<110>

Varnum,

Brian

Witte, Alison

Vezina,
Wong,

Chris
Lu Min

Qian, Xueming

<1Z20»
<130>
<1l60> 79
<170>
<210> 1

<21l1l> 9390
<212> DNA
<213>

<400> 1
gcctccacca

ggcacagcgg
tggaactcag
ggactctact
tacatctgea
aaatcttgtg
cegtecagtet
gaggtcacat
tacgtggacg
agcacgtacc
gagtacaagt
aaagccaaag
ctgaccaaga
.écEgtggagt
ctggacteeg

cagcagggga
cagaagagcc
<210> 2

<211l» 330
«212> PRT

01,1554

Homo Sapiens

agggcccatce
ccectgggetg
gcgeccctgac

ccctecagcag

acgtgaatca

acaaaactca
tectettcece
gegtagtggt
gcgtggaggt
gtgtggtcag
gcaaggtcetc
ggcagccceg
accaggtcecag
gggagagcaa
acggctecctt
acgtettcte

tctecetgte

SEQUENCE LISTING

PatentIn version 3.0

ggtetteece
cctggtcaag
cagcggcgtg
cgtggtgacc
caagcccagce
cacatgccca
ccoaaaaccc
ggacgtgagc
gceataatgee
cgtcctcace
caacaaagcc
agaaccacag
cctgacctge
tgggcagécg
cttecctctat
atgetecegtyg

tcegggtaaa

ctggecaccocet
gactacttce
cacaccttcc
gtgccetcea
aacaccaagg
cegtgececag
aaggacaccc
cacgaagacc
aagacaaagc
gtectgeace
ctoeocagece
gtgtacacce
ctggtcaaag
gagaacaaet
agcaagctca

atgcatgagg

cetccaagag
ccgaaceggt
cggctgteet
gcagcttggy
tggacaagaa
cacctgaact
tcatgatcte
ctgaggtcaa
cgcgggagga
aggactggct
ccategagaa
tgcccecatce
gecttetatec
acaag;ccac
ccgtggacaa

ctctgcacaa

Therapeutic Human Anti-IL-1R Monoclonal Antibody

cacctctggg
gacggtgtey
acagtcctea
cacccagacc
agttgagece
cctgggggga
ceggaceoct
gttcaactgg
gcagtacaac
gaatggcaag
aaccatctcc
ccgggatgag
cagcgacate
gcctccégtg
gagcaggtgg

ccactacacg

60

120

180

240

300

360

420

480

540

600

660

720

780

840

200

960

990



<213>

<400>

Homo

Ala Ser Thr

1

Ser

Phe

Gly

Leu

65

Tyr

Lys

Pro

Lys

Val

145

Tyr

Glu

His

Lys

Gln

225

Leu

Pro

Asn

Leu

Thr

Pro

Val

50

Ser

Ile

val

Ala

Pro

130

vVal

val

Gln

Gln

Ala

210

Pro

Thr

Ser

Tyr
290

Ser

Glu

35

Ser

Cys

Glu

Pro

115

Lys

val

Asp

Tyr

Asp

155

Leu

Arg

Lys

ABp

Lys

275

Ser

sapliens

Lys

Gly

20

Pro

Thr

Val

Asn

Pro

100

Glu

Asp

Asp

Gly

Asn
180

Trp

Pro

Glu

Asn

Ile

260

Thr

Lys

Gly

Gly

Val

Phe

val

Val

85

Lys

Leu

Thr

Val

Val

165

Ser

Leu

Ala

Pro

Gln

245

Ala

Thr

Leu

Pro

Thr

Thr

Pro

Thr

70

Asn

Ser

Leu

Leu

Ser

150

Glu

Thr

Asn

Pro

Gln

230

val

Val

Pro

Thr

Ser
Ala
Val
Ala
55

val
His
Cys
Gly
Met
135
His
val
Tyr
Gly
Tle
215
val
Ser
Glu

Pro

Val
285

val
Ala
Ser
40

Val
Pro
Lys
Asp
Gly
120
Ile
Glu
His
Arg
Lyse
200
Glu
TYYX
Leu
Txrp
Val

280

Asp

Phe

Leu
25

Trp

Leu

Ser

Pro

Lys

105

Pro

Ser

Asp

Asn

Val

185

Glu

Lys

Thr

Thr

Glu

265

Leu

Lys

Pro
10

Gly
Asn
Gln
ser
Ser
90

Thr
Ser
Arg
Pro
Ala

170

Val

Thr

Leu

cys

250

Ser

Asp

Ser

Leu

Cys

ser

Ser

Ser

75

Asn

His

val

Thr

Glu

155

Lys

Ser

Lys

Ile

Pro

235

Leu

Asn

Ser

Arg

Ala
Leu
Gly
Ser
60

Leu
Thr
Thr
Phe
Pro
140
Val
Thr
val
Cys
Ser
229
Pro
val
Gly

Asp

Tzp
300

Pro

Val

Ala

45

Gly

Gly

Lys

cys

Leu

125

Glu

Lys

Lys

Leu

Liys

205

Lys

Ser

Lys

Gln

Gly

285

Gln

Ser
Lys
30

Leu
Leu
Thr
Val
Pro
110
Phe
val
Phe
Pro
Thy
190
Vval
Ala
Arg
Gly
Pro
270

Ser

Gln

Ser
15

Asp
Thr
Tyr
Gln
Asp
95

Pro
Pro
Thr
Asn
Arg
175
vVal
Sex
Lys
ABp
Phe
255
Glu

Phe

Gly

Lys

Tyr

Ser

Ser

Thr

80

Lys

Cys

Pro

cys

Trp

160

Glu

Leu

Asn

Gly

Glu
-240

Tyx

Asn

Phe

Asn



Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr

305 310 315
Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
325 330
<210> 3
<211l> 321
<212> DHNA
<213> Homo Sapiens
<400> 3
cgaactgtgg ctgcaccatc tgtcttcatc ttceccgecat
ggaactgcct ctgttgtgtg cctgctgaat aacttctatce
tggaaggtygyg ataacgccct ccaategggt aactcccagg
agcaaggaca gcacctacag cctcagcagc accctgacgce
aaacacaaag tctacgcctyg cgaagtcacc catcagggee
agcttcaaca ggggagagtg t
<210> 4
<211l> 107
<212> PRT
<213> Homo sapiens
<400> 4
Arg Thr val Ala Ala Pro Ser Val Phe Ile Phe
1 5 10
Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys
20 25
Tyr Prc Arg Glu Ala Lys Val Gln Trp Lys Vval
35 40
Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln
50 55
Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser
65 70 75
Lys His Lys Val Tyr Ala Cys Glu Val Thr His
85 90
Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
1006 105
<210> 5
<211l> 978
<212> DNA
<213> Homo sapiens
<400> 5

ctgatgagca
ccagagaggc
agagtgtcac
tgagcaaage

tgagctegece

Pro Pro Ser

Leu Asn

30

Leu

Asn Ala

45

Asp

Asp Ser

60

Lys

Lys Ala Asp

Gln Gly Leu

320

gttgaaatct
caaagtacag
agagcaggac
agactacgag

cgtcacaaag

Asp Glu

15

Asn Phe

Leu Gln
Ser

Asp

Glu
80

Tyr

Ser Ser

95

60

120

180

240

300

321



gcctccacca
agcacagcgg
tggaactcag
ggactctact
tacacctgea
aaatgttgtg
ctcttecececce
gtggtaggtag
gtggaggtge
gtggtcagcg
aaggtctcca
cagccccgag
caggtcagce
gagagcaatg
ggctecttet
gtcttcteat
tceetgtete
<210> 6
<211> 326
<212> PRT
«213>= Homo
<400> 6

Ala Ser Thr

1

Ser Thr Ser

Glu
35

Phe Pro

Gly val His

50

Leu Ser Ser
65

Tyr Thr Cys

agggcccate
ccectgggetg
gogctetgac
ccctecageayg
acgtagatca
tcgagtgece
caaaacccaa
acgtgagcca
ataatgccaa
tcetcacegt
acaaaggcct
aaccacaggt
tgaccfgcct
ggcagccegga
tcctectacag
gctecegtgat

cgggtaaa

sapiens

Lys Gly

Glu Ser

20

Pro Val

Pro

Thr

Thx

ggtcttecee
cctggtceaag
cagcggegtyg
cgtggtgace
caagcccagce
accgtgecca
ggacacccte
cgaagaccce
gacaaagcea
tatgcacecag
cocageceee
gtacacecty
ggtcaaagge
gaacaactac
caagctcacce

gcatgagget

Ser Val

Ala Ala

Val Ser

40

ctggegeecet
gactacttece
cacaccttce
gtgcccteca
aacaccaagg
gcaccacctg
atgatctecce
gaggtecagt
cgggaggagc
gactggetga
atcgagaaaa
cceccatcee
ttectacccea
aagaccacac
gtggacaaga

ctgcacaace

Phe Pro Leu

10

Leu
25

Gly Cys

Trp Asn Ser

Ser

gctecaggag
cegaaceggt
cagctgteoct
gcaacttegy
tggacaagac
tggcaggace
ggaccecctga
tcaactggta
agttcaacag
acggcaagga
ccatctecaa
gggaggagat
gegacatege
ctcccatget
gecaggtggca

actacacgca

Ala Pro

Leu Val

30

Ala
45

Gly

Cys

Lys

Leu

cacctecgag
gacggtgteg
acagtccteoa
cacccagacc
agttgagage
gteagtettc
ggteacgtge
egtggacgge
cacgttecgt
gtacaagtge
aaccaaaggyg
gaccaagaac
cgtggagtgg
ggactcegac

gcaggggaac

gaagagecte

Ser
15

Arg
Asp Tyr

Thr Ser

Thx

val

Asn

Phe

Val

Val
85

Pro

Thr
70

Asp

hla
55

val

Val

Pro

Lys

Leu

Ser

Pro

Gln

Ser

Ser
90

Asn
75

Asn

Ser
60

Phe

Thr

Gly

Gly

Lys

Leu

Thr

Val

TYyr

Gln

ASp
95

Ser

Thr
B8O

Lys

60

120

180

240

300

360

420

480

540

600

660

720

780

840

900

960

978



Thr Val Glu Arg Lys Cys Cys Val Glu Cys Pro

100

105

Pro Val Rla Gly Pro Ser Val Phe Leu Phe Pro

115

120

Thr Leu Met Ile Ser Arg Thr Pro @lu Val Thr

130

135

Val Ser His Glu Asp Pro Glu Val Gln Phe Asn
145 150 155

val Glu Val His Asn Ala Lys Thr Lys Pro Arg

1es

170

Ser Thr Phe Arg Val Vval Ser Val Leu Thr Val

180

185

Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser

195

200

Ala Pre Ile Glu Lys Thr Ile Ser Lys Thr Lys

210

215

Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu
225 230 235

Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe

245

250

Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu

260

265

Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe

275

280

Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly

290

285

Ser Val Met His Glu Ala Leu His Asn His Tyr
305 310 315

Ser Leu Ser Pro Gly Lys

325
<210 7
<211l> 981
<212>»> . DNA

<213> Homo Sapiens

<400> 7
gocageacea aggggecatc

agcacageceg cecctgggetg
tggaactcag gcaccctgac
ggactetact cecectcageag

tacacctgeca acgtagatca

cgtettecce ctggegeect
cctggtcaag gactacttcee

cageggegty cacaccttece

Pro

Pro

Cye

140

Glu

Val

Asn

Gly

220

Glu

Tyr

Asn

Phe

Asn

300

Thr

Cys
Lys
125

Val

Tyr

Glu

His

Lys

205

Gln

Met

Pro

Asn

Leu

285

Val

Gln

Pro

110

Pro

val

val

Gln

Gln

150

Gly

Pro

Thr

Ser

Tyr
270
TYr

Fhe

Lys

gcteecaggag

cegaaceggt

cggctgtect

egtggtgace gtgeccteea geagettggg

caagccecagc aacaccaagg

5

tggacaagag

Ala Pro

Lys Asp

val Asp

Asp Gly
160

Phe Asn
175

Asp Trp

Leu Pro

Arg Glu

Lys Asn
240

asp Ile
255

Lys Thr

Ser Lys

Ser Cys

Ser Leu
320

cacctecegag
gacggtgteg
acagtcctca
cacgaagacc

agttgagtcce

60

120

180

240

300



aaatatggtc ccccatgcce atcatgccca

tteetgttce ccecaaaace caaggacact

tgegtggtgy tggacgtgag ccaggaagac

ggcgtggagg tgeataatgc caagacaaag

cgtgtggteca gcgtectecac egtectgceac

tgcaaggtct ccaacaaagg cctcecgtee

gggcagcccece gagagcceaca ggatgtacacc

aaccaggtca gcctgacectg cctggtcaaa

tgggagagca atgggcagcc ggagaacaac

gacggctcect tettecteta cagcaggcta

aatgtcttct catgctccgt gakgeatgag

ctctcectgt ctetgggtaa a

<210> 8

<211> 327

<212> PRT

<213> Homo sapiens

<400> 8

Ala Ser Thr Lys Gly Pro Ser val

1 5

Ser Thr Ser Glu Ser Thr Ala Ala

20

Phe Pro Glu Pro Val Thr Val Ser
35 40

CGly Val His Thr Phe Pro Ala val

50 55

Leu Ser Ser Val Val Thr val Pro

65 70

Tyr Thr Cys Asn Val Asp His Lys

85
Arg Val Glu Ser Lys Tyr Gly Pro
100

Glu Phe Leu Gly Gly Pre Ser val
115 120

Asp Thr Leu Met Ile Ser Avg Thr

130 135

gcacctgagt
ctcatgatct
ccecgaggtee
ccgegggagyg
caggactggc
tccategaga
ctgccccecat
ggcttctacc
tacaagacca
accgtgraca

gctetgcaca

Phe Pro Leu

10

Leu
25

Gly Cys

Trp Asn Ser

Leu Gln Ser

Ser
75

Ser Ser

Ser Asn

90

Pro

Pro Pro

105

Cys

Phe Leu Phe

Pro Glu val

tecctggggag
ccaggaccec
agttcaactg
agcagttcaa
tgaacggcaa
aaaccatctc
¢ccaggagga
ccagcgacat
cgectecegt
agagcaggtg

accactacac

Ala Pro

Cys

Leu Vval Lys

30

Ala
45

Gly Leu

Ser Leu

60

Gly

Leu Gly Thr

Thr Lys Val

Pro
110

Ser Cys

Pro
125

Pro Lys

Thr Val

140

Cye

accatcagtc
tgaggtcacyg
gtacgtggat
cagcacgtac
ggagtacaag
caaagccaaa
gatgaccaag
cgccgtggag
actggactce

