asn
val
Glu
Lys
340
Thr
Thr
Glu

Leu

Lys

Thr
Ser
B85

Ser
Ile
Pro
Gly
ASn
165
Gln
Ser
Ser
Thr
Ser
245
ATg
Pro
Ala
val
Tyr
325
Thr
Leu
Cys
Ser
Asp

405

Ser

Ile
70

Leu
Ser
Leu
Leu
Cys
150
ser
ser
ser
Asn
His
230
val
Thr
Glu
Lys
ser
310
Lys
Ile
Pro
Leu
Asn
390

ser

Arg

sear
Arg
Gly
val
Ala
135
Leu
Gly
ser
Leu
Thr
215
Thr
Phe
Pro
val
Thr
295
val
Cys
Sar
Fro
val
375
Gly

Asp

Trp

Arg
Asp
Trp
Thr
120
Pro
val
Ala
Gly
Gly
200
LyS
Cys
lL.eu
Glu
Lys
280
LyS
Leu
l.ys
Lys
ser
360
Lys
GIn

Gly

Gln

02~1240.5T25

Asp Asn Ala Lys
75

Glu
His
105
val

Ser
Lys
Leu
Leu
185
Thr
val

Pro
Phe
val

265
Phe
Pro
Thr
val

Ala
345
Arg
Gly
Pro

Ser

Gln

ASp
90

val
Ser
Sep
Asp
Thr
170
Tyr
Gln
ASp
Pro
Pro
250
Thr
Asn
Arg
val
ser
330
Lys
Asp
Phe
Giu
Phe

410
Gly

Thr Ala
Ser Asp
ser Ala

Lys Ser
140

Tyr Phe
155

ser Gly
Ser Leu
Thr Tyr

Lys Lys
220

Cys Pro
235

Pro Lys
Cys val
Trp Tyr

Glu Glu
300

Ley His
315

Asn Lys
Gly Gln
Glu Leu
Tyr Pro

380

Asn Asn
395

Phe Leu

Asn val

Page 20

Asn
Met
Tyr
Ser
125
Thr
Pro
val
ser
Ile
205
val
Ala
Pro
va'l
val
285
Gln
Glin
Ala
Pro
Thr
365
Ser
Tyr

TYr

Phe

ser
Tynr
Phe
110
Thr
ser
Glu
His
Ser
190
Cys
Glu
Pro
Lys
val
270
Asp
Tyr
Asp
Leu
Arg
350
Lys
Asp
Lys

Ser

Sar

Leu
TYr
a5

AsSp
Lys
Gly
Pro
Thr
175
val
Asn
Pro
Glu
AsSp
255
AsSp
Gly
Asn
Trp
Pro
335
Glu
AsSh
Ile
Thr
Lys

415
Cys

Tyr
80

Cys
Tyr
Gly
Gly
val
160
Fhe
val
val
Lys
Leu
240
Thr
va'l
val
ser
Leu
320
Pro
Gln
Ala
Thr
400

L.au

Ser



02-1240.5T25
420 425 430

val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser lLeu Ser
435 440 445

Leu Ser Pro Gly Lys
450

210> 42
<211s> 450
<212> PRT

<213> Homo sapiens

<400> 42

Glu val Gin Leu val Glu Ser Gly Gly Gly Leu val G1In Pro Gly Gly

ser Leu Arg Leu Ser Cys Ala Ala ggr Gly Phe Thr Leu Agg Ser Tyr
20 3

Ser Met Asn Trp val Arg G1n Ala Pro Gly Lys Gly Leu Glu Trp val
35 40 45

ser E%r Ile Ser Arg Ser Ser His Thr Ile Phe T5r Ala Asp Ser val
55 6

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr
65 70 75 80

Leu GIn Met Asp ggr Leu Arg Asp Glu gap Thr Ala Met Tyr Tyr Cys
95

Ala arg val Tyr Ser Ser Gly Trp His val Ser Asp Tyr Phe Asp Tyr
100 105 110

Trp Gly Gin Gly Ile Leu val Thr val Ser Ser aAla Ser Thr Lys Gly
115 120 125

Pro ser val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr ser Glu Ser
130 135 140

Thr Ala Ala Leu Gly Cys Leu val Lys asp Tyr phe Pro G¢Tu Pro val
145 150 155 160

Thr val Ser Trp Asn Ser Gly Ala Leu Thr ser Gly val His Thr Fhe
165 170 175

Pro Ala val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser val val
180 185 190

