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[Sequence Listing]
{110> Takeda Chemical Industries, Ltd.
{120> Screening Method
<130 2690%00P
<150> JP 2000-0327173
<1517 2000-02-04
<150> JP 2000-052252
<I51> 2000-02-24
150> JP 2000097896
<I51> 2000-03-30
150> JP 2000-187536
151> 2000-06-19
160> 22
210> 1
211 415
212> PRT
<213> Human
<400> |
Met Ser Gly Met Glu Lys Leu Gln Asn Ata Ser Trp lle Tyr Gln Gln
| ° 10 15
Lys Leu Glu Asp Pro Phe Gin Lys His Leu Asn Ser Thr Glu Glu Tyr
20 25 30
Leu Ala Phe Leu Cys Gly Pro Arg Arg Ser His Phe Phe Leu Pro Val
35 40 45
Ser Val Val Tyr Val Pro lle Phe Val Val Gly Val Ile Gly Asn Val
50 55 60
Leu Val Cys Leu Val Ile Leu Gin His Gln Ala Met Lys Thr Pro Thr

0 4 AUG 2004



65

Asn

Leu

Leu

Val

Tyr

145

Arg

Phe

Pro

Pro

Tyr

225

Leu

Asn

Leu

Tyr

Gly

Phe

Cys

130

Val

Arg

Ser

Asn

Met

210

Leu

Arg

[le

Yali

Tyr

Met

Gly

115

Phe

Ala

Ala

Leu

Gly

195

Trp

Leu

Leu

Gln

Leu

275

2115

70 75 80
Leu Phe Ser Leu Ala Val Ser Asp Leu Leu Val Leu Leu
85 90 95
Pro Leu Glu Val Tyr Glu Met Trp Arg Asn Tyr Pro Phe
100 105 110
Pro Val Gly Cys Tyr Phe Lys Thr Ala Leu Phe Glu Thr
120 125
Ala Ser lle Leu Ser Ite Thr Thr Val Ser Val Glu Arg
135 140
{le Leu His Pro Phe Arg Ala Lys Leu Gin Ser Thr Arg
150 155 160
Leu Arg lle Leu Gly 1le Val Trp Gly Phe Ser Val Leu
165 170 115
Pro Asn Thr Ser Ile His Gly Ile Lys Phe His Tyr Phe
180 185 190
Ser Leu Val Pro Gly Ser Ala Thr Cys Thr Val Ile Lys
200 205
Ile Tyr Asn Phe Ile Ile Gln Val Thr Ser Phe Leu Phe
218 220
Pro Met Thr Val Ile Ser Val Leu Tyr Tyr Leu Met Ala
230 235 240
Lys Lys Asp Lys Ser Leu Glu Ala Asp Glu Gly Asn Ala
245 250 255
Arg Pro Cys Arg Lys Ser Val Asn Lys Met Leu Phe Val
260 265 - 270
Val Phe Ala Ile Cys Trp Ala Pro Phe His Ile Asp Arg
280 28)
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Leu Phe Phe Ser Phe Val Glu Glu Trp Ser Glu Ser Leu Ala Ala Val
290 295 300
Phe Asn Leu Val His Val Yal Ser Gly Val Phe Phe Tyr Leu Ser Ser
3058 310 31h 320
Ala Val Asn Pro lle Ile Tyr Asn Leu Leu Ser Arg Arg Phe GlIn Ala
325 330 335
Ala Phe Gin Asn Val Ile Ser Ser Phe His Lys Gln Trp His Ser Gln
340 345 350
His Asp Pro Gin Leu Pro Pro Ala GIn Arg Asn Ite Phe Leu Thr Glu
355 360 365
Cys His Phe Val Glu Leu Thr Glu Asp Ile Gly Pro Gln Phe Pro Cys
370 375 380
Gln Ser Ser Mel His Asn Ser His Leu Pro Thr Ala Leu Ser Ser Glu
385 390 395 400
Gln Met Ser Arg Thr Asn Tyr Gln Ser Phe His Phe Asn Lys Thr
405 410 415
2100 2
{2117 1245
<212> DNA
213 Humﬁn