gcaggagggg

acagaagagc

Ser
15

Arg
Asp Tyr
Thr Ser
Ser

Tyr

Thr
80

Lys

Asp
95

Lys
Ala Pro
Pro

Lys

Val val

360

420

480

5490

600

660

720

780

840

300

960

S81



Asp

145

Gly

Asn

Trp

Pro

Glu

225

Asn

Ile

Thr

Arg

Cys

305

Leu

val

val

Ser

Leu

Ser

210

Pro

Gln

Ala

Thr

Leu

290

Sexr

Ser

Ser
Glu
Thr
Asn
155
Ser
Gln
Val
val
Pro
275
Thr

Val

Leu

Gln

Val

TyT

180

Gly

Ile

val

Ser

Glu

260

Pro

Val

Met

Ser

Glu
His
165
Arg
Lys
Glu
Tyr
Leu
245
Trp
val
Asp
His

Leu
325

Asp

150

Asn

Val

Glu

Lys

Thr

230

Thr

Glu

Leu

Lys

Glu

310

Gly

Pro

Ala

Val

Thr

215

Leu

Cys

Ser

Asp

Ser

295

Ala

Lys

Glu

Lys

Ser

Lys

200

Ile

Pro

Leu

Asn

Ser

280

Arg

Leu

val

Thr

val
185

Cys

Ser

Pro

Val

Gly

265

Asp

Trp

His

Gln

Lys

170

Leu

Lys

Lys

Ser

Lys

250

Gln

Gly

Gln

Asn

Phe

155

Pro

Thx

Val

Ala

Gln

235

Gly

Pro

Ser

Glu

His
315

<210> 9
<211> 417
<212> DNA
<213> Homo

<400> 9
atggagtttg

gtgcagetgg
tgtgcagegt
ggcaaggdgce
cactcecgtga
caaatgaaca
ttcgactgge
<210>

<211>
<212>

10
139
PRT

Sapiens

ggctgagety
tggagtctgg
ctggattcac
taggagtgggt
ggggccgatt
gcccgagagce

tattatttga

ggtcttecte
gggaggcgty
cttecagecaac
ggcaggeatt
caccatctcee
cgaggacacg

gttctggggce

gttgctcttt
gtccagectg
tatggecatge
tggaatgatg
agagacaatt
gectatgtatt

cagggaaccc

Asn Trp Tyxr

Arg Glu Glu

His
190

Val Leu

Asn
205

Ser Lys

Lys Gly Gln

220

Glu Glu Met

Phe Pro

Tyr

Glu Asn

270

Asn

Phe Phe

285

Leu

Gly Asn Vval

300

Tyr Thr Gln

taagaggtgt
ggaggtccct
actgggtccg
gaattaataa
ccaagaacac
actgtgcgag

tggtcaccgt

val

Gln

175

Gln

Gly

Pro

Thr

Ser

255

Tyr

Tyr

Phe

Lys

Asp
160

Phe

Asp

Leu

Arg

Lys

240

Asp

Lys

Sexr

Ser

Ser
320

ccagtgtcag
gagactctcce
ccaggctcca
ataccatgca
gctgtatetg
agcacggtet

ctectagt

60

120

180

240

300

360

417



<213> Homo

<400> 10
Met Glu Phe
1

Gln

Val Cys

Pro cly arg

35

Asn
50

Ser

Glu Val

&5

Trp

Ser Val

Thr Leu

Tyr

Iyr Cys

115

Tyr

Gly Gln
130

Trp

11
384
DNA
Homo

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

<400> 11
atggaagccc

gaaattgtgt
ctcteccoctgea
ggccaggctce
aggttecagtg
gaagattttyg

ggagggacca

<210>
<211>
<212>
<213

12
128
PRT
Homo

<400> 12

Tyr

sapiens

Gly Leu Ser

Gln
20

Val Gln

Ser Leu Arg

Gly Met His

Ala Ile

70

Gly

aArg Gly

85

Arg

Leu Gln Met

100

Ala Arg Ala

Gly Thr Leu

Sapiens

Trp

Leu

Leu

Trp

Trp

Phe

Asn

val
135

ﬁal
val
Ser
40

Val
Asn
Thr
Ser
Ser

120

Thr

Phe

Glu

25

Cys

Arg

Asp

Ile

Pro

105

Phe

Val

Leu

10

Ser

Ala

Gln

Gly

Sexr

90

Arg

Asp

Ser

val

Gly

Ala

Ala

Ile

75

Arg

Ala

Trp

Ser

cagctcagcet
tgacacagtc
gggccagtca
ccaggctect
gcagtgggte
cagtttatta

aggtggagat

sapiens

tctettecte
tccagecacce
gagtgttage
catctatgat
tgggacagac
ctgtcagcag

caaa

ctgctactct
ctgtctttgt
agctacttag
gcatccaaca
ttcactctca

cgtagcaact

Ala Leu Leun

val
30

Gly Gly

Ser Gly Phe

45

Pro
60

Gly Lys

Asn Lys Tyr

Asp Asn Ser

Glu Thr

110

Asp

Leu Phe

125

Leu

ggctcccaga
ctcecagggga
cctggtacca
gggccactgg
ccatcagcag

ggccteegcet

Arg Gly

15

Val Gln

Thr Phe
Leu

Gly

Ala
80

Hig

Lys Asn

95

Ala val

Glu Phe

taccaccgga
aagagccacc
acagaaacct
cateccecagec
cctagagect

cactttcgge

Met Glu Ala Pro Ala Gln Leu Leu Phe Leu Leu Leu Leu Trp Leu Pro

8

60

120

180

240

300

360

384



Asp Thr Thr

Pro
35

Leu Ser

Val Ser Ser

50
Leu

Arg Leu

65

Phe Ser

Ser Leu Glu

Pro
115

Asn Trp

13
417
DNA
Homo

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

<400> 13
atggagtttyg

gtgcagectgg
tgtgcagtgt
ggcaaggggce
ggctccgtga
caaatgaaca
tttgactggt
14

139

PRT
Homo

<210>
<211l>
<2125
<213>
<400> 14

Met Glu Phe
1

Val Gln Cys

Pro Gly Arg
35

Gly Glu

20

Gly Glu
Leu
Ile Tyr

Ser
85

Gly

Pro Glu

100

Pro Leu

Sapiens

ggctgagectg
tggagtctgg
ctggattcac
tggagtgggt
ggggccgatt
gcctgagage

tattatttga

sapiens

Ile

Arg

Ala

Asp

70

Gly

Asp

Thr

Val Leu

Ala Thr

40

Trp
55

Ala Ser

Ser Gly

Phe Ala

Phe Gly

120

ggttttccte
gggaggcgtg
cttcagtaac
ggcagctata
caccatctcce
cgaggacacyg

gtattgggge

Thr
25

Leu
Gln
Asn
Thr
Val

105

Gly

10

Gln Ser

Ser

Cys
Gln Lys

Ala
75

Arg

Asp Phe

20

Tyr Tyr

Gly Thr

gttgetettt
gtccagectyg
tatggcatgc
tggaatgatyg
agagacaatt
gctgtgtatt

cagggaacce

Thr
30

Pro Ala

Ala
45

Arg Ser

Pro Gln

60

Gly

Thr Gly Ile

Thr Leu Thr

Gln Gln

110

Cys

val
125

Lys Glu

taagaggtgt
ggaggtcect
actgagtccg
gagaaaataa
ccaagaacac
actgtgecgag

tggtcaccgt

15

Leu Ser

Gln Ser

Ala Pro

Ala
80

Pro

Ile
95

Ser

Arg Ser

Ile Lys

ccagtgtcag
gagactctcce
ccaggctccea
acaccatgea
gctgtatctyg
aggacgatat

ctctagt

Gly Leu Ser Trp Val Phe Leu Val Ala Leu lLeu Arg Gly

5

10

15

Gln Val @ln Leu Val Glu Ser Gly Gly Gly val val Gln

20

25

30

Ser Leu Arg Leu Ser Cys Ala Val Ser Gly Phe Thr Phe

40

45

60

120

180

240

300

360

417



Ser Asn Tyr Gly Met His Trp Val Arg Gln Ala
50 55
@lu Trp Val Ala Ala Ile Trp Asn Asp Gly Glu
65 ' 70 75
Gly Ser Val Arg Gly Arg Phe Thr Ile Ser Arg
a5 90
Thr Leu Tyr Leu Gln Met Asn Ser Leu Arg Ala
100 105 -
Tyr Tyr Cys Ala Arg Gly Arg Tyr Phe Asp Trp
115 120
Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
130 135
<210> 15
<211> 411
<«212> DNA
<213> Homo Sapiensg
<400> 15
atggggtcaa ccgecatcct cgececctecte ctggetgtte
gtgcagctga tgcagtctgg agcagaggtg aaaaagcccg
tgtaagggtt ctggatacag cttttcctte cactggateg
gggaaaggec tggagtggat ggggatcatc catcctggtyg
cegtecttee aaggeccaggt caccatctca geccgacaact
cagtggagca gcctgaaggc ctcggacacc gecatgtatt
ctogactact ttgactactg gggccaggga accctggtea
<210> 16
<211= 137
<212%» PRT
<213> Homo sapiens
<400> 16
Met Gly Ser Thr Ala Ile Leu Ala Leu Leu Leu
1 -5 1o
Val Cys Ala Glu Val Gln Leu Met Gln Ser Gly
20 25
Pro Gly Glu Ser Leu Lys Ile Ser Cys Lys Gly
35 40
Ser Phe His Trp Ile Ala Trp Val Arg Gln Met
50 55
Glu Trp Met Gly Ile Tle His Pro Gly Ala Ser
65 70 75

10

Pro Gly Lys Gly Leu
60

Asn Lys His His Ala
80

Asp Asn Ser Lys Asn
85

Glu Asp Thr Ala Val
110

Leu Leu Phe Glu Tyr
125

tcecaaggagt
gggagtetet
ectgggtgeg
cctctgatac
ccaacagcge
tetgtgegag

ccgtetetag

Ala
Ala
30

Ser
45

Pro
60

ABp

Val Leu Gln

Glu Val Lys

Gly Tyr Ser

Thr Arg Tyr

ctgtgcegag
gaagatectcc
ccagatgcec
cagatacagc
cacctacctg
acaaagggaa

t

Gly
15

Lys

Phe

Gly Lys Gly Leu

Ser
80

60

120

180

240

300

360

411



110

125

tteccagecte
caaaggagaa
ggtaccagca
tetecaggggt
tecaatageoct

cteteacttt

Leu Val

Trp

Gln
30

Asp Phe

Ala Ser Gln

45

Asp Gln Ser

60
Gly

Val Pro

Leu Tle

His Gln Ser

Ser Ala Asp Asn Ser Asn Ser

a5

Asp Tyr Phe Asp Tyr Trp Gly

caggggtgaa
agtecaccatc
gaaaccagat
ccectegagy
ggaagcetgaa

cggcggagay

Pro Ala

15

Ser Val

Ser Ile

Pro Lys

Ser Arg

BO
Asn Ser
95

Ser Ser

Pro Ser Phe Gln Gly Gln Val Thr Ile
B5 20
Ala Thr Tyr Leu Gln Trp Ser Ser Leu Lys Ala Ser Asp Thr Ala Met
100 105
Tyr Phe Cys Ala Arg Gln Arg Glu Leun
1158 120
Gln Gly Thr Leu Val Thr Val Ser Ser
130 138
<210> 17
<211> 378
<212> DNA
<213> Homoc Sapiens
<400> 17
atgtegecat cacaacteat tgggtttctg ctgetetggg
attgtgctga cteagtctce agacttteag tetgtgacte
acctgeeggg ccagbtecagag cattggtagt agettacact
cagtctcecaa agctccteat caagtatget tcccagtect
ttcagtggeca gtggatctgg gacagattte accctcacca
gatgctgcag cgtattactg tecatcagagt agtagtttac
accaaggtgg agatcaaa
<210> 18
<21l> 126
<212> PRT
<213> Homo sapiens
<400> 18
Met Ser Pro Ser Glm Leu Ile Gly Phe Leu Leu
1 5 10
Ser Arg Gly Glu Ile Val Leu Thr Gln Ser Pro
20 25
Thr Pro Lys Glu Lys Val Thr ‘Ile Thr Cys Arg
35 40
Gly Ser Ser Leu His Trp Tyr Gln Gln Lys Pro
50 55
Leu Leu Ile Lys Tyr Ala Ser Gln Ser Phe Ser
65 70 75
Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
85 20
Leu Glu Ala Glu Asp Ala Ala Ala Tyr Tyr Cys

11

60

120

180

240

300

360

378



100 105 110

Leu Pro Leu Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys

115 120 125
<21l0> 19
<21l> 1407
«212> DNA

<213> Homo Sapiens

<400> 19
atggagtttg ggctgagctg ggtettecte gttgetettt taagaggtgt ccagtgtcag 60

gtgcagctgg tggagtctgg gggaggcgty gteccagoetg ggaggtcect gagactetec 120
tgtgcagcgt ctggattcac cttcagcaac tatggcatge actgggtccg ccaggctcca 180
ggcaaggggc tggagtgggt ggcaggcatt tggaatgatg gaattaataa ataccatgea 240
cactecegtga ggggecgatt caccatctce agagacaatt ccaagaacac getgtatetg 300
caaatgaaca gcccgagage cgaggacacg getgtgtatt actgtgegag agcacggtcet 360
ttegactgge tattattitga gttetgggge cagggaaccce tggtcaccgt ctctagtgeco 420
tceaccaagg gcecateggt cttccccctg gcacccotect ccaagagcac ctetggggge 480
acagcggeccc tgggctgecet ggtcaaggac tacttccecg aaccggtgac ggtgtogtgg 540

aactcaggcg ccctgaccag cggegtgcac accttccegg ctgtectaca gtectcagga 600

ctetactecee tcagcagegt ggtgacegtg cecctecagea gottgggcac ccagacctac 660
atctgcaacg tgaatcacaa gcccagcaac accaaggtgg acaagaaagt tgagcocaaa 720
tcttgtgaca aaactcacac atgcccaccg tgcccagcac ctgaacteoct ggggggaceg 780
tcagtcttee tctteeccecec aaaacccaag gacacccteca tgatcteceg gacccctgag 840

gtcacatgeg tggtggtgga cgtgagcecac gaagaccctg aggtcaagtt caactggtac 900
gtggacggeg tggaggtgca taatgccaag acaaagccgce gggaggagca gtacaacage 560
acgtaccgty tggtecagegt cctcaccgte ctgcaccagg actggctgaa tggcaaggag i020
tacaagtgca aggtctccaa caaagccctc ccagcceccca tcgagaaaac catctccaaa 1080
gccaaagggce agccccgaga accacaggtg tacaccctgce ccccatccecg ggatgagetg 1140
accaagaacc aggtcagcct gacctgectyg gtcaaagget tctatcecag cgacategec 1200
gtggagtggg agagcaatgg gcagccggag aacaactaca agaccacgec tcceghgetyg 1260
gactecgacg getecttett cctctatage aagctcaceg tggacaagag caggtggoag 1320
caggggaacg tcttctcatg ctececgtgatg catgaggcte tgecacaacca ctacacgeag 1380