Thr val Pro Ser Ser Ser Leu Gly Thr Lys Thr Tyr Thr cys Asn val
195 200 205

Asp His Lys Pro Ser Asn Thr Lys val Asp Lys Arg val Glu Ser Lys
210 215 220

Tyr Gly Pro Pro Cys Pro Ser Cys Pro Ala Pro Glu Phe Leu Gly Gly
225 230 235 240

Pro Ser val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile
245 250 255

Page 21



ser
Asp
ASn
val
305
Glu
Lys
Thr
Thr
Glu
385
Leu
Lys

Gly

Gly

Arg
Pro
Ala
290
val
Tyr
Thr
Leu
Cys
370
ser
ASp

Ser

Ala

450

<210>
<211>

<212>
<213>

<400

Glu

ser

Ser

ser

Lys

65

Leu

val
Leu
Met
Tyr
50

Gly

Gln

Thr
Glu
275
Lys
ser
Lys
Ite
Pro
355
Leu
Asn
ser
Arg
Leu

435

43
499
PRT

Homo

43
Gin
Arg
ASN
35
Ile

Arg

Met

PFro
260
val
Thr
val
Cys
ser
340
Pro
val
Gly
Asp
Trp

420

His

Glu
Gln
Lys
Leu
Lys
325
Lys
ser
Lys
Gln
Gly
405

GlIn

ASn

sapiens

Leu
Leu
20

Trp
ser

Phe

ASp

val

Ser

val

APrg

Thr

ser
85

val
Phe
Pro
Thr
310
val
Ala
Gin
Gly
Pro
390
Ser

Glu

His

Glu
Cys
Arg
Ser
Ile

70

Leu

Thr
Asn
Arg
295
val
ser
Lys
Glu
Phe
375
Glu
Phe

Gly

Tyr

Ser
Ala
Gin
ser
55

ser

Arg

Cys
Trp
280
GTu
Leu
Asnh
Gly
Gly
360
Tyr
Asn
Phe

Asn

Thr
440

Gly
Ala
Ala
40

His
Arg

Asp

02-1240.5T25
val val val asp

265

Tyr val Asp Gly

Glu
His
Lys
GlIn
345
Met
Pro
Asn
Leu
val

425

Gln

Gly
Ser
25

Pro
Thr

Asp

Glu

Gln
Gln
Gly
330
Pro
Thr
Ser
Tyr
Tyr
410

Phe

Lys

Gly
10

Gly
Gly
Ile

Ash

ASD

Page 22

Phe
Asp
315
Leu
Arg
Lys
Asp
Lys
395
ser

Ser

Ser

Leu
Phe
Lys
Phe
Ala

75

Thr

Asn
300
Trp
Pra
Gtu
Asn
Ile
380
Thr
Arg

Cys

Leu

val
Thr
Gly
Tyr
60

Lys

Ala

val
val
285
Ser
Leu
Ser
Pro
Gin
365
Ala
Thr
Leu

Ser

Ser
445

Gln
Leu
Leu
45

Ala

AsSn

Met

ser
270
Glu
Thr
Asn
ser
Gln
350
val
val
Pro
Thr
val

430

Leu

Pro
Arg
30

Glu
Asp

ser

Tyr

Gln
val
Tyr
Gly
Ile
335
val
Ser
Glu
Pro
val
415

Met

Ser

Gly
15

ser
Trp
Ser

Leu

Tyr

Glu
His
Arg
Lys
320
Glu
Tyr
Leu
Trp
val
400
Asp
His

Leu

Gly
Tyr
val
val
Tyr
80

cys



Ala
Trp
Pro
Thr
145
Thr
Pro
Thr
Asn
Thr
225
Lys
ser
Cys
Gly
Met
305
His
va)
Phe
Gly
Ile
385
val
ser

Glu

Pro

Arg
Gly
ser
130
Ala
val
Ala
val
His
210
Pro
ser
Cys
ASp
Gly
290
Ile
Glu
His
Arg
Lys
370
Gglu
Tyr
Leu

Trp

Met

val
Gln
115
val
Ala
Ser
val
Pro
195
Lys
Leu
Cys
Asp
Thr
275
Pro
ser
ASp
ASn
val
355
Glu
LYS
Thr
Thr
Glu

435

Leu

Tyr
100
Gly
Phe
Leu
Trp
Leu
180
ser
Pro
Gly
Asp
Thr
260
Pro
Ser
Arg
Pro
Ala
340
val
TYr
Thr
Lew
Cys
420
sSer

Asp

Ser
Ile
Pro
Gly
Asnh
165
Gin
Ser
Ser
Asp
Thr
245
Pro
Pro
val
Thr
Glu
325
LyS
ser
Lys
Ile
Pro
405
Leu

5er

sar

ser
Leu
Leu
Cys
150
ser
Ser
S5er
Ash
Thr
230
Pro
Pro
Pro
Phe
Pro
310
val
Thr
val
Cys
Ser
390
Pro
val

Gly

Asp

Gly
val
Ala
135
Leu
Gly
Sar
Leu
Thr
215
Thr
Pro
Pro
Cys
Leu
295
Glu
Ggin
LyS
Leu
Lys
375
Lys
ser
Lys

Gln

Gly

Trp
Thr
120
Pro
val
ala
Gly
Gly
200
Lys
His
Pro
Cys
Pro
280
Phe
val
Pha
Pro
Thr
360
val
Thr
Arg
Gly
Pro

440

Ser

02-1240.5725

His val Ser Asp

105

val
Cys
Lys
Leu
Leu
185
Thr
val
Thr
Cys
Pro
265
Arg
Pro
Thr
Lys
Arg
345
val
Ser
Lys
Glu
Phe
425

Glu

Phe

5er
ser
Asp
Thr
170
Tyr
Gln
Asp
Cys
Pro
250
Arg
Cys
Pro
Cys
Trp
330
Glu
Leu
Asn
Gly
Glu
410
Tyr

Asn

Phe

Ser
Arg
Tyr
155
Ser
ser
Thr
Lys
Pro
235
Arg
Cys
Pro
Lys
val
315
Ty
Glu
His
Lys
Gln
395
Met
Pro

Asn

Lel

Ala
sSer
140
Phe
Gly
Lelu
Tyr
Arg
220
Arg
Cys
Pro
Ala
Pro
300
val
val
Gln
Gln
Ata
380
Frag
Thr
Ser

Tyr

Tyr

Page 23

Tvr
ser
125
Thr
Pro
val
Ser
Thr
205
val
Cys
Pro

Glu

Pro
285

Lys
val
Asp
Phe
Asp
365
Leu
Arg
Lys
Asp
Asn

445

Ser

Phe
110
Thr
ser
Glu
His
Ser
190
Cys
Glu
Pro
Gy
Pro
270
Glu
Asp
Asp
Gly
Asn
350
Trp
Pro
Glu
Asn
Ile
430