<400 2
ATGTCAGGGA TGGAAAAACT TCAGAATGCT TCCTGGATCT ACCAGCAGAA ACTAGAAGAT

CCATTCCAGA AACACCTGAA CAGCACCGAG GAGTATCTGG CCTTCCTCTG CGGACCTCGG
CGCAGCCACT TCTTCCTCCC CGTGTCTGTG GTGTATGTGC CAATTTTTGT GGTGGGGGTC
ATTGGCAATG TCCTGGTGTG CCTGGTGATT CTGCAGCACC AGGCTATGAA GACGCCCACC
AACTACTACC TCTTCAGCCT GGCGGTCTCT GACCTCCTGG TCCTGCTCCT TGGAATGCCC
CTCCAGGTCT ATGAGATGTG GCGCAACTAC CCTTTCTTGT TCGGGCCCGT GGGCTGCTAC
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TTCAAGACGG CCCTCTTTGA GACCGTGTGC TTCGCCTCCA TCCTCAGCAT
AGCGTGGAGC GCTACGTGGC CATCCTACAC CCGTTCCGCG CCAAACTGCA
CGCCGGGCCC TCAGGATCCT CGGCATCGTC TGGGGCTTCT CCGTGCTCTT
AACACCAGCA TCCATGGCAT CAAGTTCCAC TACTTCCCCA ATGGGTCCCT
TCGGCCACCT GTACGGTCAT CAAGCCCATG TGGATCTACA ATTTCATCAT
TCCTTCCTAT TCTACCTCCT CCCCATGACT GTCATCAGTG TCCTCTACTA
CTCACACTAA AGAAAGACAA ATCTCTTGAG GCAGATGAAG GGAATGCAAA
CCCTGCAGAA AATCAGTCAA CAAGATGCTG TTTGTCTTGG TCTTAGTGTT
TGGGCCCCGT TCCACATTGA CCGACTCTTC TTCAGCTTTG TGGAGGAGTG
CTGCCTGCTG TGTTCAACCT CGTCCATGTG GTGTCAGGTG TCTTCTTCTA
GCTGTCAACC CCATTATCTA TAACCTACTG TCTCGCCGCT TCCAGGCAGC
GTGATCTCTT CTTTCCACAA ACAGTGGCAC TCCCAGCATG ACCCACAGTT
CAGCGGAACA TCTTCCTGAC AGAATGCCAC TTTGTGGAGC TGACCGAAGA
CAATTCCCAT GTCAGTCATC CATGCACAAC TCTCACCTCC CAACAGCCCT
CAGATGTCAA GAACAAACTA TCAAAGCTTC CACTTTAACA AAACC
<2100 3

211> 30

<212> DNA

(213> Artificial Sequence

<2207

223

<4007 3

GTCGACTTAA TGTCAGGGAT GGAAAAACTT

210> 4

211> 30

<212> DNA

{213 Artificial Sequence

CACCACCGTC
GAGCACCCGG
CTCCCTGCCC
GGTCCCAGGT
CCAGGTCACC
CCTCATGGCA
TATTCAAAGA
TGCTATCTGT
GAGTGAATCC
CCTGAGCTCA
ATTCCAGAAT
GCCACCTGCC
TATAGGTCCC
CTCTAGTGAA
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(220>

Q223

400> 4

ACTAGTTCAG GTTTTGTTAA AGTGGAAGCT
(210> 5

21> 8

(212> PRT

{213 Pig

(400> 5

Tyr Phe Leu Phe Arg Pro Arg Asn
! 5 8
210> 6

211> 8

{212> PRT

{213 Dog

{400> 6

Glu Phe Leu Phe Arg Pro Arg Asn
] 9 8
210> 7

211> 9

(212> PRT

{213> Chicken

400> 17

Gly Tyr Phe Phe Phe Arg Pro Arg Asn
l 5 9
210> 8

Q11> 9
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(212> PRT
(213> Guinea pig
<400> 8
Gly Tyr Phe Leu Phe Arg Pro Arg Asn
1 5 g
Q1o 9
Q2 23
(212> PRT
213> Rat
<400> 9
Tyr Lys Val Asn Glu Tyr Gln Gly Pro Val Ala Pro Ser Gly Gly Phe
l 5 10 15
Phe Leu Phe Arg Pro Arg Asn
20 23
210> 10
Q> 23
{212> PRT
{213> Frog
400> 10
Ser Asp Glu Giu Val Gin Val Pro Gly Gly Val Ile Ser Asn Gly Tyr
I 5 10 15