aagagcctct cectgtctec gggtaaa 1407

12



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

<400

Met

val

Pro

Ser

Glu

65

His

Thr

Tyx

Trp

Pro

145

Thr

Thr

Pro

Thr

Asn

225

Ser

Leu

Leu

Glu
Gln
Gly

Asn
50

Trp
Ser
Leu
TYY
Gly
130
Ser
Ala
Val
Ala
Val
210.
His
Cys

Gly

Met

20

469
PRT
Homo sapiens

20

Phe

Cys

Arg

35

Tyr

Val

val

Tyx

Cys

115

Gln

val

Ala

Ser

Val

195

Pro

Lys

Asp

Gly

Ile
275

Gly

Gln

20

Sexr

Gly

Ala

Arg

Leu

100

Ala

Gly

Phe

Leu

Trp

180

Leu

Ser

Pro

Lys

Pro

260

Ser

Leu

Val

Leu

Met

Gly

Gly

85

Gln

Arg

Thr

Pro

Gly

165

Asn

Gln

Ser

Ser

Thr

245

Ser

Arg

Ser

Gln

Arg

His

Ile

70

Arg

Met

Ala

Leu

Leu

150

Cys

Ser

Ser

Ser

Asn

230

His

vVal

Thr

Trp

Leu

Leu

Trp

55

Trp

Phe

Asn

Arg

val

135

Ala

Leu

Gly

Ser

Leu

215

Thr

Thr

Phe

Pro

Val

Val

Ser

40

val

Asn

Thr

Ser

Ser

120

Thr

Pro

val

Ala

Gly

200

Gly

Lys

Cys

Leu

Glu
280

Phe

Glu

25

Cys

Arg

Asp

Ile

Pro

105

Phe

val

Ser

Lys

Leu

185

Leu

Thr

Val

Pro

Phe

265

Val

Leu
10

Ser
Ala
Gln
Gly
Ser
90

Arg
Asp
Ser
Ser
Asp

1790

Thr

Gin
Asp
Pro
250

Pro

Thx

13

val

Gly

Ala

Ala

Ile

75

Arg

Ala

Trp

Ser

Lys

155

Tyr

Sexr

Ser

Thr

Lys

235

Cys

Pro

Cys

Ala

Gly

Ser

Pro

60

Asn

Asp

Glu

Leu

Ala

140

Ser

Phe

Gly

Leu

Tyr
220
Lys
Pro

Lys

Val

Leu

Gly

Gly

45

Gly

Lys

Asn

Asp

Lieu

125

Ser

Thr

Pro

Val

Ser

205

Ile

Val

Ala

Pro

val
285

Leu
Val
30

Phe

Lys

Ser

Thr

110

Phe

Thr

Ser

Glu

His

190

Ser

Cys

Glu

Pro

Lys

270

Val

Arg
15
val

Thr

Gly

Lys

95

Ala

Glu

Lys

Gly

Pro

175

Thr

Val

Asn

Pro

Glu

255

Asp

Asp

Gly

Gln

Phe

Leu

Ala

B8O

Asn

Val

Phe

Gly

Gly

160

Val

Phe

Val

val

Lys

240

Leu

Thr

Val



Ser

Glu

305

Thr

Asn

Pro

Gln

val

385

val

Pro

Thx

Val

His
280

Val

Tyr

Gly

Ile

Val

370

Ser

Glu

Pro

Val

Met

Glu

Hig

Arg

Lys

Glu

355

Tyr

Leu

Trp

Val

Asp

435

His

AsSp

Asn

val

Glu

340

Lys

Thr

Thr

Glu

Leu

420

Lys

Glu

Pro

Ala

Val

325

Tyr

Thr

Leu

Cys

Ser

405

Asp

Ser

Ala

Glu

Lys

310

Ser

Lys

Ile

Pro

Leu

330

ASTH

Ser

Arg

Leu

val

2585

Thr

val

Cys

Ser

Pro

375

Val

Gly

Asp

Trp

His

Lys

Lys

Leu

Lys

Lys

360

Ser

Lys

Gln

Gly

Gln

440

Asn

450

Leu Sex Pro

465

<210
<211>
<212>
<213>

21
13585
DNA
Homo

<400> 21
atagagtttg

gtgcagcetgg
tgtgecagegt -
ggcaagggge
cactecgtga
caaatgaaca
ttegactgae
teccaccaagy

acagcggccc

Gly Lys

saplens

ggctgagetyg
tggagtetgy
ctggattcac
tggagtgggt
ggggccgatt
gcecgagagc
tattatttga
gceccatcggt

tgggctgect

455

ggtcttecte
gggaggcgtg
ctteageaac
gacaggcatt
caccatctcc
cgaggacacyg
gttctggggce
cttccecctyg

ggtcaaggac

Phe Asn Trp

Glu
315

Pro arg

Thr Val

330

Leu

Val
345

Ser Asn

Ala Lys Gly

Arg Asp Glu

Gly Phe Tyx

385

Glu
41.0

Pro ASD

Ser Phe Phe

425

Gln Gly Asn

His Thr

gttgctecttt
gtccageetg
tatggcatgce
tggaatgatyg
agagacaatt
gctgtgtatt
cagggaaccc
gcgecctget

tacttccecyg

14

Tyr Val Asp

300
Gln

Glu Tyr

His Gln Asp

Gly

Asn

Trp

+ 335

Ala Leu

350

Lys

Pro
365

Gln Arg

Leu Thr

380

Lys

Pro Ser Asp

Asn Tyr Lys

Leu Sexr

430

Ty

Val Phe

445

Ser

Gln
460

Lys Ser

taagaggtgt
ggaggtccct
actgggtecg
gaattaataa
ccaagaacac
actgtgegag
tggtcacegt
ccaggagcac

aaccggtgac

Pro
Glu
AEBTH
Ile
Thr
415
Lys

Cys

Leu

val

Ser

320

Leu

Ala

Pro

Gln

Ala

400

Thxr

Leu

Ser

Ser

ccagtgteag
gagactctee
ccagdctcca
ataccatgeca
gctgtatctg
agcacggtct
ctetagtgece
ctecgagagce

ggtgtcgtgg

60

120

180

240

300

360

420

480

540



aactcaggcg
ctctacteccecce
acctgcaacyg
tgttgtgtceg
tteccocecaa
gtggtggacyg
gaggtgcata
gtcagcgtec
gtctccaaca
ccccgagaac
gtcagcectga
agcaatgggc
tcettcttec
ttcteatget
ctgtectecgyg
<210>
<211>

<212>
<213

22
465
PRT
Homo
<400> 22
Met Glu Phe
1
Val

Gln Cys

Pro Gly Arg

35

Ser Asn Tyr
50

Glu Trp Val

65

His Ser val

Thr Leu Tyr

ctctgaccag
tcagcagegt
tagatcacaa
agtgcccacce
aacccaagga
tgagccacga
atgccaagac
tcaccgttgt
aaggcctece
cacaggtgta
cctgeetggt
agccggagaa
tctacagcaa
ccgtgatgca

gtaaa

sapiens

Gly Leu Se

Gln Val

20

Gl

Ser Leu

Gly Met Hi

Ala Gly

70
Arg Gly
B8S
Gln

Leu Me

100

cggcgtgeac
ggtgaccgtg
gccecagcaac
gtgcccagea
caccctecatyg
agaccccgag
aaagccacgg
gcaccaggac
agcececcatce
caccctgeee
caaaggcette
caactacaag
gctcaccgtg

tgaggctctyg

r Trp Val

Phe

accttececcag
cccteccagea
accaaggtgg
ccacctagtgg
atctceocogga
gtccagttca
gaggagcagt
tggctgaacg
gagaaaacca
ccatceceggyg
taccccagey
accacacctc
gacaagagca

cacaaccact

Leu Val

i0

Arg

Ile

Arg

Glu
25

n Leu Val Ser Gly

Ser Ala Ala

40

Leu Cys

s Trp Val Gln ala

55

Arg

Ile
75

Trp Asn Asp Gly

Phe Thr Ile Ser

90

Arg

t Asn Pro Ala

105

Ser Arg

15

ctgtcctaca
actteggecac
acaagacagt
caggaccgtc
ccecctgaggt
actggtacgt
tcaacageac
gcaaggagta
tctccaaaac
aggagatgac
acatcgeegt
ccatgetgga
ggtggcagca

dcacgcagaa

Ala Leu

val
30

Gly Gly

Ser Gly Phe

45

Pro
60

Gly Lys

Asn Lys

Asp Asn Ser

Glu Thr

1i0

Asp

Leu

gtcctecagga
ccagacctac
tgagegcaaa
agtcttoecte
cacgtgcgtyg
ggacggogty
gttcegtgtyg
caagtgcaayg
caaagggcag
¢aagaaccag
ggagtgggag
cteccgacgge

ggggaacgtc

gagccteotec

Arg
15

Gly

Val

Thr

Gly

His

Lys

85

Ala

Gln

Phe

Leu

Ala

a0

Asn

Val

600

660

720

780

840

500

960

1020

1080

1140

1200

1260

1320

1380

1385



Tyr

Trp

Pro

145

Thr

Thr

Pro

Thr

Asp

225

Cys

Sexr

Pro

Ala

305

val

Tyxr

Thxr

" Leu

Cys

385

Ser

Asp

TyT

Gly

130

Ser

Ala

Val

Ala

Val
210

Cys

val

Thr

Glu

290

Lys

Ser

Lys

Ile

Pro

370

Leu

Asn

Ser

Cys

115

Gln

Val

Ala

Ser

val

195

Pro

Lys

val

Phe

Pro

275

Val

Thr

val

Cys

Ser

355

Pro

val

Gly

Asp

Ala

Gly

Phe

Leu

Trp
180
Leu
Ser
Pro
Glu
Leu
260
Glu
Gln
Lys
Leu
Lys
340
Lys
Ser
Lys

Gln

Gly
420

Arg

Thr

Pro

Gly

165

Asn

Gln

Ser

Ser

Cys

245

Phe

Val

Phe

Pro

Thr

325

Val

Thr

Arg

Gly

Pro

405

Ser

Ala
Leu
Len
150
Cys
Ser
Ser
Asn
Asn
230
Pro
Pro
Thr
Asn
Arg
310
Val
Ser
Lys
Glu
Phe
390

Glu

Phe

Arg

Val

135

Ala

Leu

Gly

Ser

Phe

215

Thr

Pro

Pro

Cys

Trp

295

Glu

val

Asn

Gly

Glu
375

TYY

Asn

Phe

Sexr

120

Thr

Pro

val

Ala

Gly

200

Gly

Lys

Cys

Lys

val
280

Tyr

Glu

His

Lys.

Gln

360

Met

Pro

Asn

Leu

Phe

Val

Cys

Lys

Leu

185

Leu

Thr

val

Dro

Pro

265

Val

val

Gln

Gln

Gly

345

Pro

Thr

Ser

Tyr

Tyr
425

Asp

Ser

Ser

Asp

170

Thr

Tyx

Gln

Asp

Ala

250

Lys

val

Asp

Phe

ABp

330

Len

Arg

Lys

Asp

Lys

410

Ser

16

Trp

Ser

Arg

155

Tyr

Sexr

Ser

Thr

Lys

235

Pro

Asp

Asp

Gly

Asn
315

Trp

Pro

Glu

Asn

Ile

395

Thr

Lys

Leu

Ala

140

Ser

Phe

Gly

Leu

Tyr

220

Thr

Pro

Thr

val

val

300

Ser

Leu

Ala

Pro

Gln

380

Ala

Thr

Leu

Leu
125
Ser
Thr
Pro
val
Ser
205
Thr
Val
Val
Leu
Ser
288
Glu
Thx
Asn
Fro
Gln
365
val
Val

Pro

Thr

Phe

Thr

Ser

Glu

His

190

Ser

Cys

Glu

Ala

Met

270

His

val

Phe

Gly

Ile

350

Val

Ser

Glu

Pro

Val
430

Glu

Lys

Glu

Pro

175

Thr

val

Asn

Arg

Gly

255

Ile

Glu

His

Arg

Lys

335

Glu

TYr

Leu

Trp

Met
415

Asp

Dhe

Gly

Ser

160

val

Phe

val

vVal

Lys

240

Pro

Ser

Asp

Afn

vVal

320

Glu

Lys

Thr

Thr

Glu

400

Leu

Lys



Ser Arg Trp Gla Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu

435

Ala Leu His
450

Lys
465
<210> 23
<211>
<212>
<213>

DNA
<400> 23

atggagtttg
gtgcagctgg
tgtgecagcegt
ggcaaggggc
cactccgtga
caaatgaaca
ttcgactggé
agcaccaagg
acagccgccec
aactcaggcy
ctetactccc
acctgcaacyg
tatggtececcc
ctgttceccce
gtggtggtgg
gtggaggtge
gtggtcageg
aaggtctcca
cagcceogag
caggtcagce
gagagcaatg
ggctecttcet

gtecttctcat

440

445

Asn His Tyr Thr Glo Lys Ser Leu Ser Leu Ser Pro Gly

1398

homo

sapiens

ggctgagctyg
tggagtctgg
ctggattcac
tggagtgggt
ggggcecgatt
gcccgagagce
tattatttga
ggccatcecogt
tgggctgect
ccctgaccag
tcagcagcegt
tagatcacaa
catgccecate
caaaacccaa
acgtgagcca
ataatgccaa
tcectcacegt
acaaaggcct
agccacaggt
tgacctgect
ggcagccgga
tcectectacag

gctcegtgak

455

ggtcttectc
gggaggcgtg
cttcagcaac
ggcaggcatt
caccatctecce
cgaggacacg
gttctgggge
cttecccecctyg
ggtcaaggac
cggcgtgcac
ggtgaccgtg
gcccagcaac
atgcccagea
ggacactctc
ggaagaccce

gacaaagccg

-cctgcaccag

ccegtectee
gtacaccctg
gatcaaaggc
gaacaactac
caggctaacc

gcatgaggct

gttgctcttt
gtccagectyg
tatggcatge
tggaatgatg
agagacaatt
gctgtgtatt
cagggaaccc
gegeccctget
tacttceceyg
accttceegg
ccetecagea
accaaggtgy
cctgagttcc
atgatctccce
gaggtccagt
cgggaggagce
gactggctga
atcgagaaaa
cccccateec
ttctacccca
aagaccacgc
gtgracaaga

ctgcacaacc

17

460

taagaggtgt
ggaggtccct
actgggtccg
gaattaataa
ccaagaacac
actgtgecgag
tggtcaccgt
ccaggagcac
aaccggtgac
ctgtcctaca
gcttgggcac
acaagagagt
tggggggacc
ggacccctga
tcaactggta
agttcaacag
acggcaagga
ccatctccaa
aggaggagat
gcgacatcgce
ctccegtget
gcaggtggca

actacacaca

ccagtgtcag
gagactctecce
ccaggcteca
ataccatgca
gctgtatctyg
agcacggtct
ctctagtgece
cteoccocgagagce
ggtgtegtgg
gtcctcagga
gaagacctac
tgagtcecaaa
atcagtecttc
ggtcacgtgce
cgtggatgge
cacgtaccgt
gtacaagtgc
agccaaaggg
gaccaagaac
cgtggagtgg
ggactccgac
ggaggggaat