Thr

Lys

Asp
Lys
Gly
Pro
Thr
175
val
Asn
Ley
Glu
Pro
255
Lys
Leu
Thr
val
val
335
Ser
Leu
Ala
Pro
Gln
415
Ala

Thr

Leu

Tyr
Gly
Gly
val
160
Phe
val
val
Lys
Pro
240
Lys
ser
Leu
Leu
Ser
320
Glu
Thr
Asn
Pro
Gln
400
val
val

Pro

Thr



450

val Asp Lys

465

Met His Glu

ser Pro Gly

<210>
<211~

<212>
<213>

<400

44
214
PRT

Homo

44

Ala Ile GIn

1

Asp
Leu
Tvr
ser
65

Glu
Thr
Pro
Thr
Lys
145
Glu
ser

Ala

Phe

Arg
Ala
Asp
50

Gly
Asp
Phe
ser
Ala
130
val
Ser
Thr

Cys

Asn
210

val
Trp
35

Ala
ser
Phe
Gly
val
115
ser
Gln
val
Leu
Glu

195
Arg

<210> 45
<21l> 5§

455

02-1240.5T25

460

Ser Arg Trp GIn GIn Gly Asn Ile Phe Ser Cys Ser val

470

475

480

Ala Leu His Asn Arg Phe Thr Gln Lys Sar Leu Ser Leu

485

sapiens

Leu
Thr
20

Tyr
ser
Gly
Ala
Gly
100
Phe
val
Trp
Thr
Thr
180

val

Gly

Thr
Ile
Glin
Ser
Thr
Thr
85

Gly
Ile
val
Lys
Glu
165
Leu

Thr

Glu

Gln
Thr
GIn
Leu
Asp
70

Tyr
Thr
Phe
Cys
val
150
Gln
ser
His

Cys

ser
Cys
Lys
Glu
55

Phe
Tyr
Lys
Pro
Leu
135
Asp
Asp

Lys

Gln

Pro
Arg
Pro
40

ser
Thr
Cys
val
Pro
120
Leu
Asn
Ser

Ala

Gly

ser
Ala
25

Gly
Gly
Leu
Gln
Glu
105
ser
ASnN
aAla
Lys
Asp

185

Leu

490

ser
10

ser
Lys
val
Thr
Gln
90

ITe
Asp
Ash
Leu
Asp
170

Tyr

Ser

Lteu
Gln
Ala
Pro
Ile
75

Phe
LyS
Glu
Phe
Gln
155
ser

Glu

ser

Ser
Gly
Pro
ser
60

ser
Asn
Arg
Gln
Tyr
140
ser
Thr

Lys

Pro

Page 24

Ala
iTe
LYyS
45

Arg
Ser
ser
Thr
Leu
125
Bro
Gly
Tyr
His

val
205

ser
ser
30

Lely
Phe
Ley
Tyr
val
110
LysS
Arg
Asn
ser
Lys

190

Thr

495

val
15

ser
Leu
ser
Gln
Pro
g5

Ala
ser
Glu
ser
Leu
175

val

Lys

Gly

Ala

Gly
Pro
80

Leu
Ala
Gly
Ala
Gin
160
sar

Tyr

Ser



212>
<213>

<400

PRT

Homo

45

ghe Phe Glu

<210>
<211>
<21l2>
<213>

<400>

46
9
PRT

Homo

46

ser Ser ser
1

<210
«211>
<212
<213>

<400>

47
5
PRT

Homo

47

His Trp Ash

1

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

<400

48
12
PRT

Homo

48

isn ser val

<210
<211>
<212>
<213>

<400

49
7
PRT

Homo

49

sapiens

Thr Lys
5

saptens

His Pro
5

sapiens

ser Tyr
5

sapiens

Glu Lys
5

sapiens

02-1240.5725

Ile Phe His Arg

GIn Tyr Phe phe §8u Thr Lys

Page 25



02-1240.5T25
ier Arg Lys Ala gaT Arg Arg

<210> 50
<211l §
<212> PRT

<213> Homo sapiens

<400> 50

Glu val Met val Leu
1 S5

<210> 51
<211> 25
<212> PRT

<213> Homo sapiens

<400> 51

ser Ser ser His Pro Ile Phe His Arg Gly Glu Phe Ser val Cys Asp
1 5 10 15

Ser val Ser val Trp val Gly Asp Lys
20 25

<210>= 5§52
<211> 20
<212> PRT

<213> Homo sapiens

<400> 52

GIn Ala Ala Trp Arg Phe Ile Arg Ile Asp Thr Ala Cys val cys val
1 3 10 15

Leu Ser Arg Lys

<210> 53
<211> 14
<Z212> PRT

<213> Homo sapiens

<400> 53

Ser Ser His Pro Ile Phe His Arg Gly Glu Phe Ser val Cys
Page 26



02-1240.57125
10

<210> 54
<211> 8
<212> PRT

<213> Homo sapiens

<400> 54

ser Ser His Pro ITe Phe His Arg
1 5

<210> 55
<211> 6
<212> PRT

<213> Honmo sapiens

<400> 55

Gly Glu Phe ser ga1 Cys
1

<210> 56
<211> 15
<212> PRT

<213> Homo sapiens

<400> 56

ser Ser Ser His Pro Ile Phe His Arg Gly Glu Phe Ser val Cys
1 5 10 15
<210> 57

<211> 16

<212> PRT

<213> Homo sapiens

<400> 57

Ile Phe His Arg Gly Glu phe Ser val gga Asp Ser val Ser ¥?1 Cys
1 5

<210> 58
<211> 16

«212> PRT

Page 27



_ 02-1240.5T125
<213> Homo sapiens

<400> 58

1
<210= 59
<211> 16

Glu Phe ser val Ala Asp Ser val ser XST Trp val Gly Asp Lys Cys
5 15

<212> PRT

<213> Homo sapiens

<400> 59

Asp Ser val Ser val Trp val Gly Asp Lys Thr Thr Ala Thr Asp Cys
1 5 10 15

<210> 60
<211> 16
<212> PRT

<213> Homo sapiens

<400> 60

Trp val Gly Asp Lys Thr Thr Ala Thr Asp Ile Lys Gly Lys Glu Cys
1 5 10 15

<210> 61
<211> 16
<212> PRT

<213> Homo sapiens

<400> 61
Thr Thr Ala Thr Asp Ile Lys Gly Lys Glu val Met val Leu Gly Cys
1 5 10 15