Phe Leu Phe Arg Pro Arg Asn
20 23

210> 11
Q1> 28
{212> PRT
{213> Human

04 que ooy,
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7115
<400> 11
Phe Arg Val Asp Glu Glu Phe Gln Ser Pro Phe Ala Ser Gln Ser Arg
1 : 5 10 15

Gly Tyr Phe Leu Phe Arg Pro Arg Asn
20 25 -

10> 12

QI 25

{212> PRT

213> Pig

{400 12
Phe Leu Val Asp Glu Glu Phe Gln Gly Pro lle Yal Ser Gin Asn Arg

1 5 10 15
Arg Tyr Phe Len Phe Arg Pro Arg Asn
20 25
210 13
Q211> 25
<212> PRT
{213> Dog
<400> 13
Phe Arg Leu Asp Glu Glu Phe Gin Gly Pro Ile Ala Ser Gln Val Arg
i 5 10 15
Arg GIn Phe Leu Phe Arg Pro Arg Asn
20 25

210> 14
Q211 25
<212> PRT
213> Chicken
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<400> 14
Tyr Lys Val Asp Glu Asp Leu Gln Gly Ala Gly Giy Ile Gln Ser Arg
| o) 10 15
Gly Tyr Phe Phe Phe Arg Pro Arg Asn
20 25
Q210> 15
Q211> 25
<212 PRT
{213> Frog

400> 15
teu Lys Pro Asp Glu Glu Leu Gln Gly Pro Giy Gly Val Leu Ser Arg

! ] i0 15
Gly Tyr Phe Val Phe Arg Pro Arg Asn
20 25
<210> 16
QU5
{212> PRT
<213> Human
<400 16
Phe Arg Pro Arg Asn
! 5
1oy 17
2L 415
212> PRT
(213> Human
400> 17
Met Ser Cly Met Glu Lys Ley Gin Asn Ala Ser Trp I[te Tyr Gln Gln




Lys

Leu

Ser

Leu

65

Asn

Leu

Leu

Val

Tyr

145

Arg

Phe

Fro

Pro

9/15

9 10 15
Leu Glu Asp Pro Phe Gln Lys His Leu Asn Ser Thr Glu Glu Tyr
20 29 30
Ala Phe Leu Cys Gly Pro Arg Arg Ser His Phe Phe Leu Pro Val
35 40 45
Val Val Tyr Yal Pro Ile Phe Val Val Gly Val Ile Gly Asn Val
50 55 60
Val Cys Leu Val 1le Leu Gin His Gln Ala Met Lys Thr Pro Thr
70 75 80
Tyr Tyr Leu Phe Ser Leu Ala Val Ser Asp Leu Leu Val Leu Leu
85 90 95
Gly Met Pro Leu Glu Val Tyr Glu Met Trp Arg Asn Tyr Pro Phe
100 105 110
Phe.Gly Pro Val Gly Cys Tyr Phe Lys Thr Ala Leu Phe Glu Thr
115 120 125
Cys Phe Ala Ser Ile Leu Ser Ile Thr Thr Val Ser Val Glu Arg
130 135 140
val Ata Ile Leu His Pro Phe Arg Ala Lys Leu Gin Ser Thr Arg
150 155 160
Arg Ala Leu Arg Ile Leu Gly Ile Val Trp Gly Phe Ser Yal Leu
165 170 175
Ser Leu Pro Asn Thr Ser Ile His Gly Ile Lys Phe His Tyr Phe
180 185 190
Asn Gly Ser Leu Val Pro Gly Ser Ala Thr Cys Thr Val Ile Lys
195 200 205
Met Trp lle Tyr Asn Phe [le Ile Gln Val Thr Ser Phe Leu Phe