gaagagcctc

60
12¢
180
240
300
360
420
480
540
600
SGUI
720
780
840
500
960

1020
1080
1140
1200
1260
1320

1380



tcoctgtete tgggtaaa

<210>
<211>
<212

<213>

<400

24
466
PRT
Homo

24

Met Glu Phe

1

Val

Pro

Ser

Glu

65

His

Thr

Tyr

Trp

Pro

145

Thr

Thr

Pro

Thr

Asp

225

Tyx

Pro

Gln

Gly

Asn
50

Trp

Ser

Leu

Tyr

Gly

130

Ser

Ala

Val

-Bla

Val
210

Gly

Ser

Cys

Arg

35

Tyr

val

vVal

Tyr

Cys

115

Gln

val

Ala

Ser

Val-

195

Pro

Lys

Pro

Val

sapiens

Gly
Gln
20

Ser

Ala

Arg

Leu

100

Ala

Gly

Phe

Leu

Trp
180
Leu
Ser
Pro

Pro

Phe

Leu

5

Val

Leu

Met

Gly

Gly

85

Gln

Arg

Thr

Pro

Gly

165

Asn

Gln

Ser

Ser

Cys

245

Leu

Ser

Gln

hrg

His

Ile

70

Arg

Met

ala

Leu

Leu

150

Cys

Ser

Ser

Ser

Asn

230

Pro

Phe

Trp

Leu

Leu

Trp
55

Trp
Phe
Asn
Arg
val
135
Ala
Leu
Qly
Ser
Leu
215
Thr

Ser

Pro

Val

val

Ser

40

Val

Asn

Thxr

Ser

Ser

120

Thr

Pro

val

Ala

Gly

200

Gly

Lys

Cys

Pro

Phe

Glu

25

Cys

Arg

Asp

Ile

Pro

105

Phe

val

Cys

Lys

Leu

185

Leu

Thr

Val

Pro

Lys

Leu

10

Ser

Ala

Gln

Gly

Ser

20

Ary

Asp

Ser

Ser

AEep

170

Thr

“Tyr

Lys

Asp

Ala
250

Pro

18

val

Gly

aAla

Ala

Ile

75

Arg

Ala

Trp

Ser

Arg

155

Tyr

Ser

Ser

Thr

Lys

235

Pro

Lys

Ala

Gly

Ser

Pro

60

Asn

Asp

Glu

Leu

Ala

140

Sexr

Phe

Gly

Leu

Tyr

220

Arg

Glu

Bep

Leu

Gly

Gly

45

Gly

Lys

Asn

Asp

Leu

125

Ser

Thr

Pro

Val

Ser

205

Thr

Val

Phe

Thr

Leu

Val

30

Phe

Lys

Tyr

Ser

Thr

11e

Phe

Thr

Ser

Glu

His

1980

Ser

Cys

Glu

Glu

Leu

Arg
15
Val

Thr

Lys

95

Ala

Glu

Lys

Glu

Pro

175

Thr

Val

Asn

Ser

Gly

255

Met

Gly

Gln

Phe

Leu

Ala

80

Asn

vVal

Phe

Gly

Ser

160

val

Phe

Val

Val

Lys

240

Gly

Ile

1358



Ser

Agp

Asn

305

val

Glu

Lys

Thr

Thr

385

Glu

Leu

Lys

Glu

aly
465

Arg

Pro

230

Ala

Val

Tyr

Thr

Leu
370

Cys

Ser

Asp

Ser

Ala

450

Lys

<210>
<211l>

<212>
<213

<400>

Thr

275

Glu

Lys

Ser

Lys

Ile

355

Pro

Leu

Asn

Ser

Arg
435

Leu

25
1407
DNA
Homo

25

atggagtttg
gtgcagctgg
tgtgeagtgt
ggcaaggggc
ggcteccgtga
caaatgaaca

tttgactggt

260

Pro Glu

Val Gln

Thr Lys

Val

Phe

Pro

Thr

Asn
295

Arg

310

Val Leu

325

cys
340

Lys
Ser Lys
Pro

Ser

Val Lys

Thr

Val

Ala

Gln

Gly

Val

Ser

Lys

Glu

375

Phe

390

Gln
405

Gly

Asp
420

Gly

Trp Gln

Asn

Sapiens

ggctgagctg
tggagtctgg
ctggattcac
tggagtgggt
ggggccgatt
gcetgagage

tattatttga

Pro

Ser

Glu

Phe

Gly

Tyr
455

Cys

280

Trp

Glu

Leu

Asn

Gly

360

Glu

Tyr

Asn

Phe

Asn

440

Thr

265

Val

Tyr

Glu

Lys

345

Gln

Met

Pro

Asn

Leu

425

val

Gln

Val val

Val Asp

Phe
315

Gln

Gln
330

Asp

Gly Leu

Pro Arg

Thr Lys

Ser Asp

395

Tyr
410

Lys
Tyr Ser
Phe

Ser

Lys Ser

Asp

Gly

300

Asn

Trp

Pro

Glu

Asn

380

Ile

Thr

Arg

Cys

Leu
460

val

285

Val

Ser

Leu

Ser

Pro

365

Gln

Ala

Thr

Leu

Ser

445

Ser

270

Ser

Glu

Thr

Asn

Ser

350

Gln

Val

Val

Pro

Thr

430

val

Leu

Gln

Val

Tyr

Gly

335

Tle

Val

Ser

Glu

Pro

415

val

Met

Ser

Glu

His

Arg

320

Lys

Glu

Tyr

Leu

400

Val

Asp

His

Leu

ggttttccte
gggaggegtg
ctteagtaac
ggcagctata
caccatctec
cgaggacacg

gtattgggge

gttgetettt
gtccagecctyg
tatggcatge
tggaatgatg
agagacaatt
gctgtgtatt

cagggaaccc

19

taagaggtgt
ggaggtecct
actgggteeyg
gagaaaataa
ccaagaacac
actgtgcgag

tggtcaccgt

ccagtgtcag
gagactctcce
ccaggcteca
acaccatgea
getgtatetg
aggacgatat

ctetagtgece

60

120

180

240

300

360

420



tccaccaagg
acagcggcca
aactcaggcg
ctctactcec
atctgcaacyg
tcttgtgaca
tcagtcttee
gtcacatgeg
gtggacggcy
acgtacegtg
tacaagtgeca
gccaaagggc
accaagaace
gtggagtggg
gactccgacg

caggggaacyg

aagagcetet

26
469
PRT
Hormo

<210>
<Z211>
212>
<213>
<400> 26
Met Glu Phe
1

Val Gln Cys

Pro Gly Arg

is
Ser Asn Tyr
50

Glu
65

Trp Val

Gly Ser val

gccecateggt
tgggctgceet
ccctgaccag
tcagcagcgt
tgaatcacaa
aaactcacac
tettccecec
tggtggtaga
tggaggtgca
tggtcagegt
aggtctecaa
agecccgaga
aggtcagcect
agagcaatgg
gctcettett
tectteteatyg

ccetgtetee

sapiens

Gly Leu

Gln
20

Val

Ser Leu

Gly Met

Ala Ala

Arg Gly

g5

Ser

Gln

Arg

His

Ile

70

Arg

cttcceectg
ggteaaggac
cggcgtgeac
ggtgaccgtyg
gccecagcaac
atgcccaceg
aaaacccaayg
cgtgagecac
taaktgccaag
cctcéccgtc
caaageccte
accacaggty
gacctgectyg
geagecggag
cctectatage
ctecegtgatg

gagtaaa

Tep Val

val

Leu

Ser
40

Leu

Trp Val

55

Trp Asn

Phe Thr

Phe

Glu

- 25

Cys

Arg

Asp

Ile

gcaccctect
tactteeceeyg
acctteeccgg
ccctecagea
accaaggtgg
tgcccagcecac
gacaccctca
gaagaccctyg
acaaagccgc
ctgcaccagg
ccagcecceca
tacaccctge
gtecaaaggct
aacaactaca
aagectecaccg

catgaggecte

Leuy Vval

10

Ser Gly

Ala val
Gln Ala

Glu
75

Gly

Ser
80

Arg

20

ccaagagcac
aaccggtgac
ctgtcctaca
gettgggcac
acaagaaagt
ctgaactcct
tgatétcceg
aggtcaagtt
gggaggagca
actggctgaa
tcgagaaaac
ccccatcceg
tetatececag
agaccacgec
tggacaagag

tgcacaacea

ala Leu

Gly
30

Ser Gly

45

Pro
60

Gly
Asn

Lys

ASp Asn

Leu

Gly val

Phe

Lys

His

ser

ctctggggge
ggtgtcgtgg
gtecteagga
ccagacctac
tgageccaaa
ggggggaccey
gacccctgag
caactggtac
gtacaacagce
tggcaaggag
catctccaaa
ggatgagetg
cgacatcgcce
teecegkgetg
caggtggeag

ctacacgcag

Arg
15

Gly
Vval Gln
Thr Phe
Leu

Gly

Ala
80

His

Lys Asn

95

480

540

600

660

720

780

840

500

960

1020

1080

1140

1200

1260

1320

1380

1407



Thr

Tyr

Trp

Pro

145

Thr

Thr

Pro

Thr

Asn

225

Ser

Leu

Leu

Ser

Glu

305

Thr

Asn

Pro

Gln

val

385

val

Leu

Tyr

Gly

1390

Ser

Ala

Val

Ala

Val

210

His

Cys

Gly

Met

His

290

Val

Tyr

Gly

Ile

Val

370

Ser

Glu

Tyx

Cys

1i5

Gln

val

Ala

Ser

val

1985

Pro

Lys

Asp

Gly

Ile

278

Glu

His

Arg

Lys

Glu
355

Tyr

Leu

Trp

Leu
100
Ala
Gly

Phe

Len

Trp

180

Leu

Ser

Pro

Lys

Pro

260

Ser

Asp

Asn

Val

Glu

340

Lys

Thr

Thr

Glu

Gln
Arg
Thr
Pro
Gly
165
Asn
Gln
Ser
Ser
Thr
245
Ser
Arg
Pro
Ala
val
325
Tyr
Thr
Leu

Cys

Ser
405

Met

Gly

Leu

Leu
150

Cys

Ser

Ser

Ser

Asn

230

His

Val

Thr

Glu

Lys

310

Ser

Lys

Tle

Pro

Leu

390

Asn

Asgn

Ary

Val

135

Ala

Leu

Gly

Ser

Leu

215

Thr

Thr

Phe

Pro

val

295

Thr

Val

Cys

Ser

Pro

375

val

Gly

Ser

Tyr

120

Thr

Pro

Val

Ala

Gly

200

Gly

Lys

Cys

Leu

Glu

280

Lys

Lys

Leu

Lys

Lys

360

Ser

Lys

Gln

Leu

105

Phe

val

Ser

Lys

Leu

185

Leu

Thr

Val

Pro

Phe

2658

Val

Phe

Pro

Thr

Val

Ala

Arg

Gly

Pro

Arg

Asp

Ser

Ser

Asp

170

Thr

Tyr

Gln

Asp

Pro

250

Pro

Thr

Agn

Arg

Val

330

Ser

- 345 -

Lys

Asp

Phe

Glu
410

21

Ala

Trp

Ser

Lys

155

Tyr

Ser

Ser

Thr

Lys

2358

Cys

Pro

Cys

Irp

Glu

315

Leu

Asn

Gly

Glu

Tyr
395

Asn

Glu

Leu

Ala

140

Ser

Phe

Gly

Leu

Tyr
220
Lys
Pro
Lys

Val

Tyr
300
Glu
His
Lys
Gln
Leu
380

Pro

Asn

Asp

Leu

125

Ser

Thr

Pro

val

Ser

205

Ile

val

Ala

Pro

val

285

val

Gln

Gln

Ala

Pro

365

Thr

Ser

Tyr

Thr

110

Phe

Thr

Ser

Glu

His

190

Ser

Cys

Glu

Pro

Lys

270

val

Asp

Tyr

Agp

Leu

350

Arg

Lys

Asp

Lys

Ala

Glu

Lys

Gly

Pro

175

Thr

val

Asn

Pro

Glu

255

Asp

Asp

Gly

Asn

Trp
335
Pro
Glu
Asn

Ile

Thr
415

val

Tyr

Gly

CGly

160

Val

Phe

Val

Val

Lys

240

Leu

Thr

Val

Val

Ser

320

Leu

Ala

Pro

Gln

Ala

400

Thr



Pro Pro Val

Thr Val Asp
435

Val Met His
450

Leu Ser Pro
465

27
1395
DNA
Homo

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

<400> 27
atggagtttg

gtgcagctgy
tgtgeagtgt
ggcaaggggc
ggctecegtga
caaatgaaca
tttgactggt
tcecaccaagg
acagcggcca
aactcaggcg
ctectacteece
acctgcaacg
tgttgtgteg
ttccececccaa
gtggtggacy
gaggtgcata
gtecagegtce
gtetcocaaca
ccccgagaac
gtecagcctga

agcaatgggc

Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu

420

Lys Ser Arg Trp Gln Gln Gly Asn Val Fhe

Glu Ala Leu His Asn His Tyr Thr Glo Lys

@ly Lys

sapiens

ggctgagetg
tggagtctgg
ctggattcac
tggagtgggt
ggggccgatt
gecectgagage
tattatttga
gcececategygt
tgggetgect
ctetgaccag
tcagcagogt
tagatcacaa
agtgccecacc
aacccaagga
tgageccacga
atgccaagac
tcaccogttgt
aaggcctecee
cacaggtgta
cectgectggt

agccggagaa

440

455

ggttttccte
gggaggcgtyg
cttcagtaac
ggcagctata
caccatctce
cgaggacacg
gtattgggge
cttceecectg
ggtcaaggac
cggcgtgcac
ggtgaccgtg
gcccagcaac
gtgcccagea
caccctcatg
agaccccgayg
aaagccacgyg
gcaccaggac
agcccccatc
cacccktgece
caaaggcttc

caactacaag

425

gttgctettt
gteccagectyg
tatggcatge
tggaatgatg
agagacaatt
gctgtgtatt
cagggaaccc
gcgcectget
tacttcceeg
accttccecag
ccctccagea
accaaggtgg
ccacctgtgg
atctccogga
gtccagttca
gaggagcagt
tggctgaacy
gagaaaacca
ccatceceggg
tacceccagcg

accacacctc

22

430

445

460

taagaggtgt
ggaggtccct
actgggtccg
gagaaaataa
ccaagaacac
actgtgegag
tggtecaccgt
ccaggagcac
aaccggtgac
ctgtcctaca
acttcggeac
acaagacagt
caggaccgtc
ccectgaggt
actggtacgt
tcaacagcac
gcaaggagta
tectecaaaac
aggagatgac
acatcgccgt

ccatgctgga

Ser Cys Ser

Ser Leu Ser

ccagtgtcag
gagactctce
ccaggctccea
acaccatgca
gctgtatctg
aggacgatat
ctctagtécc
ctcegagage
ggtgtcgtgy
gtccteagga
ccagacctac
tgagcgcaaa
agtecttectce
cacgtgcgtg
ggacggcgtg
gtteegtgtg
caagtgcaag
caaagggcag
caagaaccag
ggagtgggag

cteccgacggc

60

120

180

240

300

360

420

480

540

600

660

720

780

B840

900

960

1020

1080

1140

1200

1260



tecttettec tetacagecaa getcaccegtg gacaagagea ggtggcagea ggggaacgte 1320

ttetecatget ccgtgatgea tgaggetcectg cacaaccact acacgcagaa gagectotoe 1380

ctgtectecgg gtaaa 13395
<210> 28

«211l> 485

<212> PRT

<213> Homo sapiens
<400> 28

Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arg Gly
1 5 10 15

Val Gln Cys Gln Val Gln Leu Val Glu Ser Gly Gly Gly val val Gln
20 25 30

Pro Gly Arg Ser Leu Arg Leu Ser Cys Ala Val Ser Gly Phe Thr Phe
35 40 45

Ser Asn Tyr Gly Met His Trp Val Arg Gln BAla Pro Gly Lys Gly Leu
50 55 60

Glu Trp Val Ala Ala Ile Trp Asn Asp Gly Glu Asm Lys His His Ala
&5 70 75 80

Gly Ser Val Arg Gly Arg Phe Thr Ile Ser Arg Asp BAsn Ser Lys Asn
85 90 95

Thr Leu Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val
100 105 110

Tyr Tyr Cys Ala Arg Gly Arg Tyr Phe Asp Trp Leu Leu Phe Glu Tyr
115 120 125

Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly
130 135 140

Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser
145 " 150 155 160

Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val
165 170 175

Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe
180 185 190

Pro Ala Vval Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Vval
185 200 205

Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val
210 215 220

Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Vval Glu Arg Lys
225 230 235 240

23



Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val Ala Gly Pro
245 250 255

Ser val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser
260 265 270

Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp
275 280 285

Pro Glu val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn
290 285 300

Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Phe Arg Val
305 310 315 320

Val Ser val Leu Thr Val Val Hig Gln Asp Trp Leu Asn Gly Lys Glu
325 330 335

Tyr Lys Cys Lys Val Ser Asn Lys @ly Leu Pro Ala Pro Tle Glu Lys
340 345 350

Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr
355 360 365

Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr
370 375 380

Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu
385 390 395 400

Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Met Leu
405 410 415

Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys
420 425 430

Ser Arg Trp Gln @ln Gly Asn Val Phe Ser Cys Ser Val Met His Glu
435 440 445

Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly

450 455 460
Lys
465
<210> 29
<211l> 1398
<212> DNA

<213> Homo sapiens

<400> 29
atggagtttg ggctgagectg ggttttecte gttgetettt taagaggtgt ccagtgtcag 60

gtgeagetgg tggagtctgg gggaggegtg gtccagectg ggaggtcect gagactctee 120
tgtgcagtgt ctggattcac cttcagtaac tatggcatge actgggtceg ccaggcteca 180
ggcaagggge tggagtgggt ggcagctata tggaatgatg gagaaaataa acaccatgea 240

ggctecgtga ggggccgatt caccatctec agagacaatt ccaagaacac getgtatctg 300

24



caaatgaaca
tttgactggt
agcaccaagg
acagccgcec
aactcaégcg
ctctactcec
acctgcaacg
tatggtcccc
ctgttecceee
gtggtggtgy
gtggaggtge
gtggtcageg
aaggtctcca
cagccccgag
caggteagece
gagagcaatg
ggctecttet
gtcttecteat
tcecetgtete
<210>
<211l>