<210> 62
<211> 15
<212> PRT

<213> Homo sapiens

<400> &2

Ile Lys Gly Lys Glu val Met val Leu Gly Glu val Asn Ile Asn
i 5 10 15
Page 28



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

<400>

63
16
PRT

Hormo

63

val Met val

1

<210>
<211
<212>
<213>

<400>

64
16
PRT

Homo

64

Glu val Asn

1

<210
<211>
<212>
«<213>

<400>

65
16
PRT

Homo

65

Asn Ser val

1

<210>
<211>
<212>
<213

<400>

6o
16
PRT

Homo

66

Gln Tyr Phe
1

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

67
16
PRT

Homo

02-1240.5T25

sapiens

teu Gly Glu val Asn Ile Asn Asn Ser val Phe Lys Cys
5 10 15

sapiens

Ile Asn Asn Ser val Phe Lys Gin Tyr Phe Phe Glu Cys
5 190 15

sapiens

Phe Lys GIn Tyr phe Phe géu Thr Lys Ala Arg Asp Cys
5 15

sapiens

Phe Glu Thr Lys Ala Arg Asp Pro Asnh Pro val Asp Cys
5 10 15

sapiens
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<400>

67

Ihr Lys Ala

<210>
<211-
<212>
<213

<400>

68
16
PRT

Homo

68

Prg Asn Pro
1

<210>
<211>
«212>
<213

<400>

69
15
PRT

Homo

69

ser Gly Ala
1

<210>
<211>
«212>
<213>

<400>

70
16
PRT

Homo

70

Ile Asp Ser
1

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

<400>

71
16
PRT

Homo

71

Trp Asn Ser
1

02-1240.5T25

Arg Asp Pro Asn Pro val Asp Ser Gly Ala Arg Asp Cys
5 10 15

sapiens

val §5p ser Gly Ala Arg égp Ile Asp Ser Lys His Cys
15

sapiens

Arg Asp ITe Asp Ser Lys His Trp Asn Ser Tyr Cys
5 10 15

sapiens

Lys His Trp Asn Ser Tyr Ala Thr Thr Thr His Thr Cys
5 10 15

sapiens

Tyr ?1a Thr Thr Thr His Ihr Phe val Lys Ala Leu Cys
15
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<210>
<211>
<212>
«213>

<400>

72
i6
PRT

Homo

72

Ihr Thr Thr

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

<400>

73
16
PRT

Homo

73

Phe vai Lys
1

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

<400

74
16
PRT

Homo

74

Thr Met Asp
1

<210
<211>
<212>
<213>

<400>

75
15
PRT

Homao

75

gln Ala Ala
1

<210>
<211>
<212
<213>

76
16
PRT

Homo

02-1240.8T25

sapiens

His Thr Phe val Lys Ala LSu Thr Met Asp Gly &gs Cys
5 1

sapiens

Ala Leu Thr Met Asp Gly Lys GlIn Ala Ala Trp Arg Cys
3 10 15

sapiens

Gly Lys GIn Ala Ala Trp Arg Phe Ile Arg Ile Asp Cys
5 10 15

sapiens

Trp Arg Phe Ile Arg ITe Asp Thr Ala Ala val Cys
5 10 15

sapiens
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<400> 76

Phe Ile Arg
i

«210> 77
<211> 16
<212> PRT

<213> Homo

<400> 77

Thr Ala Ala
1

<210> 78
<211> 15
<212> PRT

<213> Homo

<400> 78

Cys Ala Ala
1

<210> 79
<211> 125
<212> PRT

<213> homo

<400> 79

glu val G1n
1

Ser Leu Lys
Trp Ile Gly
35

Gly Ile 1ile
50

GIn Gly Gln
65

Leu Gin Trp

Ala Arg Asn

02-1240.5T25

Ile Asp Thr Ala ala val Ala val Leu Ser Arg Lys Cys
5 10 15

sapiens

val

Ala

sapiens

val

Ala
5

sapien

Ley
Ile
20

Trp
Tyr
val

S5er

Tyr

val

Ser

val

Pro

Thr

ser

85

Tyr

val Leu Ser Arg Lys Ala val Arg Arg Ala Cys
10 15

val Leu Ser Arg Lys Ala val Arg aArg Ala
10 15

Gln
Cys
Arg
Gly
Ile
70

Leu

Gly

ser
Lys
Gln
Asp
55

sar

Lys

ser

Gly
Gly
Met
40

ser
Ala

Ala

Gly

Ala
ser
25

Pro
Asp
ASp

ser

Thr

Glu val Lys
10

Gly Tyr Asn
Gly Lys Gly
Thr Lys Tyr

60

Lys Ser Tle
Y 75

Asp Thr Ala
a0

Tyr Tyr Tyr
Page 32

LYys
Phe
Leu
45

Ser
ser

Met

Tyr

Pro
Thr
30

Glu
Pro
Thr

Tyr

Tyr

Gly
15

Thr
Trp
Ser
Ala
Tyr
a5

Gly

Glu
Tyr
Met
Phe
Tyr
80

cys

Met



02-1240.8725

100 105 110
Asn val Trp Gly Gln Gly Thr Thr val Thr val Sser Ser
115 120 125
<210> 80
<211> 107
<212> PRT