210 215 220
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Tyr
225

Leu

Asn

Leu

Leu

Phe

305

Ala

Ala

His

Cys

Gln
385
Gin

Leu Leu

Arg Leu

Ile Gin

Yal Leu

275
Phe Phe
290

Asn Leu

Yal Asn

Phe GIn

Asp Pro

355

His Phe

370

Ser Ser

Met Ser

Q10> 18
{211> 1245
(212> DNA

10/15

Pro Mel Thr Val Ile Ser Val Leu Tyr Tyr Leu Mel Ala
230 235 240
Lys Lys Asp Lys Ser Leu Glu Ala Asp Glu Gly Asn Ala
245 250 255
Arg Pro Cys Arg Lys Ser Val Asn Lys Mel Leu Leu Val
260 265 270
Val Phe Ala Ile Cys Trp Ala Pro Phe His Ile Asp Arg
280 285
Ser Phe Val Glu Glu Trp Thr Giu Ser Leu Ala Ala Val
295 300
Val His Val Val Ser Gly Val Leu Phe Tyr Leu Ser Ser
310 315 320
Pro Ile Ile Tyr Asn Leu Leu Ser Arg Arg Phe Gln Ala
325 330 335
Asn Val Ile Ser Ser Phe His Lys Gln Trp His Ser Gln
340 345 350
Gin Leu Pro Pro Ala Gln Arg Asn Ite Phe Leu Thr Glu
360 365
Val Glu Leu Thr Glu Asp Ile Gly Pro Gln Phe Pro Cys
375 380
val His Asn Ser His Leu Pro Thr Ala Leu Ser Ser Glu
390 395 400
Arg Thr Asn Tyr Gln Ser Phe His Phe Asn Lys Thr
.405 410 415
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<{213> Human

<400> 18

ATGTCAGGGA TGGAAAAACT TCAGAATGCT TCCTGGATCT

CCATTCCAGA
CGCAGCCACT
ATTGGCAATG
AACTACTACC
CTGGAGGTCT
TTCAAGACGG
AGCGTGGAGC
CGCCGGGCCC
AACACCAGCA
TCGGCCACCT
TCCTTCCTAT
CTCAGACTAA
CCCTGCAGAA
TGGGCCCCGT
CTGGCTGCTG
GCTGTCAACC
GTGATCTCTT
CAGCGGAACA
CAATTCCCAT

AACACCTGAA CAGCACCGAG GAGTATCTGG
TCTTCCTCCC CGTGTCTGTG GTGTATGTGC
TCCTGGTGTG CCTGGTGATT CTGCAGCACC
TCTTCAGCCT GGCGGTCTCT GACCTCCTGG
ATGAGATGTG GCGCAACTAC CCTTTCTTGT
CCCTCTTTGA GACCGTGTGC TTCGCCTCCA
GCTACGTGGC CATCCTACAC CCGITCCGCG
TCAGGATCCT CGGCATCGTC TGGGGCTTCT
TCCATGGCAT CAAGTTCCAC TACTTCCCCA
GTACGGTCAT CAAGCCCATG TGGATCTACA
TCTACCTCCT CCCCATGACT GTCATCAGTG
AGAAAGACAA ATCTCTTGAG GCAGATGAAG
AATCAGTCAA CAAGATGCTG CTTGTCTTGG
TCCACATTGA CCGACTCTIC TTCAGCTTTG
TGTTCAACCT CGTCCATGTG GTGTCAGGTG
CCATTATCTA TAACCTACTG TCTCGCCGCT
CTTTCCACAA ACAGTGGCAC TCCCAGCATG
TCTTCCTGAC AGAATGCCAC TTTGTGGAGC
GTCAGTCATC CGTGCACAAC TCTCACCTCC