<212>
<213>

30
466
PRT

<400>= 30

Met Glu--Phe

1

Val Gln Cys

Pro Gly Arg

35

Homo

gecctgagagce
tattatttga
ggceatccgt
tgggctgcct
ccctgaccag
tcagcagcgt
tagatcacaa
catgcccatc
caaaacccaa
acgtgagcca
ataatgccaa
tectecacecgt
acaaaggecct
agccacaggt
tgacctgcet
ggeagccgga
tcctctacag
gecteoegtgak

tgggtaaa

sapiens

Gly Leu Ser- Trp Val Phe Leu

5

Gln val Gln Leu Val Glu Ser

20

Ser Leu Arg Leu Ser Cys Ala

cgaggacacg
gtattgggge
ctteccecctg
ggtcaaggac
cggcgtgcac
ggtgaccgtyg
gcccagcaac
atgcccagea
ggacactctc
ggaagaccece
gacaaagccyg
cctgcaccag
ceccgtectece
gtacaccctyg
ggtcaaadgc
gaacaactac
caggctaace

gcatgagget

40

gctgtgtatt
cagggaaccc
gcgecctget
tactteceeg
acctteccgyg
ccctcecagea
accaaggtgy
cctgagttec
atgatctcec
gaggtccagt
cgggaggagc
gactggctga
atcgagaaaa
cccecatece
ttectaccecca
aagaccacgc
gtgracaaga

ctgcacaacce

val
10

Gly
25

Val

Ser Asn Tyr Gly Met His Trp Val Arg Gln Ala

50

Glu Trp val

Ala Ala Ile Trp Asn Asp Gly

55

Glu

25

actgtgcgag
tggtcacegt
ccaggagcac
aaccggtgac
ctgtectaca
gcttgggeac
acaagagagt
tggggggace
ggacccectga
tcaactggta
agttcaacag
acggcaagga
ccatctecaa
aggaggagat
gcgacatcge
cteeccgtget
gcaggtggca

actacacaca

Ala

Gly Gly val

30

Ser
45

Pro
60

Asn

Leu Leu

Gly rhe

Gly Lys

Lys His

aggacgatat
ctetagtgee
cteegagage
ggtgtegtgg
gtcctcagga
gaagacctac
tgagtccaaa
atcagtctte
ggtcacgtgce
cgtggatgge
cacgtaccgt
gtacaagtgc
agccaaaggg
gaccaagaac
cgtggagtgg
ggactecgac
ggaggggaat

gaagagcctc

Arg Gly
15

Val Gln
Thxr Phe

Gly Leu

His Ala

360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
138&

1398



65

Gly

Thr

Trp

Pro

145

Thr

Thr

Pro

Thr

Asp

225

TYY

Pro

Ser

Asp

Asn
305

- Val

Glu

Lys

Thr

Thr

Ser

Leu

Tyr

Gly

130

Ser

Ala

val

Ala

Val

210

Gly

Ser

Arg

Pro

250

Ala

Val

Tyr

Thr

Leu
370

Cys

Val

Tyr

Cys

115

Gln

Val

Ala

Ser

val

155

Pro

Lys

Pro

vVal

Thr

275

Glu

Lys

Ser

Lys

Ile

355

Pro

Leu

Aryg

Leu

100

Ala

Gly

Phe

Leu

Trp

180

Leu

Ser

Pro

Pro

Phe

260

Pro

Val

Thr

Val

Cys

340

Ser

Pro

Val

Gly

Gln

Arg

Thr

Pro

Gly

165

AsSn

Gln

Ser

Ser

Cys

245

Leu

Glu

Gln

Lys

Leu

325

Lys

Lys

Ser

Lys

70

Arg

Met

Gly

Leu

Leu

150

Cys

Ser

Ser

Ser

Asn

230

Pro

Phe

val

Phe

Pro

310

Thr

val

Ala

Gln

Gly

Phe

Asn

Arg

Val

135

Ala

Leu

Gly

Ser

Leu

215

Thr

Ser

Pro

Thr

Asn

285

Arg

Val-

Ser

Lys

Glu

375

Phe

Thr

Ser

120

Thr

Pro

Val

Ala

Gly

200

Gly

Lys

Cys

Pro

Cys
280
Trp
Glu
Leu
Asn
Gly
360

Glu

TYr

Ile

Leu

105

Phe

vVal

Cys

Lys

Len

185

Leu

Thr

Val

Pro

Lys

265

Val

Tyr

Glu

His

Lys

345

Gln

Met

Pro

Ser
80

Arg
Asp
Ser
Ser
Asp

170

Thr

Lys

Asp

Ala

250

Pro

Val

Val

Gln

Gln

330

Gly

Pro

Thr

Ser

26

75

Arg

Ala

Txp

Ser

Arg

155

Tyr

Ser

Ser

Thr

Lys

235

Pro

Lys

Val

Bap

Phe

315

Asp

Leu

Arg

Lys

Asp

Asp

Glu

Leu

Ala

140

Ser

Phe

Gly

Leu

Tvr
220
Arg
Glu
Asp
Asp
Gly

300

Agn

Trp

Pro

Glu

Asn

380

Ile

Asn

Asp

Leu

125

Ser

Thr

Pro

Val

Ser

205

Thr

Val

Phe

Thr

Val

285

Val

Ser

Leu

Sexr

Pro

365

Gln

Ala

Ser

Thr

11¢

Phe

Thr

Ser

Glu

His

190

Ser

Cys

Glu

Glu

Leu

270

Ser

Glu

Thr

Asn

Ser

350

Gln

Val

Val

Lys

95

Ala

Glu

Lys

Glu

Pro

175

Thr

val

Asn

Ser

Gly

255

Met

Gln

Val

Tyr

Gly

335

Ile

val

Ser

Glu

80

Asn

Val

Gly

Ser

160

Val

Phe

val

Val

Lys

240

Gly

Ile

Glu

His

Arg

320

Lys

Glu

TYr

Leu

Trp



385

Glu Ser Asn Gly Gln Pro

390

405

Glu Asn

Leu Asp Ser Asp Gly Ser Phe Phe

Lys Ser Arg Trp Gln Glu

435

Glu Ala Leu His Asn His

450

Gly Lys
465

<210>
«211>
<212
<213>

31
1401
DNA
Homo

<400> 31
atggggtcaa

gtgcagctga
tgtaagggtt
gggaaaggcc
cocgtecttec
cagtggagca
ctcgactact
aagggcccecat
gcectggget
ggecgccctga
tecectecagea
aacgtgaatce
gacaaaactec
ttcctettece
tgegtggtag
ggcgtggagy
cgtgtggtca
tgcaaggtct

gggcageocec

420

Sapiens

ccgcecateet
tgcagtctgg
ctggatacag
tggagtggat
aaggccaggt
gcctgaagge
ttgactactg
cggtettece
gcctggtcaa
ccageggegt
gecgtggtgac
acaagcccag
acacatgcce
cceccaaaacce
tggacgtgag
tgcataatgc
gcgtecteac
ccaacaaagc

gagaaccaca

Gly Asn
440

Tyxr Thr
455

cgeccctecte
agcagaggtg
ctttteettce
ggggateatc
caccatctea
ctecggacacce
gggccaggga
cectggcaccece
ggactacttc
gcacacctic
cgtgecectec
caacaccaag
accgtgceca
caaggacaca
ccacgaagac
caagacaaag
cgtectgeac
ccteecagece

ggtgtacace

395

Asn Tyr Lys
410

Leu Tyr Ser
425

Val Phe Ser

Gln LIiys Ser

ctggctgtte
aaaaagccog
cactggateog
catcectggtg
geogacaact
gccatgtatt
accctggtca
tcotocaaga
cccgaacegy
caoggetgtec
agcagcttgg
gtggacaaga
gcacctgaac
ctecatgatct
cctgaggtea
ccgcgggagg
caggactgge
ccecategaga

ctgeeccoceat

27

400

Thr Thr Pro Pro Val

Arg

Cys
445

415

Leu Thr Vval Asp
430

Ser Val Met His

Leu Ser Leu Ser Leu

460

tccaaggagt
gggagtctet
cctgggtgeg
cctetgatac
ccaacagege
tetgtgegag
ccgtetctag
gcacctetgg
tgacggtgte
tacagtccte
gcacccagac
aagttgagcee
tectggggag
cocggacece
agttcaactyg
agcagtacaa
tgaatggcaa
aaaccatcte

ccegggatga

ctgtgeegag
gaagatctec
ccagatgece
cagatacage
cacctacctg
écaaagggaa
tgectceoace
gggcacagcg
gtggaactca
aggactetac
ctacatetge
caaatcttgt
accgtcagte
tgaggteaca
gtacgtggac
cagcacgtac
ggagtacaag
caaagccaaa

gctgaccaag

60

120

180

240

300

360

420

480

540

600

660

720

780

840

200

860

1020

1080

1140



aaccaggtca

tgggagagca

gacggctect

aacgtcttct

ctctcecctgt

<210> 32
<211> 467
<212> PRT

<213> Homo

<400> 32

Met Gly Ser

1

val

Pro

Ser

Glu

65

Pro

Ala

Tyr

Gln

Val

145

Ala

Ser

val

Pro

Cys

Gly

Fhe
50

Trp

Ser

Thxr

Phe

Gly

130

Phe

Leu

Trp

Leu

SBer
210

Ala
Glu
35

His

Met

Phe

Cys
115
Thr
Pro
Gly
Asn
Gln

1585

Ser

gectgacctg cctggtcaaa ggettetate

atgggcagcee
Ecttecteta tagcaagetce

catgcteccgt

ctcegggtaa a

sapiens

Thr

Glu

20

Ser

Trp

Gly

Gln

Leu

100

Ala

Leu

Leu

Cys

Ser

180

Ser

Ser

val

Leu

Ile

Ile

Gly

85

Gln

hrg

Vval

Ala

Leu

165

Gly

Ser

Leu

Ile

Gln

Lys

Ala

Ile

70

Gln

Trp

Gln

Thr

Pro

150

Val

Ala

Gly

Gly

Leu

Leu

Ile

Trp

His

val

Ser

Arg

Val

135

Ser

Lys

Leu

Leu

Thr
215

ggagaacaac

gatgcatgag

Ala

Met

Ser

40

Val

Pro

Thr

Ser

Glu

120

Ser

Ser

Asp

Thr

TYyr

200

Gln

tacaagacca

accgtggaca

gectctgcaca

Leu

Gln

25

Cys

Arg

Gly

Ile

Leu

105

Leu

Ser

Lys

Ser
185

Ser

Thr

Leu

10

Ser

Lyse

Gln

Ala

Ser

S0

Lys

Asp

Ala

Ser

Phe

170

Gly

Leu

28

Leu

Gly

Gly

Met

Ser

75

Ala

Ala

Tyxr

Ser

Thr

155

Pro

Val

Ser

Ile

ccagcgacat cgccgtggag
cgcctecege getggactee
agagcaggtyg gcagcagggg

accactacac gcagaagagc

Ala Val Leu Gln Gly
15

Ala Glu val Lys Lys
30

Ser Gly Tyr Ser Phe
45

Pro Gly Lys Gly Leu
60

Asp Thr &rg Tyr Ser
80

Agp Asn Ser Asn Ser
95

Ser Asp Thr Ala Met
110

Phe Asp Tyr Trp Gly
125

Thr Lys Gly Pro Ser
140

Ser Gly Gly Thr Ala
160 -

Glu Pro Val Thr val
175

His Thr Phe Pro Ala
190

Ser Val Val Thr val
205

Cys Asn Vval Asn His
220

1200

1260

1320

13890

1401



Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys
225 230 235 240

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu lLeu Leu Gly
245 250 255

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
260 265 270

Ile Ser Arg Thr Pro Glu Val Thr Cys Vval Val Val Asp Val Ser His
275 280 285

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val
280 295 300

His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr TYY
305 - 310 315 320

Arg Val val Ser Val Leu Thr Val Leu His Gin Asp Trp Leu Asn Gly
a25 330 335

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro ITle
340 345 350

Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Glm Val
355 360 365

Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser
370 375 380

Leu Thr Cys Leu Val Lys CGly Phe Tyr Pro Ser Asp Ile Ala Val Glu
385 390 385 400

Trp Glu Ser Asn Gly CGln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro
405 410 415

Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr val
420 ’ 425 430

Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met
435 440 445

His CGlu Ala Leu His Asn His Tyr Thr ¢ln Lys Ser Leu Ser Leu Ser
450 455 460

Pro Gly Lys
465

<210> 33

<211> 1388

<212> DNA

<213> Homo sapiens

<400> 33
atggggtcaa ccgccatect cgecctecke ctggetgtte tccaaggagt ctgtgecgag 60

gtgcagctga tgcagtetgy agcagaggtg aaaaagcceg gggagtotet gaagatctce 120

tgtaagggtt ctggatacag cttttectte cactggateg cctgggtgeg cecagatgeeco 180

29



gggaaaggcc
ccgtecttec
cagtggagca
ctcgactact
aagggcccat
gecctgggcet
ggcgctoetga
tcectecagea
aacgtagatc
gtcgagtgece
ccaaaaccca
gacgtgagcc
cataatgcca
gtecetcaceg
aacaaaggcc
gaaccacagd
ctgacctgcc
gggecageegg
ttectctaca
tgectcegtga
ccgggtaaa

<210>
<211>

<212
<213>

34
463
PRT
Homo
<40Q0> 34

Met Gly Ser
1

Val Cys Ala

Pro Gly Glu
35

tggagtggat
aaggccaggt
gcctgaagge
ttgactactyg
caggtcttece
gecctaggteaa
ccagcggcgt
geatagtgac
acaagcccag
caccgtgeccc
aggacaccct
acgaagaccce
agacaaagcc
ttgtgcacca
tcccagcecee
tgtacaccct
tggtcaaagg
agaacaacta
gcaagctcac

tgcatgaggce

saplens

ggggatcate
caccatctca
ctcggacace
gggccaggga
cectggegecece
ggactactte
gcacacctte
cgtgececctece
caacaccaag
agcaccacct
catgatctce
cgaggtcecag
acgggaggag
ggactggctg
catcgagaaa
gcccecatee
cttctaccce
caagaccaca
cgtggacaag

tctgecacaac

catcctggtg
gccgacaact
geccatgtatt
accotggtca
tgcteccagga
ccecgaacegg
ccagctgtce
agcaacttcg
gtggacaaga
gtggcaggac
cggaccectg
ttcaactggt
cagttcaaca
aacggcaagg
accatctcca
cgggaggaga
agcgacatcg
cctaccatge
agcaggtggc

cactacacgc

cctctgatac
ccaacagcgc
tctgtgegayg
ccgtctetag
gcacctccga
tgacggtgte
tacagtectce
gcacccagac
cagttgagcg
cgtcagtcett
aggtcacgtg
acgtggacgg
gcacgtteccg
agtacaagtg
aaaccaaagg
tgaccaagaa
ccgtggagtyg
tggactccga
agcaggggaa

agaagagcect

cagatacagc
cacctacctyg
acaaagggaa
tgectecace
gagcacagecg
gtggaactca
aggactctac
ctacacctge
caaatgttgt
cctcttecce
cgtggtggtg
cgtggaggtg
tgtggtcage
caaggtctcc
gcagceccega
ccaggtcage
ggagagcaat
cggctectte
cgtcttectea

ctecccectgtet

Thr Ala Ile Leu Ala Leu Leu Leu Ala Val Leu Gln Gly

5

10

15

Glu Val Gln Leu Met Gln Ser Gly Ala Glu Val Lys Lys

20

25

30

Ser Leu Lys Ile Ser Cys Lys Gly Ser Gly Tyr Ser Phe

40

30

45

240

300

360

420

480

540

600

660

720

780

840

200

260

1020

1080

1140

1200

1260

1320

1380

1389



Ser

Glu

65

Pro

Ala

Tyr

Gln

val

145

Ala

Ser

vVal

Pro

Lys

225

val

Phe

Pro

Val

Thr

305

val

Cys

Ser

Phe
50

Trp
Ser
Thr
Phe
Gly
130
Phe
Leu
Trop
Leu
Ser
210
Pro
Glu
Leu
Glu
Gln
290
Lys
Leu

Lys

Lys

His

Met

Fhe

Tvyr

Cys

115

Thr

Pro

Gly

Asn

Gln

195

Ser

Ser

Cys

Phe

vVal

275

Phe

Pro

Thr

val

Thr
355

Trp
Gly
Gln
Leu
1090
Ala
Leu
Leu
Cys
Ser
180
Ser
Asn
Asn
Pro
Pro
260
Thr
Asn
Arg
val
Ser