<213> homo sapien

<400> B8O

Asp Ile GIn Met Thr GTn Ser Pro Ser Ser val Ser Ala Ser val Gly

1

Asp Arg val Thr Ile Thr Cys Arg Ala Ser Gln Giy Ile Ser Ile Trp
20 25 30

Leu Ala Trp Tyr GIn His Lys Zgo Gly Lys Ala Pro Lys Leu Leu Ile
35 45

Tyr Ala Ala Ser Ser Leu GIn Ser Gly val Pro Ser Arg pPhe Ser Gly
50 55 60

ser Gly Ser Gly Thr Asp Phe Thr Leu Thr ITe Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys GIn GIn Ala Asn Ser Phe Pro Trp
85 Q0 a5

Thr phe Gly GIn Gly Thr Lys val Glu Ile Lys
100 105

<210> 81
<211> 127
<212> PRT

<213> homo sapien

<400> 81

Glu val GIn Leu val Glu Ser Gly Gly Gly Leu val GIn Pro Gly Arg
1 5 10 15

ser Leu Arg Eeu Ser Cys Thr Ala ggr Gly Phe Thr phe Glu Asp Tyr
0 30

Ala Met His Trp val Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp val
35 40 45

Ser §8y ITe ser Trp Asn Agg Gly Ile Ile Gly Tyr Ala Asp Ser val
5 60

Lys Gly Arg Phe Thr val Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr
65 70 75 80

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Leu Tyr Tyr Cys
85 90 95
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Ala Lys Glu

val Met Asp
115

<210> 82
<211> 108
<212> PRT

<213> homo

<400> 82
Glu Ile val
1

Glu Arg Ala

Phe Leu Ala
35

Ile Tyr Gly
50

Gly ser Gly
65

Pro Glu Asp
Tyr Thr phe

<210> 83

<211> 127
<212> PRT
<213> homo

<400> 83

Glu val G1In
1
Ser Leu Arg

Ala Met His
35
ser Gly Ile
50
Lys Gly Arg
65

Leu GIn Met

02-1240,5725
Gly Tyr Tyr Gly Ser Gly Arg Pro Gly Tyr Phe Tyr Tyr
100 105 110

val Trp Gly GIn Gly Thr Thr val Thr val Ser Ser
120 125

sapien

Lteu Thr GIn Ser Pro Gly Thr teu Ser Leu Ser Pro Gly
Thr Leu Ser Cys Arg Ala Ser Gln Ser val Ser Ser Gly
20 25 30

Trp Phe GIn G1n kgs Pro Gly Gln Ala Pgo Arg Leu Leu
4

Ala ser Ser %Eg Ala Thr Ala Ile Ero Asp Arg Phe Ser
0

Ser Gly Thr Asp pPhe Thr Leu Thr Ile Ser Arg Leu Glu
70 75 80

Phe Ala val Tyr Tyr Cys GIn GIn Tyr Gly Ser Ser Pro
85 90 a5

Gly ain Gly Thr Lys Leu Glu Ile Lys
100 105

sapien

Leu val Glu ser Gly Gly Gly Leu val Gln Pro Gly Arg

Leu Ser Cys Ala Ala Ser Gly Phe Ile Phe Asp Asp Tyr
20 25 30

Trp val Arg GlIn ﬁaa Pro Gly Lys Gly Leu Glu Trp val
45

Ser Trp Asn grg Gly Ile Ile Gly Egr Ala Gly ser val
5

Phe Thr ITe Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr
70 75 80

Asn Ser Leu Arg Ala Glu Asp Thr Ala Leu Tyr Tyr Cys
85 90 95
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val Lys Glu
val Met Asp
. 115
<210> B84
<211> 108
<212> PRT

<213> homo

<400> B4

Glu Tle val
1
Glu Arg Ala

Tyr Leu Ala
35

Ile Tyr val
50

Gly ser Gly

65

Pro Glu Asp

Tyr Thr Phe

<210> 85

<211> 121
«212> PRT
<213> homo

<400> 85

Glu val GlIn
1

Ser Leu Arg

Ala Met His
35

ser Gly Ile
50

Lys Gly Arg
65

Leu Gln Met

02-1240.5T25
Gly Tyr Tyr Gly ser Gly Arg Pro Gly Tyr Phe Tyr Tyr
100 105 110

val Trp Gly Gln Gly Thr Thr val Thr val Ser Ser
120 125

sapien

Ley Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
Thr Leu ser Cys Arg Ala Ser Gln Ser val Ser Ser Ser
20 25 30

Trp Tyr 6in Gln k%s Pro Gly Gln Ala Pro Arg Leu Leu
45

Ala ser ser ?Eg Ala Thr Gly Ile EBO Asp Arg Phe Ser

ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Arg Leu Glu
70 75 BO

Phe Ala val Tyr Tyr Cys Gln GIn Tyr Gly Ser Ser Pro
&5 90 95

Gly Gln Gly Thr Lys Leu Glu Ile Lys
100 1035

sapien

Leu val Glu Ser Gly Gly Gly Leu val Gln Pro Gly Arg
Leu Ser Cys Ala Ala Ser Gly Phe Ile Phe Asp Asp Tyr
20 25 30

Trp val Arg GIn Ala Pro Gly Lys Gly hgu Glu Trp val
40

Thr Trp Asn §§r Gly Ile Leu Gly E5r Ala Asp Ser val

Phe Thr Ile Ser Arg Asp Asp Ala Lys Ash Ser Leu Tyr
70 75 80

Asn Ser Leu Arg Ala Glu Asp Thr Ala Leu Tyr Tyr Cys
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ala Lys Glu