ACCAGCAGAA
CCTTCCTCTG
CAATTTITGT
AGGCTATGAA
TCCTGCTCCT
TCGGGCCCGT
TCCTCAGCAT
CCAAACTGCA
CCGTGCTCTT
ATGGGTCCCT
ATTTCATCAT
TCCTCTACTA
GGAATGCAAA
TCTTAGTCTT
TGGAGGAGTG
TCTTATTCTA
TCCAGGCAGC
ACCCACAGTT
TGACCGAAGA
CAACAGCCCT

CAGATGTCAA GAACAAACTA TCAAAGCTTC CACTTTAACA AAACC
210> 19
Q2> 29
<212> DNA
{213> Artilicial Sequence

04 AUS 2004

ACTAGAAGAT
CGGACCTCGE
GGTGGGGGTC
GACGCCCACC
TGGAATGCCC
GGGCTGCTAC
CACCACCGTC
GAGCACCCGG
CTCCCTGCCC
GGTCCCAGGT
CCAGGTCACC
CCTCATGGCA
TATTCAAAGA
TGCTATCTGT
GACTGAATCC
CCTGAGCTCA
ATTCCAGAAT
GCCACCTGCC
TATAGGTCCC
CTCTAGTGAA
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2207

23

400> 19

CTGATGCTAT CCTTTCACTC TCTCAGACC 29

210> 20

Q1 27

(212> DNA

213> Artificial Sequence

220>

223

<400> 20

TCCTTGCAGT TTTGGCACAT AGATGGA 27

210> 21

211 395

<212> PRT

(213> Rat

<4007 21

Met Gly Lys Leu Glu Asn Ala Ser Trp lle His Asp Pro Leu Met Lys

1 5 10 15

Tyr Leu Asn Ser Thr Glu Glu Tyr Leu Ala His Leu Cys Gly Pro Lys

20 25 30

Arg Ser Asp Leu Ser Leu Pro Val Ser Val Ala Tyr Ala Leu [le Phe
35 40 45

Leu Val Giy Val Met Gly Asn Leu Leu Val Cys Metl Val Ile Val Arg

20 95 60

His Gln Thr Leu Lys Thr Pro Thr Asn Tyr Tyr Leu Phe Ser Leu Ala
65 70 75 80




Val

¢lu

Phe

Val

Arg

145

Leu

His

Ser

[le

Ser

225

Leu

Ser

Trp

Trp

Ser

Met

Lys

Thr

130

Ala

Val

Gly

Ala

Gln

210

Yal

Glu

Val

Thr

Thr

Asp

Trp

Thr

15

Thr

Lys

Trp

Ile

Thr

195

Ala

Leu

Ala

Thr

Pro
275
Glu

Leu

His

100

Ala

Yal

Leu

Ser

Lys

180

Cys

Thr

Tyr

Asn

Lys
260
Phe

Ser

Leu
85

Asn

Leu

Ser

Glu

Phe

165

Phe

Thr

Ser

Tyr

Lys

245
Mel

His

Leu
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Val Leu Leu Leu Gly Met Pro Leu Glu Ile
90 95
Tyr Pro Phe Leu Phe Gly Pro Val Gly Cys
105 110
Phe Glu Thr Val Cys Phe Ala Ser Ile Leu
120 125
val Glu Arg Tyr Val Ala Ile Val His Pro
135 140
Ser Thr Arg Arg Arg Ala Leu Arg [le Leu
150 155
Ser Val Val Phe Ser Leu Pro Asn Thr Ser
170 175
Gln His Phe Pro Asn Gly Ser Ser Val Pro
185 190
Val Thr Lys Pro Met Trp Val Tyr Asn Leu
200 205
Phe Leu Phe Tyr Ile Leu Pro Met Thr Leu
215 220
Leu Met Gly Leu Arg Leu Lys Arg Asp Glu
230 235
val Ala Val Asn Ile His Arg Pro Ser Arg
250 255
Leu Phe Val Leu Val Leu Val Phe Ala Tle
269 270