340

Lys

Ile

Ile

Gly

85

Gln

Arg

Val

Ala

Leu

165

Gly

Ser

Phe

Thr

Pro

245

Pro

Cys

Trp

Glu

Val

325

Asn

Gly

Ala

Ile

70

Gln

Trp

Gln

Thr

Pro

150

val

Ala

Gly

Gly

Lys

230

Cys

Lys

val

Tyr

Glu

310

His

Lys

Gln

Trp

55

val

Ser

aArg

val

135

Cys

Lys

Leu

Leu

Thr

215

val

Pro

Pro

Val

val

255

Gln

Gln

Gly

Pro

val

Arg

Gln

Pre Gly Ala

Thr

Ser

Glu

120

Ser

Ser

Asp

Thr

Tyr

200

Gln

Asp

Ala

Lys

Val

280

Asp

Phe

Asp

Leu

Arg
360

Ile

Leu

105

Leu

Ser

Arg

Tyr

Ser

185

Ser

Thr

Lys

Pro

Asp

265

Asp

Gly

Asn

Trp

Pro

345

Glu

Ser
S0

Lys
Asp
Ala
Ser
Phe
170
Gly
Leu
Tyr
Thr
Pro
250
Thr
Val
vVal
Ser
Leu
330

Ala

Pro

31

Met

Ser

75

Ala

Ala

Ser

Thx

155

Pro

Val

Ser

Thr

val

235

vVal

Leu

Ser

Glu

Thr

315

Asn

Pro

Gln

Pro
&0

Asp
Asp
Ser
Phe
Thr
140

Ser

Glu

Ser
Cys
220
Glu

Ala

Met

val
300
Fhe
Gly

Ile

Val

Gly

Thr

Asn

Asp

Asp

125

Lys

Glu

Pro

Thr

Val

205

Asn

Arg

Gly

Ile

Glu

285

Arg

Lys

Glu

Tyr
365

Lys

Arg

Ser

Thr
110

in's

Gly

Ser

Val

Bhe

199

val

val

Liys

Pro

Ser

270

Asp

Asn

val

Glu

Lys

350

Thr

Gly
Tyx
Asn

95

Ala

Trp

Pro

Thr

Thr

175

Pro

Thr

Asp

Cys

Ser

255

Arg

Pro

Ala

Val
TYT
335

Thr

Leu

Leu

Ser

a0

Ser

Met

Gly

Ser

Ala

160

val

Ala

val

His

Cys

2490

Vval

Thr

Glu

Lys

Ser

320

Lys

Ile

Pro



Ser
370

Pro Arg

Val
385

Lys Gly

Gly Gln Pro

Asp Gly Ser

Gln Gln

435

Trp

Asn His

450

His

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

35
1392
DNA
Homo

<400> 35
atggggtcaa

gtgecagetga
tgtaagggtt
gggaaaggcce
cegtccttec
cagtggagea
ctegactact
aaggggecat
geectggget
ggegecctga
tececteagea
aacgtagatc
cccceatgcc
cccccaaaac
gtggacgtga
gtgcataatg
agcgtccetea

tccaacaaag

Glu

Phe

Glu

Phe

420

Gly

Tyr

Glu

TyT

Asn

405

Phe

Asn

Thr

sapiens

ccgecatect
tgecagtetgg
ctggatacag
tggagtggat
aaggccaggt
gecctgaagge
ttgactactg
ccgtettece
gectggteaa
ccageggegt
gegtggtgac
acaagcccag
catcatgecc
ccaaggacac
gocaggaaga
ccaagacaaa
ccgtectgea

gecteceegte

Met

Pro

390

Asn

Leu

val

Gln

Thr
375

Ser

Tyr

Tyr

Phe

Lys
455

Lys

Asp

Lys

Ser

Ser

440

Ser

cgeectecte
agcagaggtg
ctttteette
gagggateate
caccatctca
cteggacace
gggccaggga
cctggecgece
ggactactte
gcacacctte
cgtgcectee
caacaccaag
agcacctgag
tctcatgate
cocegaggte
gecgegggayg
ccaggactgg

ctccategag

Asn Gln Val

Ile val

3585

Ala

Thr Thr

410

Pro

Lys Leu Thr

425

Cys Ser Val

Leu Ser Leu

ctggetgtte
aaaaagcccg
cactggateg
catecctggtyg
gecgacaact
geecatgtatt
accctggteca
tgctccagga
cccgaacegyg
ceggctgtee
agcagcttgg
gtggacaaga
ttcctggggé
tcecggacce
cagttcaact
gagcagtteca
ctgaacggca

aaaaccatct

32

Ser Leu

380

Glu Trp

Pro Met

Val Asp Lys

430
His
445

Met

Ser Pro

460

tocaaggagt
gggagtctet
cctgggtgeg
cctetgatac
ccaacagegce
tetgtgecgayg
cegtetetag
gcacctecga
tgacggtgtce
tacagtectce
gcacgaagac
gagttgagtc
gaccatcagt
ctgaggtcac
ggtacgtgga
acagcacgta
aggagtacaa

ccaaagccaa

Thr

Glu

Leu

Glu

Gly

Leu

Cys
Ser Asn
400

Asp Ser

415

Ser Arg

Ala Leu

Lys

ctgtgecegag
gaagatctce
ccagatgecee
gagatacage
cacctaccty
acaaagggaa
tgcecagcacce
gagcacagcc
gtggaactca
aggactctac
ctacacctge
caaatatggt
ctteectgtte
gtgegtggtg
tggcgtggag
ccgtgtggte
gtgecaaggtce

agggcagcece

60

120

180

240

300

360

420

480

540

600

660

720

780

840

900

960

1020

1080



cgagagccac
agcctgacct
aatgggcagc
ttcttectct
tcatgetecyg
tctectgggta
36

464

PRT
Homo

<210>
<21l>
<212>
<213>

<400> 36

Met Gly Ser Thr Ala Ile

1

Val Cys Ala

@glu
35

Pro Gly

Phe His

50

Ser

Glu
65

Trp Met

Pro Ser Phe

Ala Thr

Tyr

Tyr Phe Cys

115
Gln

Gly Thr

130

Val
145

Phe Pro

Ala Leu Gly

Ser Asn

Trp

Gln
195

Val Leu

Pro Ser Ser

aggtgtacac
gcctggtcaa
cggagaacaa
acagcaggcet
tgakgecatga

ada

sapiens

5

Glu
20

val Gl
Ser
Ile

Txp

I1
70

Gly Tle

Gln Gly G1

85
Leu Gln
100
Gl

Ala Arg

Leu Val

Leu-Ala

Leu Lys

Ala

Trp

Thr

Pro

cctgcececa
aggcttctac
ctacaagacc
aaccgtgrac

ggctctgeac

Leu Ala

n Leu Met

Ile Ser

20
Trp vVal
55

e His Pro

n Val Thr

Ser

Ser

Glu
120

n Arg

Val
135

Ser

Ser

“Cys

150

Leu
165

Cys

Ser Al

180

Gly

Ser Ser Gl

Ser Leu Gl

val

Lys Asp

a Leu Thr

Leu

¥ Tyr

200

Thr

b4 Lys

tceccaggagg agatgaccaa gaaccaggte
cceagegaca tegcegtgga gtgggagage
acgccteoeccyg tgectggactc cgacggcetcece
aagagcaggt ggcaggaggg gaatgtcttce

aaccactaca cacagaagag cctctecectg

Gln
15

Leu Leu Leu Ala Val Leu

10

Gly

Gln
25

Glu val

30

Ser Gly Ala Lys Lys

Cys Lys Gly Ser Gly Ser Phe

45

Tyr

Gln Pro Leu

60

Arg Met Gly Lys Gly

Ala Thr Ser

80

Ser
75

Gly Asp Arg Tyr

Asn
95

Ile Ser Ala Asn Ser Sex

90

Asp

Ala Thr Ala

110

Leu Ser Met

105

Lys Asp

Leu Asp Tyr Phe Asp

125

Tyr Trp Gly

Ala Thr

140

Ser Ser Lys Gly Pro Ser

Thr Thr

155

Ala
160

Arg Ser Ser- Glu Ser

Phe Glu

170

Val Thr

175

Pro Pro Val

Thr Phe Pro Ala

190

Ser Val His

185

CGly

val Thr

205

Ser Leu Ser Ser val Val

Thr Tyr Thr Cys Asn Val Asp His

33

1140

1200

1260

1320

1380

1392



210

Lys Pro Ser
225

Pro Pxro Cys
Val Phe Leu
Thr Pro Glu

275

Glu Val Gln
290

Lys Thr Lys
305

Ser Val Leu
Lys Cys Lys
Ile Ser Lys

355

Pro Pro Sex
370

Leu Val Lys
385

Asn Gly Gln
Ser Asp Gly
Arg Trp Gln

435

Leu His Asn
450

210> 37
<211l> 705
<212> DNA
<213> Homo

<400> 37

atggaagcce cagctcagcet tctettecte

gaaattgtgt

ctctectgeca gggeccagteca gagtgttage

ggccaggcte

Asn

Pro

Phe

260

Val

Phe

Pro

val

340

Ala

Gln

Gly

Pro

Ser

420

Glu

Thr

Ser

245

Pxro

Thr

Agn

Arg

Val

325

Ser

Lys

Glu

Phe

Glu

405

Phe

Gly

Tyr

Sapiens

tgacacagte tccagccacce

ccaggctcct catctatgat

Lys

230

Cys

Pro

Cys

Trp

Glu

310

Leu

Asn

Gly

Glu

Tyxr
390
Asn
Phe

Agn

Thr

215

val

Pro

Lys

Val

Tyx

295

Glu

His

Lys

Gln

Met

375

Pro

Asn

Leu

Val

Gln
455

Asp

Ala

Pro

Val

280

Val

Gln

Gln

Gly

Pro

360

Thr

Ser

Tyr

Tyr

Phe

440

Lys

Lys

Pro

Lys

265

Val

Asp

Phe

Asp

Leu

345

Arg

Lys

Asp

Lys

Ser

425

Ser

Ser

Arg

Glu

250

Asp

Asp

Gly

Asn

Trp
330
Pro
Glu
Asn
Ile
Thr
410
Arg

Cys

Leu

Val

235

Phe

Thr

val

val

Ser

315

Leu

Ser

Pro

Gln

Ala

395

Thr

Leu

Ser

Ser

ctgctactet
ctgtctttgt

agctacttag

gcatccaaca

34

220

Glu

Glu

Leu

Ser

Glu

300

Thr

Asn

Ser

Gln

Val

380

Val

Pro

Thr

Val

Leu
460

Ser

Gly

Met

Gln

285

Val

TyY

Gly

Ile

val

365

Ser

Glu

Pro

val

Met

445

Ser

Lys
Gly
Ile

270

Glu

Arg

Lys

Glu
350

Tyr

Leu

Trp

Val

Asp

430

His

Leu

ggctcceaga

ctccagggga

cctggtacca

gggccactgg

Tyr Gly
240

Pro Ser
255

Ser Arg

Asp Pro

Asn Ala

Val val
320

Glu Tyr
335

Lys Thr

Thr Leu

Thr Cys

Glu Ser
400

Leu Asp
415

Lys Ser

Glu Ala

Gly Lys

taccaccgga
aagagccaca
acagaaacct

catcceagec

60

120

180

240



aggttcagty
gaagattttg
ggagggacca
ccatctgatg
tatcccagag
caggagagtg
acgectgagea
ggecctgagct
38

235

ERT
Homo

210>
<211>
<212
<213>
<400> 38
Met Glu Ala
1

Asp Thr Thr

Pro
35

Leu Ser

val Ser Ser

50
Leu

Arg Leu

65

Phe Ser

Ser Leu Glu

Pro
115

Asn Trp

Thr Val

130

Gln
145

Leu Lys

Tyr Pro Arg

Ser Gly Asn

gcagtgygtc
cagtttatta
aggtggagat
agcagttgaa
aggccaaagt
tcacagagca
aagcagacta

cgcccgteoac

sapiens

Pro Ala

5
Gly Glu
20

Gly Glu

Tyr Leu
Ile Tyr

Ser
as

Gly

Pro Glu

100

Pro Leu

Ala Ala

Ser Gly

Glu Ala

165
Ser Gln
180

tgggacagac
ctgtcagecag
caaacgaact
atctggaact
acagtggaag
ggacagcaag
cgagaaacac

aaagagctte

ttcactctea
cgtagcaact
gtggetgeac
gcctetgttyg
gtggataacyg
gacagcacct
aaagtctacyg

aacaggggag

Gln

Ile

Ala

Asp

70

Gly

Asp

Thr

Pro

Thr

150

Lys

Glu

Phe Leu Leu

10

Leu Leu

Thr
25

vVal Leu Gln Ser

Ala Thr

40

Leu Ser Cys

Trp Gln Gln Lys

55

Ala
75

Ala Ser Asn Arg

Ser Gly Thr Asp Phe

S0

val
105

Phe Ala Tyr Tyr

Phe @ly Gly Gly Thr

- -120

Ser Val Phe Ile Phe

135

Ala Ser val Vval

Cys
155

Val Gln Lys Val

170

Trp

Val Thr

185

Ser Glu Gln

35

ccatcagcag
ggcctcocget
catctgtett
tgtgcetget
ccctecaate
acagcctcag
cctgegaagt

agtgt

Leu Leu

Trp

Ala Thr

30

Pro

Ala
45

Arg Ser

Pro Gln

€0

Gly

Thr Gly Ile

Thr Leu Thr

Gln Gln

110

Cys

val Glu

125

Lys

Pro Pro Ser

140

Leu Leu Asn

Asp Asn Ala

Asp Ser Lys

150

cctagagecct
cactttogge
catettceeg
gaataacttc
gggtaactcc
cagcaccctyg

cacccatcag

Leu

15

Leu

Gln

Ala

Pro

Ile

95

Arg

Ile

Asp

ABTL

Leu

175

Asp

Pro

Ser

Ser

Pro

Ala

80

Ser

Ser

Lys

Glu

Phe

160

Gln

Ser

300

360

420

480

540

600

660

705



Thr- Tyr Ser Leu Ser Ser Thr Leu Thr Leu Sexr

195

His Lys
210

Lys

Pro
225

<210>
<211>
<212>
<2135

39
699
DNA
Homo

<400> 3@
atgtcgecat

attgtgctga
acctgeceggg
cagtctccaa
ttcagtggca
gatgctgcag
accaaggtgyg
gatgagcagt
agagagdcca
agtgtcacag
agcaaagcag
agctcgeeeg
<210>
<211>