GIn Gly Thr
115

<213> 86
<211> 107
<212> PRT

<213> homo

<400> 86
Glu Ile val
1

Glu Arg Ala

Tyr Leu Ala
35

Ile Tyr Gly
50

Gly Ser Gly

65

Pro Glu Asp

Thr pPhe Gly

<210> 87
<211> 124
<212> PRT

<213> homo

<400> 87

Glu val Gin
1
Ser Leu Arg

Gly Met Asn
35

ser Asp Ile
50

Lys Gly Arg
635

85

Glu Gly Ser Gly Arg T

100

02-1240.5725
90

10

Leu val Thr val Ser Ser
120

sapien

Leu Thr

Thr Leu
20

Trp Tyr
Ala ser
ser Gly
Phe Ala

85

GIn Gly
100

sapien

teu val
5

Leu Ser
20

Trp val
Asn Trp

Phe Thr

Gin
Ser
Gin
ser
Thr
70

val

Thr

Glu

cys

Arg

Asn

Ile
70

ser
Cys
Gln
Arg
55

Asp

Tyr

Lys

ser
Ala
Gln
Gly

35

ser

Pro
Arg
Lys
40

Ala
Phe

Tyr

Leu

Gy
Ala
Ala
40

Gly

Arg

Gly
Ala
25

Pro
Thr
Thr

Cys

Glu
105

Gly
Ser
25

Pro

ser

Asp

Thr
10

ser
Gly
Gly
Leu
Gln

90
Ile

Gly
10

Gly
Gly

Thr

Asn

Leu
GIn
GTn
Ile
Thr
75

Glo

Lys

val
Phe
Lys
Gly

Ala
75

Ser
Ser
Ala
Pro
60

Ile

Tyr

val
Thr
Gly
Tyr
60

Lys

page 36

Lau
val
Pro
45

ASD

ser

Gly

Arg
Phe
Leu
45

Ala

Asn

ser
Ser
30

Arg
Arg

Arg

ser

Pro
Asp
30

Glu

ASp

ser

95

Pro
15

Ser
Leu
Phe

Leu

sar
95

Gly
15

Asp
Trp

Ser

Leu

yr Tyr Asn Phe Asp Tyr Trp Gly
5 110

Gly
Ser
Leu
Ser
Glu

80

Tyr

Gly

Tyr

val

val

Tyr
80



02-1240.5725
Leu GIn Met Asn ggr Leu Arg Ala Glu Sap Thr Ala Leu Tyr Tyr Cys
95

Ala Arg Glu GIn Trp Leu Asp Pro Tyr Tyr Tyr Tyr Tyr Gly Met Asp
10

100 105 1
val Trp Elg Gln Gly Thr Thr ggg Thr val ser Ser
<210> 88
<211> 107
<212> PRT

<213> homo sapien

<400> B8

?sp ITe GIn Met Thr Gin Ser Pro Ser Ser Leu Ser Ala ser val Gly

Asp Arg val Egr Ile Thr Cys Arg g}a ser Gln Gly Ile Ser Ser Trp
30

Leu Ala Trp Tyr GIn Gln Lys Pro Glu Lys Ala Pro Lys Ser Leu Ile
35 40 45

Tyr Ala Ala Ser Ser Leu GIn Ser Gly val Pro Ser Arg Phe Ser Gly
50 55 60

ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala Egr Tyr Tyr Cys GIn gén TYr Asn Ser Tyr Pro Trp
95

Thr Phe Gly Gin Gly Thr Lys val Glu Ile Lys
100 105

<210> B89
<211> 107
<212> PRT

<213> homo sapien

<400> 89

Glu Ile val Lew Thr &1n Ser Pro Ala Thr Leu Ser teu Ser Pro Gly
1 5 10 15

Glu Arg Ala ;Er Leu ser Cys Arg Ala Ser GIn Gly val Ser Ser Tyr
25 30

Leu Ala Trp Tyr Gin GIn Lys Pro Gly Gin Ala Pro Arg Leu Leu Ile
35 40 45

Tyr Asp Ala Ser Asn Arg Ala Thr Gly Ile Pro Ala Arg Phe Ser Gly
50 55 60

ser Gly Pro Gly Thr Asp phe Thr Leu Thr Ile Ser Ser teu Glu Pro
65 70 75 80
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(02-1240.5T25
Glu Asp Phe Ala val Tyr Tyr Cys Gln Gin Arg Ser Asn Trp His Arg
85 90 95
Thr Phe Gly Gln Gly Thr Lys val Glu ILle Lys
100 105

«210> 90

<211> 108

<212> PRT

<213> homo sapien

<400> 90

Glu ITe val Leu Thr GlIn Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser GIn Ser val Ser Ser Ser
20 25 30

Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly GIn Ala Pro Arg Leu Leu
35 40 45

Ile Tyr Gly Ala Ser Ser Arg Ala Thr Gly Ile Pro Asp Arg Phe Ser
50 55 60

Gly Ser Gly Ser Gly Thr Gly Phe Thr Leu Thr Ile Ser Ser Leu Glu
65 70 75 80

Pro Glu Asp Phe Ala val Tyr Tyr Cys Gin Gin Tyr Asn Ser Tyr Pro
85 90 95

Trp Thr Phe Gly GIn Gly Thr Lys val Glu Ile Lys
100 105

«210> 91
<211> 107
<212> PRT

<213> homo sapien

<400> 91

Glu Ile val Leu Thr Gln Ser Pro Ala Thr Leu Ser ieu Ser Pro Gly

1

G1lu Arg Ala Thr Leu Ser Cys Arg é}a Ser Gln Ser val ggr Ser Tyr
20

Leu Ala Trp Tyr GIn GIn Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile
35 40 45