Val Asp Arg Leu Phe Phe Ser Phe Val Glu
280 285
Ala Afa Val Phe Asn Leu Ile His Val Val

Tyr

Tyr

Ser

Phe

Ser

160

[le

Gly

Ile

[le

Ser

240

Lys

Cys

Glu

Ser
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290 295 300

Gly Val Phe Phe Tyr Leu Ser Ser Ala Val Asn Pro Ile Ile Tyr Asn

305 310 319 320

Leu Leu Ser Arg Arg Phe Arg Ala Ala Phe Arg Asn Val Val Ser Pro

325 330 335
Thr Cys Lys Trp Cys His Pro Arg His Gin Pro Gln Gly Pro Pro Ala
340 345 350
Gln Lys I1ie Ile Phe Leu Thr Glu Cys His Leu Mel Glu Leu Thr Glu
355 360 365

Asp Ala Gly Pro Gln Phe Pro Gly Gln Ser Ser Iie His Asn Thr Asn
370 375 380

Leu Thr Mel Ala Pro Cys Ala Gly Glu Val Pro

385 390 395

{210> 22

211> 1185

<212> DNA

{213> Ral

<400> 22
ATGGGAAAAC TTGAAAATGC TTCCTGGATC CACGATCCAC TCATGAAGTA CTTGAACAGC 60

ACAGAGGAGT ACTTGGCCCA CCTGTGTGGA CCCAAGCGCA GTGACCTATC CCTTCCGGTG 120
TCTGTGGCCT ATGCGCTGAT CTTCCTGGTG GGGGTAATGG GCAATCTTCT GGTGTGCATG 180
GTGATTGTCC GACATCAGAC TTTGAAGACA CCCACCAACT ACTATCTCTT CAGCTTGGCA 240
‘CTCTCAGATC TGCTGGTCCT GCTCTTGGGG ATGCCTCTGG AAATCTACGA GATGTGGCAC 300
AATTACCCTT TCCTGTTCGG GCCTGTGGGA TGCTACTTCA AGACAGCCCT CTTCGAGACT 360
GTGTGCTTTG CCTCCATTCT CAGTGTCACC ACGGTTAGCG TAGAGCGCTA TGTGGCCATT 420
GTCCACCETT TCEGAGCCAA GCTGGAGAGC ACGCGGCGAC GGGCCCTCAG GATCCTCAGC 480
CTAGTCTCGA GCTTCTCTGT GGTCTTTTCT TTGCCCAATA CCAGCATCCA TGGCATCAAG 540




TTCCAGCACT
CCCATGTGGG
ATGACCCTCA
CTTGAGGCGA
ATGCTGTTTG
CTCTTCTTCA
CATGTGGTAT
CTCCTGTCTC
TGCCATCECC
TGTCACCTCA
CACAACACCA

15/15

TTCCCAACGG GTCCTCCGTA CCTGGCTCAG CCACCTGCAC AGTCACCAAA
TGTATAACTT GATCATCCAA GCTACCAGCT TCCTCTTCTA CATCCTCCCA
TCAGCGTCCT CTACTACCTC ATGGGGCTCA GGCTGAAGAG AGATGAATCC
ACAAAGTGGC TGTGAATATT CACAGACCCT CTAGAAAGTC AGTCACCAAG
TCTTGGTCCT CGTGTTTGCC ATCTGCTGGA CCCCCTTCCA TGTGGACCGG
GCTTTGTGGA AGAGTGGACA GAGTCCCTGG CTGCTGTGTT CAACCTCATC
CAGGTGTCTT CTTTTATCTG AGCTCCGCGG TCAACCCCAT TATCTATAAC
GGCGCTTCCG GGCGGCCTTT CGAAATGTTG TCTCCCCTAC CTGCAAATGG
GGCATCAGCC ACAGGGACCT CCAGCCCAGA AGATCATCTT CTTGACAGAA
TGGAGCTGAC AGAGGATGCA GGCCCCCAGT TCCCTGGTCA GTCATCCATC
ACCTTACCAT GGCCCCCTGT GCGGGAGAGG TACCA
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