<212>
<213>

49
233
PRT
Homo
<400> 490

Met Ser Pro
i

Ser Arg Gly
Thr Pro Lys
35

Gly Ser Ser
50

200

val Tyr Ala Cys Glu Val Thr His

215

230

Sapiens

cacaactcat
cteoagtetee
ccagtcoagag
agctecteat
gtggatctgg
cgtattactg
agatcaaacg
tgaaatctgg
aagtacagtg
agcaggacag
actacgagaa

tcacaaagag

sapiens

Ser Gln Leu Ile

5

Glu Ile
20

Glu Lys

Leu His

Val Thr

Trp Tyr

tgggtttcetg
agactttcag
cattggtagt
caagtatget
gacagatttc
tcatcagagt
aactgtggcet
aactgeoctet
gaaggtggat
caaggacagc
acacaaagtc

cttecaacagg

Gly

Val Leu Thr Gln Ser

40

55

Ile Thr Cys

Gln Gln Lys

Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

235

ctgectetggy
teotgtgactce
agcttacact
tecocagteocet
acccteoacca
agtagtttac
gcaccatctg
gttgtgtgec
aacgccotece
acctacagec
tacgeotgeg

ggagagtgt

Fhe Leu Leu
10

bPro
25
Arg

Pro

36

Lys BRla Asp Tyr Glu

205

Glo Gly Leu Sex

220

tteccagecte
caaaggagaa
ggtaccagca
tcteaggggt
tcaatagect
ctoteacttt
tcttcatett
tgctgaataa
aatcgggtaa
tcagcagcac

aagtcacceca

Leu Trp val Pro

Ser

caggggtgaa
agtcaccatc
gaaaccagat
ceectegagyg
ggaagctgaa

cggcggaggyg

cccgecatet

cttectatece
ctcccaggag
cetgacgetg

tecagggecetg

ala
15

aAsp Phe Gln Sexr Val

30

Ala Ser Gln Ser Ile

45

Asp Gln Ser Pro

60

Lys

60

120

180

240

300

360

420

480

540

600

660

699



Leu

65

Phe

Leu

Leu

val

Lys

145

Asn

Ser

Lys

Thr
225

Leu

Ser

Glu

Pro

Rla

130

Ser

Glu

Ser

Leu

val

210

Lys

<210>
<21l>
<212>
<213>»

<400>

Ile

Cly

Ala

Leu

115

Ala

CGly

Ala

Gln

Ser

195

Tyr

Ser

41

PRT

Homo

41

Leu Ser Asp

1

<210> 42
<21l> 4
<212> DPRT
<213> Homo
<400> 42

Val Ile aAsp

1

<210>»
<211>
<21Z2>
<213>

<400

43

4
PRT
Homo

43

Lys Tyr
Ser Gly
85

Glu Asp
100

Thr Phe

Pro Ser
Thr Ala
Lys Val

165

Glu Ser
180

Ser Thr

Ala Cys

Phe Asn

sapiens

Ile Ala

5

sapiens

Glu

sapiens

Ala

70

Ser

Ala

Gly

val

Ser

150

Gln

val

Leu

Glu

Arg
230

Ser

Gly

Ala

Gly

Phe

135

Val

Trp

Thr

Thr

val

215

Gly

Gln Ser Phe

Thr
Ala
Gly
120
Ile
val
Lys
Glu
Leu
200

Thr

Glu

Asp

TYE

105

Thx

Phe

Cys

Val

Gln

185

ser

His

Cye

Phe
S0

Tyr

Lys

Pro

Leu

Asp

170

Asp

Lys

Gln

37

ser

75

Thr

Cys

Val

Pro

Leu

155

Apn

Ser

Ala

Gly

Gly

Leu

His

Glu

Ser

140

Asn

Ala

Lys

Asp

Leu
220

Val

Thr

Gln

Ile

125

Asp

Asn

Leu

Asp

Tyr

205

Ser

Pro

Ile

Ser

110

Lys

Glu

Phe

Gln

Ser

150

Glu

Ser

Ser Arg

Asn

95

Ser

Arg

Gln

Tyr

Ser

175

Thr

Lys

Pro

80

Ser

Ser

Thr

Leu

Pro

160

Gly

val



Thr Cys Phe Ala

1

<210> 44
<21l> 24
<212> DNA

<213> Artificial

«220>
<223> oligonucleotide primer for PCR

<220>

<221> misc_feature

<222> (18)..({23)

<223> nis a, ¢, t, or g

<400> 44
ggccggatag geocectccannn nnnt

<210> 45
<211> 26
<212> DN2&

«213> artificial

<220>
<223> oligonucleotide primer for PCR

<400> 45
ggacactgac atggactgaa ggagta

<210> 46
<211> 26
<212> DNA

<213> artificial

<220>
<223> oligonucleotide primer for PCR

<400> 46
ggacactgac atggactgaa ggagta

<210> 47
<211> 46
<212> DNA

«213> artificial

<220>
<223> oligonucleotide primer for PCR

<400> 47
cagcagaagc ttctagacca ccatgtecgcc atcacaactc attggg

<210> 48
<211> 34
<212> DN2A

38

24

26

26

46



<213> artificial

<220>

<223> oligonucleotide primer for PCR

<400> 48

cttgtegact caacactctc ccetgttgaa gete 34
<210> 49

<21l 8

<212> PRT

<213> artificial

<220>

<223> amino acid sequence encoded by 5' anti-IL-1R1 15C4 kappa primer
<400> 49

Met Ser Pro Ser Gln Leu Ile Gly

1 5

«210> 50

<211> 7

<212> PRT

<213> artificial

<220>

<223> amino acid sequence encoded by 3' anti-Ti-1R1 15C4 kappa primer
<400> 50

Cys Glu Gly Arg Asn Phe Ser

1 5

<210> 51

<211>= 1408%

<212> DNA

<213> Homo sapiens

<400> 51

tctagaccac catggacatc aggctcaget tagttttcet tgtectttte ataaaaggtg 60
teccagtgtga ggtagaactg gtggagtctyg ggggeggett agtacaacct ggaaggtcea 120
tgacactete ctgtgecagee tegggattea ctttcagaac ctatggeatg gcectgggtcece 180
gccaggcecce aacgaagggt ctggagtggg tctcateaat tactgctagt ggtggtacca 240
cctactateg agacteegtyg aagggecget tcactatttt tagggataat gcaaaaagta 300
ccctatacct gcagatggac agtccgaggt ctgaggacac ggccacttat ttctgtacat 360
caatttecgga atactgggge cacggagtea tggtcacegt ctctagtgce tecaccaagg 420
gcccateggt ctteccectyg gecaccectect ccaagageac ctctggggge acagcggccce 480
tgggetgect ggtcaaggac tacttccceg aaccggtgac ggtatcgtgg aactcaggeg 540
ccctgaccag cggcgtgcac accttcccgg ctgtcctaca gtectcagga ctetactcee 600

39



tcagcagegt
tgaatcacaa
aaacteacac
tettecceoce
tggtggtgga
tggaggtgea
tggtcagecgt
aggtctccaa
agcceccgaga
aggtcagcect
agagcaatgg
geteettett
tettctecatyg
cectgtetee
«210>
<211>

<212>
<213>

52
19
DNA

<220>
<223>

<400> 52
tgaggacget

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

53
44
DNA

<220>

«223>

«400> B3

ggtgacegtg
gcceagcaac
atgcccaceg
aaaacccaag
cgtgagececac
taatgeccaag
cctecacegte
caaagecctce
accacaggtyg
gacctgecectg
geagceggag
cctetatage
ctcegtgatg

gggtaaatga

artificial

gaccacacg

artificial

ccetccagea
accaaggtgg
tgcccageac
gacaccectca
gaagaccctyg
acaaagccgce
ctgcaccagg
ccagcecceca
tacaccetge
gtcaaaggct
aacaactaca
aagctcaccg
catgaggctc

taagtcgac

gcttgggceac
acaagaaagt
ctgaactect
tgatctcecg
aggtcaagtt
gggaggagca
actggctgaa
tegagaaaac
ecccatoeeg
tectatceecag
agaccacgcc
tggacaagag

tgcacaacca

oligonucleotide primer for PCR

oligonucleotide primer for PCR

ccagacctac
tgagcccaaa
ggggggaccecyg
gacecctgag
caactggtac
gtacaacage
tggeaaggag
catctecaaa
ggatgagctg
cgacatcgce
tcccgtgetg
caggtggcag

ctacacgeag

cagcagaage ttctagacca ccatgggatce aacegecatc ctcg

«<210» 54

<211> 32

«212> DNA

«213> artificial
«220>

40

atctgeaacy
tettgtgaca
tecagtcttee
gtcacatgeg
gtggacggcg
acgtaccgtg
tacaagtgca
gocaaaggyc
accaagaacc
gtggagtggg
gactccgacg
caggggaacyg

aagagectet

660

720

780

840

900

se60

1020

1080

1140

1200

1260

1320

1380

1409

19

44



223>

<400> 54

oligonucleotide primer for PCR

gtggaggcac tagagacggt gaccagggtt cc

<210> 55
<211l> 7
«<212> PRT
<213> arti
<2205
<223>

ime
<400> 55

ficial

Met Gly Ser Thr Ala Ile Leu

1 5
<210> 56
<211> 11
<212> PRT
<213> artificial
<2205
<223>
ime
<400> 56

Thr Ser Ala Ser Ser Val Thr Val Leu Thr Gly

1l

<210
<211>
<212>
<213>

57
1415
DNA

<400> 57

tctagaccac
tgagaggtgc
gggggtccct
actgggtteg
gtgggacata
agaactcctt
gtacaagaag
ctagtgecte
ccgagagcac

tgtcgtggaa

5

homo sapiens

catggacatg
cagatgtgag
gagactctece
ccaggctcca
ctatgcagac
gtttctteaa
asactaggga
caccaaggygc
agcggeectg

ctcaggegcet

agggtececeoeg
gtceagetgg
tgtgcagget
ggaaaaggtc
tcecgtgaagyg
atgaacagcc
caatttgact
ccatecggtet
ggctgectgg

ctgaccagcg

10

cteagetoct
tgcagtctag
ctggattecac
tggagtgggt
gecegatteac
tgagcgecga
actggggcca
tcoecctgge
tcaaggacta

gcgtgeacac

41

ggggctceotg
gggaggctty
ctteagtgge
aktcaggtatt
catctccaga
ggacatggct
gggaaccctg
gecctgcteco
cttecoceegaa

cttececaget

ctattgtggt
gtacatcectg
catgctttge
ggtactecatg
gacaatgeca
gtgtattact
gtcaccgtcet
aggagcacct
ccggtgacgg

gtcctacagt

32

amino acid sequence encoded by 5' anti-IL-1R1 15C4 heavy chain pr

amino acid sequence encoded by 3' anti-IL-1R1 15C4 heavy chain pr

60

120

180 -

240

300

360

420

480

540

600



cctcaggact
agacctacac
agcgcaaatg
tecttectett -
cgtgegtggt
acggcgtgga
tcegtgtggt
agtgcaaggt
aagggcagcc
agaaccaggt
agtgggagag
ccgacggete
ggaacgtectt
gcctectecct
<210> 58

<211> 1418
<212> DNA
<213>

<400> 58
tctagaccac

tgagaggtgce
gggggteect
actgggtteg
gtgggacata
agaactectt
gtacaagaag
ctagtgececag
ccgagagcac
tgtegtggaa
cctecaggact
agacctacac

agtccaaata

ctactececte
ctgcaacgta
ttgtgtegag
cccecccaaaa
ggtggacgtyg
ggtgcataat
cagegtecte
ctocaacaaa
ccgagaacea
cagcctgacce
caatgggcag
cttecttecte
ctecatgetece

gtcteegggt

Homo saplens

catggacatg
cagatgtgag
gagactectce
ccaggeteeca
ctatgcagac
gtttcttecaa
aaactgggga
caccaaggyy
agccgcéctg
cteaggegeco
ctactececte
ctgcaacgta

tggtcececea

agcagegtgg
gatcacaagc
tgececacegt
cocaaggaca
agccacgaag
gccaagacaa
accgttgtgc
ggectceeag
caggtgtaca
tgectggtea
cecggagaaca
tacagcaage
gtgatgeatyg

aaatgataag

agggtccceg
gteocagetgg
tgtgecagget
ggaaaaggtce
tccgtgaagg
atgaacagcc
caatttgact
cecatcegtet
ggctgectgy
ctgaccageg
agcagcgtgg
gatcacaagce

tgececatecat

tgacegtgec
ccagcaacac
gcececageace
cccteatgat
acccecgaggt
agccacggga
accaggactg
ccececatega
ccetgeecece
aaggetteta
actacaagac
tcaccgtgga
aggctetgea

tecgac

ctcagetect
tgcagtetag
ctggattcac
tggagtgggt
gecegatteac
tgagecgeega
actggggcoca
teecectgge
tcaaggacta
gegtgeacac
tgaccgtgec
ccagcaacac

gceccageacc

42

ctcecageaac
caaggtggac
acctgtggea
cteceoggace
ccagttcaac
ggagcagtte
gctgaacgge
gaaaaccate
atececgggayg
ccccagegac
cacacctcce
caagagcagg

caaccactac

ggggctcetyg

gggaggcttg

cttcagtggce
ateaggtatt
catctocaga
ggacatgget
gggaaccecty
geeectgetece
c¢ttececcgaa
cttceegget
ctcecagcage
caaggtggac

tgagtteetg

tteggeacce
aagacagttg
ggaccgtcag
cctgaggtca
tggtacgtgg
aacagcacgt
aaggagtaca
tccaanaceca
gagatgacca
atecgecgtgg
atgectggact
tggcagcagg

acgcagaaga

ctattgtggt
gtacatcctg
catgetttge
ggtacteaty
gacaatgcca
gtgtattact
gtecacegtct
aggagcacct
ccggtgacgg
gtcctacagt
ttgggcacga
aagagagttg

gggggaccat

660

720

780

840

800

960

1020

1080

1140

1200

1260

1320

1380

1415

60

120

180

240

300

360

420

480

540

600

660

720

780



cagtcttecct gttcccecca aaacccraagy acactcteat

tcacgtgecgt ggtggtggac gtgagecagyg aagaccccga

tggatggegt ggaggtgcat aatgccaaga caaageegeg

cgtaccgtgt ggtcagecgtc ctcacegtee tgeaccagga

acaagtgcaa ggtctccaac aaaggectee cgtectceat

¢caaagggca gccoccgagayg ccacaggtgt acaccetgec

ccaagaacca ggtcagcctg acctgectgg tcaaaggett

tggagtggga gagcaatggy cagcceggaga acaactacaa

actccgacgg ctecttette ctctacagea ggctaaccegt

aggggaatgt cttctecatge tcegtgatge atgaggetct

agagcctcte cctgtctetg ggtaaatgat aagtcgac

<210> K9

<211> 485

<212> PRT

<213> Homo sapiens

<400> 59

Met Val His Ala Thr Ser Pro Leu Leu Leu Leu

1 5 10

Ala Leu Val Ala Pro Gly Leu Ser Ala Arg Lys
20 25

Lys Trp Thr Asn Asp Leu Gly Ser Asn Met Thr

35 40
Ser Lys Gly Glu Phe Thr Gly Thr Tyr Thr Thr
50 55

Ser Asn Glu Ile Lys Glu Ser Pro Leu His Gly

65 70 75

Asn Lys Arg Thr Gln Pro Thr Phe Gly Phe Thr
- . B5 S0

Ser Glu Ser Thr Thr Val Phe Thr Gly Gln Cys
100 105

Gly Lys Glu Val Leu Lys Thr Met Trp Leu Leu

115 120
Asp Ile Gly Asp Asp Trp Lys Ala Thr Arg Val
130 135
Thr Arg Leu Arg Thr Gln Lys Glu Gln Leu Leu
145 150 155