Tyr Asp Ala Ser Asn Arg é}a Thr Gly I1e Pro gga Arg Phe Ser Gly
50

ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
65 70 75 80

Glu Asp Phe Ala val Tyr Tyr Cys GlIn GIn Arg Ser Asn Trp Pro Trp
rage 38



Thr Phe Gly

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

<400>

92
5
PRT

homo

92

Thr Tyr Trp
1

<210>
<211>
<212>
«213>

<400>

93
17
PRT

homo

93

ITe Ile Tyr
1

Gly

<210
<211>
<212>
<213>

<400

94
16
PRT

homo

94

Asn Tyr Tyr
1

<210>
«211>
<212>
<213>

<400

95
11
PRT

homo

95

Arg Ala ser
1

02-3240.5T25
85 a0 95

GIn Gly Thr Lys val Glu Ile Lys
100 105

sapien

Ile Gly
5

sapien

Pro giy ASp Ser Asp Thr i%s Tyr Ser Pro Ser Phe Gln

15

sapien

Gly ser Gly Thr Tyr Tyr Tyr Tyr Tyr Gly Met Asn val
5 10 15

sapien

GIn Gly Ile ser Ile Trp Leu Ala
5 10
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02-1240.5T25
<210> 96

<211> 7
<212> PRT

<213> homo sapien

<400> 96

Ala ala Ser 5er %eu GIn Ser
1

<210> 97
<211> 9
<212> PRT

<213> homo sapien

<400> 97

GIn Gln Ala Asn Ser Phe Pro Trp Thr
1 5

<210> 98
<211> 5
<212> PRT

<213> homo sapien

<400> 98

Asp Tyr Ala Met His
1 5

<210> 99
<211> 17
<212> PRT

<213> homo sapien

<400> 99

Gly Ile Ser Trp Ash Arg Gly Ile Ile Gly Tyr Ala Asp Ser val Lys
1 5 10 15
Gly

<Z210> 100
<211> 17

<212> PRT
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02-1240.5725

<213> homo sapien

<400> 100
Gly Tyr Tyr Gly Eer Gly Arg Pro Gly Igr Phe Tyr Tyr val ?gt Asp
1

val

<210> 101
<211> 12
<212> PRT

<213> homo sapien

<400> 101

Arg Ala ser Gln Ser val Ser Ser Gly ige Lteu Ala
1 5

<210> 102
<211> 7
<212» PRT

<213> homo sapien

<400> 102

§1y Ala ser Ser ?rg Ala Thr

<210> 103
<21ll> 9
<212> PRT

<213> homo sapien

<400> 103
Gin GIn Tyr Gly Ser Ser Pro Tyr Thr
1 5

<210> 104
«211> 5
<212> PRT

<213> homo sapien
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02-1240.5T25
<4Q0> 104

Asp Tyr Ala Met His
1 5

<210> 105
<211> 17
<212> PRT

<213> homo sapien

<400> 105
Gly Ile ser Trp Asn Arg Gly Ile Ile Gly Tyr Ala Gly Ser val Lys
1 5 10 15

Gly

<210> 106
<211> 17
<212> PRT

<213> homo sapien

<400> 106
gTy Tyr Tyr Gly ger Gly Arg Pro Gly g%r Phe Tyr Tyr val Met Asp
15

val

<210> 107
<21l1> 12
<212> PRT

<213> homo sapien

<400> 107

Arg Ala Ser GIn ger val ser Ser Ser I%r Leu ala
1

<210> 108
<211 7
<212> PRT

<213> homo sapien

<400> 108
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val Ala ser
1

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

<400

109
9
PRT

homo

109

GIn Gln Tyr
1

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

<400>

110
5
PRT

homo

110

Asp Tyr Ala
1

<210
<211>
<212>
<213>

<400

i1
17
PRT

homo

111

Gly Ile Thr
i

Gly

<210
<211>
<212>
«213>

<400

112
11
PRT

homo

112

Glu Gly ser
1

«210>

113

02-1240.57125
Ser Arg Ala Thr
3

sapien

Gly Ser Ser Pro Tyr Thr
5

sapien

Met His
5

sapien

Trp ?sn ser Gly Ile Leu g%y Tyr Ala Asp Ser val Lys
15

sapien

Gly ?rg Tyr Tyr Asn Phe égp Tyr
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02-1240.5T25
<211> 12

«<212> PRT

<213> homo sapien

<400> 113

Arg Ala ser GIn ger val ser Ser Ser Tyr Leu Ala
1 10

<210> 114
<211> 7
<212> PRT

<213> homa sapien

<400> 114
Gly Ala Ser Ser ?rg Ala Thr
1

<210> 115
<21i> 8
<212> PRT

<213> homo sapien

<400> 115
Gln Gln Tyr Gly Ser Ser Tyr Thr
1 5

<210> 116
<211> 5§
<212> PRT

<213> hono sapien

<400> 116

AsSp Tyr Gly Met Asn
1 5
<210> 117

<211> 17

<212> PRT

<213> homo sapien
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02-1240.5725
<400> 117

Asp Ile Asn Trp Asn Gly Gly Ser Thr Gly Tyr ala Asp Ser val Lys
1 5 10 15
Gly

<210> 118
<211> 15
<212> PRT

<213> homo sapien

<400> 118

Glu GIn Trp Leu Asp Pro Tyr Tyr Tyr Tyr Tyr Gly Met Asp val
1 5 10 15

«210> 119
<21> 11
<212> PRT

<213> homo sapien

<400> 119

?rg Ala Ser GIn Gly Ile Ser Ser Trp Leu Ala
5 10

<210> 120
<Z211> 7
<212> PRT

<213> homo sapien

<400> 120

?1a Ala Ser Ser Leu Gln Ser
5

<210> 121
<211> 9
<212> PRT

<213> homo sapien

<400> 121

$1n Gln Tyr Asn Ser Tyr Pro Trp Thr
5
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<210>
<211l
<212>
<213>

<400

122
11
PRT

homa

122

Arg Ala Ser

1

<210>
<211>
«212>
<213>

<400>

123
7
PRT

homo

123

Asp Ala Ser

1

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

<400>

124
9
PRT

homo

124

Gln GIn Arg
1

<210>
<211
212>
<213>

<400>

125
12
PRT

homo

125

Arg Ala ser
1

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

126
7
PRT

home

02-1240,5T125

sapien

GIn Gly val ser Ser Tyr Leu Ala
5 10

sapien

Asn Arg Ala Thr
5

sapien

ser Asn Trp His Arg Thr
5

sapien

Gln Ser val Ser Ser Ser Tyr Leu Ala
5 10

sapien
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02-1240,5T125

<400> 126

Gly Ala Ser Ser ?rg Ala Thr
1

<210> 127
<211> 9
<212> PRT

«213> homo sapien

<400> 127

Gln GIn Tyr Asn Ser Tyr Pro Trp Thr
1 3

<210> 128

<211> 11

<212> PRT

<213> homo sapien

<400> 128

Arg Ala ser GIn Ser val Ser Ser Tyr Leu Ala
1 5 10
<210> 129

<21%> 7

<212> PRT

<213> homo sapien

<400> 129

Asp Ala Ser asn Arg Ala Thr
1 5

<210> 130
<21i> 9
<212> PRT

<213> homo sapien

<400> 130

ng cln Arg Ser Asn Trp Pro Trp Thr
5

<210> 131
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<211> 108
<212> PRT

<213> homo

400> 131

Glu Ile val
1
Glu Arg Ala

Tyr Leu Ala
35

Ile Tyr Gly
50

Gly Ser Gly
65

Pre GTu Asp
Tyr Thr Phe

<210> 132
<211> 11
<212> PRT

<213> homo

<400> 132

Arg Ala Ser
1

<210> 133
<211> 7
<212> PRT

<213> homo

<400> 133
Gly Ala Ser
1

<210> 134
<211> 9

<212> PRT

02-1240.5725

sapien

Leu Thr Gln Ser Pro Gly Thr Leu

Thr Leu Ser Cys Arg Ala Ser Gln
20 25

Trp Tyr Gln Gln zﬁs Pro Gly Gln

Ala ser Ser Arg Ala Thr Gly Ile
55

Ser Gly Thr Asp pPhe Thr Leu Thr
70 75

Phe Ala val Tyr Tyr Cys Gin GIn
85 a0

Gly GIn Gly Thr Lys Leu Glu Ile
100 105

sapien

GIn Gly val Ser Ser Tyr Leu Ala
5 10

sapien

Ser Arg Ala Thr
5

Page 48

Ser
ser
Ala
Pro
60

Ile

Tyr

Lys

lLeu
val
Pro
45

Asp

Ser

Gly

Ser
Ser
30

Arg
Arg

Arg

Ser

Pro
15

ser
Leu
Phe

Leu

ser
95

Gly
Ser
Leu
ser
Glu

80

Pro



<213> homo

<4Q0>
GIn Gln Tyr

1

<210>
<211>
«212>
<213>

<400>

134

135
120
PRT

homo

135

ser ser Ser
1

Ser
Gly
Phe
ASp
65

Thr

Ala

Ser

val
Lys
Lys
50

Ser
Thr

Ala

Arg

<210>
<211
<212>
<213>

<400>

Ser

Glu
35

Gln
Gly
Thr
Trp
Lys
115
136

120

PRT

sapien

02-1240.5T25

Gly ger ser Pro Tyr Thr

sapien

His
val
20

val
Tyr
Cys
His
Arg

100
Ala

Pro
Trp
Met
Phe
Arg
Thr
85

Phe

val

mus musculus

136

Ser ser Thr His Pro
1 5

Ser val Sser val Trp
20

Gly Lys g%u val Thr

Phe Arg Gln Tyr Phe

50

Ile
val
val
Phe
Gly
70

Phe

Ile

Arg

val

val

val

Phe

Phe
Gly
Leu
Glu
55

Ile
val

Arg

Arg

Phe
Gly
Leu

Glu
55

His
Asp
Gly
40

Thr
AsSp
Lys

Ile

Ala
120

His
Asp
Ala

40
Thr

Arg
Lys
25

Glu
Lys

sSer

Ala

105

Met
Lys
25

Glu

Lys

Gly Glu

10

Thr Thr

val Asn

Cys Arg

LyS His
75

Leu Thr
a0

Thr Ala

Gly Glu
10
Thr Thr

val Asn

Cys Arg

Phe
Ala
ile
Asp
60

Trp

Met

Cys

Phe

Ala

ITe

Ala
60

Page 49

ser
Thr
Asn
45

Pro
AsN

Asp

val

sar
Thr
Asn

45

ser

val
Asp
30

Ash
Ash
sar

Gly

Cys
1190

val
Asp
30

Ash

Asnh

Cys
15

Ile
ser
Pro
Tyr
Lys

95

val

Cys
15
Ila

ser

Pro

AsSp
Lys
val
val
Cys
80

Gln

Leu

Asp
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Arg

100

Ala

Arg
Thr
85

Phe
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Ala

Asp
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Ser
Glu
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Gly
Lys
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Thr
Ile
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Thr

Gly

Leu Thr Thr Asp Glu
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Trp val
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Gly Trp
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