43

gatctcecegg

ggtccagttc

ggaggagcag

ctggcetgaac

cgagaaaacc

cccateceag

ctaccerage

gaccacgcect

ggacaagagc

gcacaaccac

Leu

Cys

Ile

Ala

60

Thr

Val

Phe

Arg

Gly

140

Ala

Leu

Ser

Gly

45

Vval

Gln

Asn

Ile

Ser

125

Ile

Ser

Leu

Leu

30

Ala

Thr

Asn

Trp

Asp

11¢

Ser

Asn

Leu

acccctgagg
aactggtacg
ttcaacagca
ggcaaggagt
atctccaaay
gaggagatga
gacatcgcecg
ccegtgetgg
aggtggcagg

tacacacaga

Ser Leu
15

Thr Gly

Val Asn

Ala Thr

Thr Ile

80

Lys Phe
95

Arg Asn
Val Asn

Ile Phe

Leu Glu
160

840

900

960

1020

1080

1140

1200

1260

1320

1380

1418



Ala

Ala

Lys

Thr

val

225

Asn

Asn

Leu

Phe

Cys

305

Arg

Cys

Val

Ile

Ile
385

Trp

Glu

Leu

His

Tyx
465

Asp

Asn

Gly

Glu

210

Pro

Ser

Glu

Pro

Lys

250

Lys

Leu

Ile

val

370

Gln

Lys

Asp

Ile

Pro

450

Ile

Lys

Glu

Thx

195

Gln

Ala

Ser

Pro

val

278

Asn

Pro

Ile

Ala

Glu

355

Ser

Leu

Trp

Tyr

Thr

435

Phe

Gln

cys

Tle

180

Tle

Ala

Met

Tyx

Asn

260

Ala

Glu

Leu

val

Ser

340

Phe

Pro

Ile

Asn

Tyr
420
Val

Thr

Leu

Lys
165
Asp
Thr

Ser

Val

Cys

245

Leu

Gly

Asn

Leu

Met

a25

Tyr

Ile

Alag

Cys

Gly

405

Ser

Leu

Cys

Ile

Glu

val

Trp

Glu

230

Leu

Cys

Asp

Asn

Leu

310

Asn

Thr

Thr

Asn

Asn

380

Ser

Val

Asn

Phe

Tyx
470

Arg

Arg

Ile

215

Asp

Arg

TyE

Gly

Glu

295

ABp

val

Tyx

Leu

Glu

375

Val

Val

Glu

Ile

Ala

455

Pro

Glu

Pro

Lys

200

Ser

Ile

Asn

Gly

280

Leu

Asn

Ala

Leu

Glu

360

Thr

Thr

Ile

Asn

Ser

440

Lys

val

Glu
Cys
185
Asp
Gln
Gly
Lys
Ala
265
Leu
Pro
Ile
Glu
Gly
345
Glu

Met

Gly

Asp

Pro

425

Glu

Asn

Thr

Lys
170

Pro

Asp

Hig

Ile

250

Gln

Val

Lys

His

Lys

330

Lys

Asn

Glu

Gln

Glu

410

Ala

Ile

Asn

44

Ile

Leu

Ser

Lys

YT

235

Sexr

Ala

Cys

Leu

Phe

315

His

Gln

Lys

Val

Leu

395

Asp

Asn

Glu

His

Phe
475

Ile

Asn

Lys

Glu

220

Tyr

Ala

Ile

Pro

Gln

300

Ser

Arg

Tyr

Pro

Asp

380

Ser

Asp

Lys

Ser

Gly

460

Gln

Leu

Pro

Thr
205

Lys'

Cys

Lys

Phe

TYyY

285

Trp

Gly

Gly

Pro

Thr

365

Leu

Asp

Pro

Arg

Arg

445

Ile

Lys

Val

Asn

190

Pro

Leu

Val

Phe

Lys

270

Met

val

Asn

Ile

350

Arg

Gly

Ile

val

Arg

430

Phe

Asp

Asp

Sexr

175

Glu

val

Trp

val

Val

255

Gln

Glu

Lys

Lys

Tyr

335

Thr

Pro

Ser

Ala

Leu

415

Ser

TyT

Ala

Tyr

Ser

Hig

Ser

Phe

Arg

240

Glu

Lys

Phe

Asp

Asp

320

Thr

Arg

val

Gln

Tyr

400

Gly

Thr

Lys

Ala

Lys
480



Asp Asp Asp Asp Lys

<210>

<211>

<212>
<213>

<220>
<223>

<400>

Met
1

Ala

Lys

- Ser

Ser
65

Asn
Ser
Gly
Asp
Thr
145
Ala
Ala
Lys
Thr
val

225

Asn

Val

Leu

Trp

Lys

50

Asn

Lys

Glu

Lys

Ile

130

Arg

Asp

Asn

Gly

Glu

210

Pro

Ser

60

485
PRT
artificial

60

His

val

Thr

35

Gly

Glu

Arg

Ser

Glu

115

Gly

Leu

Lys

Glu

Thr

195

Gln

Ala

ser

Ala

Ala

20

Asn

Glu

Ile

Thr

Thr

100

Val

Asp

Arg

Cys

Ile

180

Ile

Ala

Lys

Tyr

485

Thr

Pro

Asp

Phe

Lys

Gln

85

Thx

Leu

Asp

Thr

Asn

165

Asp

Thx

Ser

val

Cys

Ser

Gly

Leu

Thr

Glu

70

Pro

val

Lys

Trp

Gln

150

Glu

Val

Trp

Arg

Glu

230

Leu

Pro

Leu

Gly

Cly

55

Sexr

Thr

Phe

Thr

Lys

135

Lys

Arg

Arg

Tyr

Ile

215

ABp

Arg

Leu

Ser

Ser

40

Thr

Pro

Phe

Thr

Met

120

Ala

Glu

Glu

Pro

Lys

200

His

Ser

Ile

Leu
Ala
25

Asn

Tyr

Leu

Gly

Gly

105

Trp

Thr

Gln

Glu

Cys

185

Asn

Gln

Gly

Lys

Leu

10

Arg

Met

Thr

His

Phe

80

Gln

Leu

Arg

Leu

Lys

170

Pro

Asp

His

His

Ile

45

Leu

Lys

Thr

Thr

Gly

75

Thx

Cys

Leu

val

Leu

155

Ile

Leu

Ser

Lys

Tyxr

235

Thr

Leu

Cys

Ile

Ala

60

Thr

val

Phe

Arg

Gly

140

Ala

Ile

Asn

Lys

Lys

220

Tyr

Ala

Leu

Ser

Gly

45

val

Gln

Asn

Ile

Ser

125

Ile

Ser

Leu

Pro

Thr

205

Lys

Cys

Lys

avidin-cynomolgus IL-1R1-FLAG chimexic protein

Leu

Leu

30

Ala

Thx

Agn

Trp

Asp

110

Ser

Asn

Leu

Val

Asn

190

Pro

Leu

val

Phe

Ser

15

Thr

val

Ala

Thr

Lys

S5

Arg

val

Ile

Leu

Ser

175

Glu

Ile

Trp

Val

val

Leu

Gly

Asn

Thr

Ile

80

Phe

Asn

Asn

Phe

Glu

160

Ser

Tyr

Ser

Phe

Arg

240

Glu



Asn Glu Pro

Leu

Phe

Cys

305

Cys

val

Ile

Ile

385

Trp

Glu

Leu

His

Tyr

465

Asp

Pro
Lys
290
Lys
Leu
His
Ile
Val
370
Gln
Lys
Asp
Ile
Pro
450

Val

Asp

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

<400>

Val
275

Asp

Pro

Ile

Ala

Glu

355

Ser

Leu

Trp

Tyr

Thr

435

Phe

Gln

Asp

61

PRT
Homo

61

Asn Tyr Gly

1

<210
<211>
<212>

62
8
PRT

Asn

260

Ala

Glu

Leu

val

Ser

340

Phe

Pro

Ile

Asn

Tyr

420

Val

Thr

Leu

AsSp

245

Leu

Gly

Asn

Leu

Met
325

Tyr

Ile

Ala

Cys

Gly

405

Ser

Leu

Cys

Ile

Lys
485

saplens

Met

His
5

Cys

Asp

Asn

Leu

310

Asn

Thr

Thr

Asn

Asn

390

Ser

Val

Asn

Leu

Tyr
470

Tyr

Gly

Glu

295

Asp

Val

Tyr

Leu

Glu

375

val

Phe

Glu

Ile

Ala

455

Pro

Asn

Gly

280

Leu

Asn

Ala

Leu

Glu

360

Thr

Thr

Ile

Asn

Ser

440

Arg

Val

Ala
265
Leu
Pro
Ile
Glu
Gly
345
Glu
Ile
Gly
Asp
Pro
425
Glu

Asn

Thr

250

Glu

Val

Lys

His

Lys

330

Lys

Asn

Glu

Gln

Glu

410

Ala

Thr

Thr

Lys

46

Ala

Cys

Leu

Phe

315

His

Gln

Lys

Val

Leu

355

Asp

ABD

Glu

His

Phe
475

Ile

Pro

Leu

300

Ser

Arg

Tyr

Pro

Asp

380

Ser

Asp

Lys

Ser

Gly

460

Gln

Phe
Tyr
285
Trp
Gly
Gly
Pro
Thr
365
Leu

Asp

Pro

Arg
445

Met

Lys

Lys
270

Met

Tyr

Val

Asn

Ile

350

Arg

Gly

Thr

val

Arg

430

Phe

Asp

Asp

255

Gln

Glu

Lys

Lys

Tyr

335

Thr

Pro

Ser

Ala

Leu

415

Ser

Tyxr

Ala

Tyr

Arg

Phe

Asp

Asp

320

Thr

Arg

val

Gln

Tyr

400

Gly

Thr

Lys

Ala

Lys
480



<213> Homo sapiens
<400s> 62

Thr Phe Ser Asn Tyr Gly Met His

1 5
<210> &3

<211> 5

<212> PRT

<213> Homo sapiens
<400> €3

Phe His Trp Ile Ala

1 5
<210> 64

<211> 17

«212> PRT

<213> Homo sapiens
<400> 64

Gly Ile Trp Asn Asp Gly Ile Asn Lys Tyr His Ala His Ser Val Arg

1 5 10 15
Gly

<«210> 65

<211> 17

<212> PRT

<213> Homo sapilens
<400> 65

Ala Tle Trp Asn Asp Gly Glu Asn Lys His His Ala Gly Ser Val Arg

1 5 10 15
Gly

<210> 66

<211> 17

<212> PRT

<213> Homo sapiens
<400> 66

Ile Ile His Pro Gly Ala Ser Asp Thr Arg Tyr Ser Pro Ser Phe Gln

1 5 10 15
Gly

<210> &7

<211> 11

<212» PRT

<213> Homo sapiens

47



<400> &7

Ala Arg Ser Phe Asp Trp Leu Leu Phe Glu Fhe

1 5 10
<210> 68

<211>» 11

<212>» PRT

<213> Homo sapilens
<400> 68

Gly Arg Tyr Phe Asp Trp Leu Leu Phe Glu Tyr

1 S 10
<210> 69

<211l> 9

<212 PRT

<213> Homo sapiens
<400> 69

Gln Arg Glu Leu Asp Tyr Phe Asp Tyr
1 5

<210> 70
<211> 11
<212> PRT

<213> Homo sapiens
<400> 70

Arg Ala Ser Gln Ser val Ser Ser Tyr Leu Ala

1 5 i0
<210> 71

<21i> 11

<212> PRT

<213> Homo sapiens
<400> 71

Arg Ala Ser Gln Ser Ile Gly Ser Ser Leu His

1 5 10
<210> 72

<211> 7

<212> PRT

<213> Homo sapiens
<400> 72

Asp Ala Ser Asn Arg Ala Thr

1 5
<210 73

<211 7

«212> PRT

<213> Homo sapiens

48



<400

73

Tyr Ala Serx

1

<210>
<211>
<212>
<213

<400>

74
10
PRT
Homo

74

Gln Glo Arg

1

<210>
<211
<212>
<213

<400>

75

PRT
Homo

75

His Gln Ser

1
<«210> 76
<211> 111
<212> PRT
<213 Homo
<400> 76
Pro val Ile
1
Ser Gln Ile
Ala Tyr Trp
35
Leu Gly Glu
50
Ser Thr Leu
65
Tyr Lys His
Ala Ala Tyr
<210> 77
<211> 350
<212> DNA
«<213> Homo
<400> 77

Gln Ser Phe Ser

5

sapiens

Ser Asn

sapiens

Trp Pro Pro Leu Thr

10

Ser Ser Leu Pro Leu Thr

5

sapiens

Val Ser

Gln Leu
20

Lys Trp
Asp Tyr
Ile Thr
Pro ﬁhe

85

Ile Gln
100

sapiens

Pro

Ile

Asn

Tyr

val
70

Thr

Leu

Ala Asn
Cys Asm
Gly ser

40
Ser Val
55
Leu Asn
Cys Phe

Ile Tyr

Glu Thr
10

Val Thr
25

Val Ile

Glu Asn

Ile Ser

Ala Lys

90

Pro Val
105

49

Met

aly

Asp

Pro

Glu

75

Asn

Thr

Glu

Gln

Glu

Ala

60

Ile

Thx

Asn

val

Leu

. Asp

45

Asn

Glu

His

Phe

Asp

Ser

30

Asp

Lys

Ser

Gly

Gln
110

Leu

15

Asp

Pro

Arg

Arg

Ile

95

Lys

Gly

Ile

val

Arqg

Phe

80

Asp



100

50

cctgtgattg tgagcccage taatgagaca atggaagtag
ttgatctgta atgtcaccgg ccagttgagt gacattgett
gtaattgatg aagatgaccc agtgctaggg gaagactatt
aacaaaagaa ggagtaccct catcacagtg cttaatatat
tataaacatc catttacctg ttttgccaag aatacacatg
cagttaatat atccagtcac taatttecag aagcacatga
<210> 78
<211> 350
«212> DNA
<213> Rattus sp.
<400> 78
cctgtgatta tgagcccacyg gaatgagacyg atggaagctg
ctgatctgea acgtcacggg ccagttcace gaccttgtcet
gaaattgaat gggacgatcc aatecctagcc gaagactatce
gccaaaagaa agtacactct cattacaaca cttaacgttt
tatcgctate cgttcatctg cttegttaag aacactcata
cggttagtat acccagttec tgacttcaag aattacctca
<210> 78
«211> 111
<212> PRT
<213> Rattus sp.
<400> 79
Pro Val Ile Met Ser Pro Arg Asn Glu Thr Met
1 5 10
Ser Thr Ile Gln Leu Ile Cys Asn Val Thr Gly
20 25
val Tyr Trp Lys Trp Asn Gly Ser Glu Ile Glu
35 40
Leu Ala Glu Asp Tyr Gln Phe Leu Glu His Pro
50 55
Tyr Thr Leu Ile Thr Thr Leu Asn Val Ser Glu
65 70 75
‘Tyr Arg Tyr Pro Phe Ile Cys Phe Val Lys Asn
85 =1¢]
Thr Ala His val Arg Leu Val Tyr Pro Val Pro
105

acttgggate
actggaagtyg
acagtgtgga
cggaaattga
gtatagatgc

ttggtatatg

acccaggatc
actggaagtyg
agtttttgga
cagaggtcaa
ttectggagac

tcagggggett

Glu Ala Asp

Gln Phe Thr

30

Asp
45

Trp Asp

Ser Ala

60

Lys

Val Lys Ser

Thr His Ile

Asp Phe Lys

110

ccagatacaa
gaatgggtca
aaatcctgca
aagtagattt

ageatatate

cacgatacaa
gaatgggtcy
acacccttca
aagccagttt

tgcacacgta

Pro
15

Gly
Asp Leu
Pro Ile
Arg Lys

Fhe
BO

Gln

Leu CGlu

95

Lys

Gb
120
180
240
300

350

60
120
180
240
300

350



