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1

112

PRT

Mus sp.

1

Gly Pro Glu Leu Val Lys Pro Gly Ala Ser Val Lys Ile Ser Cys Lys

Ala Ser Gly Tyr Ala Phe Ser Tyr Ser Trp Met Asn Trp Val Lys Leu

20 25 30

Arg Pro Gly Gln Gly Leu Glu Trp Ile Gly Arg Ile Phe Pro Gly Asp

35 40 45

Gly Asp Thr Asp Tyr Asn Gly Lys Phe Lys Gly Lys Ala Thr Leu Thr

50

55 60

Ala Asp Lys Ser Ser Asn Thr Ala Tyr Met Gln Leu Thr Ser Leu Thr

65

Ser Val

70 75 80

Asp Ser Ala Val Tyr Leu Cys Ala Arg Asn Val Phe Asp Gly
85 90 S5

Tyr Trp Leu Val Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ala

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

<400>

100 105 110
2
336
DNA
Mus sp.
2

ggacctgaac tggtgaagcc tggggcctea gtgaagattt cctgcaaage ttcectggcetac 60
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gcattcagtt actcttggat gaactgggtg aaactgaggc ctggacaggg tcttgagtgg 120
attggacgga tttttcectgg agatggggat actgactaca atgggaaatt caagggcaag 180
gccacactga ctgctgacaa atcctccaac acagcctaca tgcaactcac cagcctgacce 240
tctgtggact ctgcggtcta tttatgtgca agaaatgtct ttgatggtta ctggttagtt 300
tactggggcce aagggactct ggtcactgtce tetgeca 336
<210> 3
<211> 103
<212> PRT
<213> Mus sp.
<400> 3
Asn Pro Val Thr Leu Gly Thr Ser Ala Ser Ile Ser Cys Arg Ser Ser
1 5 10 15
Lys Ser Leu Leu His Ser Asn Gly Ile Thr Tyr Leu Tyr Trp Tyr Leu
20 25 30
Gln Lys Pro Gly Gln Ser Pro Gln Leu Leu Ile Tyr Gln Met Ser Asn
35 40 45
Leu Val Ser Gly Val Pro Asp Arg Phe Ser Ser Ser Gly Ser Gly Thr
50 55 60
Asp Phe Thr Leu Arg Ile Ser Arg Val Glu Ala Glu Asp Val Gly Val
65 70 75 80
Tyr Tyr Cys Ala Gln Asn Leu Glu Leu Pro Tyr Thr Phe Gly Gly Gly
85 20 95
Thr Lys Leu Glu Ile Lys Arg
100
<210> 4
<211> 309
<212> DNA
<213> Mus sp.
<400> 4
aatccagtca ctcttggaac atcagcttce atctecctgea ggtctagtaa gagtctcocta 60
catagtaatg gcatcactta tttgtattgg tatctgcaga agccaggceca gtctectcag 120
ctcctgattt atcagatgtc caaccttgtc tcaggagtcc cagacaggtt cagtagcagt 180
gggtcaggaa ctgatttcac actgagaatc agcagagtgg aggctgagga tgtgggtgtt 240
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tattactgtg ctcaaaatct agaacttccg tacacgttcg gaggggggac caagctggaa 300
ataaaacgg 309
<210> 5
<211> 15
<212> DNA
<213> Mus sp.
<400> 5
tactcttgga tgaac 15
<210> 6
<211> 18
<212> DNA
<213> Mus sp.
<400> 6
ggctacgeat tcagttac 18
<210> 7
<211> 30
<212> DNA
<213> Mus sp.
<400> 7
ggctacgcat tcagttactc ttggatgaac 30
<210> 8
<211> 48
<212> DNA
<213> Mus sp.
<400> 8
aggtctagta agagtctcct acatagtaat ggcatcactt atttgtat 48
<210> 9
<211l> 21
<212> DNA
<213> Mus sp.
<400> 9
cagatgtcca accttgtctce a 21
<210> 10
<211l> 27
<212> DNA
<213> Mus sp.
<400> 10
gctcaaaatc tagaacttcce gtacacg 27
<210> 11

<211> 1407
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<212> DNA

<213>

<220>
<223>

<400> 11
atgggttgga

gtcaagctgce
tgcaaagctt
ggacagggtc
gggaaattca
caactcacca
gatggttact
accaagggcc
gceggecetgyg
tcaggegecece
tactccctea
tgcaacgtga
tgtgacaaaa
gtcttecctct
acatgcgtgg
gacggégtgg
taccgtgtgg
aagtgcaagg
aaagggcagc
aagaaccagg
gagtgggaga
tcegacgget
gggaacgtct
agcctctece
<210>
<211>

<212>
<213>

12
720
DNA

gecectecatett
agcagtctgg
ctggctacge
ttgagtggat
agggcaaggc
gcectgacctce
ggttagttta
catcggtctt
gctgeetggt
tgaccagecgg
gcagegtggt
atcacaagce
ctcacacatg
teccecececcaaa
tggtggacgt
aggtgcataa
tcagegtcct
tctccaacaa
cccgagaacc
tcagcctgac
gcaatgggca
ccttettecet
tcteatgete

tgtectececggg

Artificial Sequence

Mouse-human chimeric cDNA

gctcttectt
acctgaactg
attcagttac
tggacggatt
cacactgact
tgtggactct
ctggggccaa
ccecectggea
caaggactac
cgtgcacacc
gaccgtgcecce
cagcaacacc
cccaccgtge
acccaaggac
gagccacgaa
tgccaagaca
caccgtectg
agccctccea
acaggtgtac
ctgcctggte
gccggagaac
ctacagcaag
cgtgatgcat

taaatga

Artificial Sequence

4/36

gtcgetgttg
gtgaagcctg
tcttggatga
tttcctggag
gctgacaaat
gcggtctatt
gggactctgg
ccctectceca
ttcececgaac
ttececeggetg
tccagcagcet
aaggtggaca
ccagcacctg
accctcatga
gaccctgagg
aagccgceggy
caccaggact
gcccceccateg
accctgecce
aaaggcttct
aactacaaga
ctcaccgtgg

gaggctctge

ctacgegtgt
gggcctcagt
actgggtgaa
atggggatac
cctcecaacac
tatgtgcaag
tcactgtctce
agagcacctce
cggtgacggt
tcctacagtce
tgggcaccca
agaaagcaga
aactcctggg
tctecceggac
tcaagttcaa
aggagcagta
ggctgaatgg
agaaaaccat
catcceggga
atcccagecga
ccacgectcce
acaagagcag

acaaccacta

PCT/IB2004/003896

cctgtceegag
gaagatttcce
actgaggcct
tgactacaat
agcctacatg
aaatgtcttt
tgcagctage
tgggggcaca
gtegtggaac
ctcaggactce
gacctacatc
gcccaaatct
gggaccgtca
ccctgaggte
ctggtacgtyg
caacagcacg
caaggagtac
ctcecaaagcece
tgagctgacc
catcgeegtg
cgtgcetggac
gtggcagcag

cacgcagaag

60

120

180

240

300

360

420

480

540

600

660

720

780

840

900

960

1020

1080

1140

1200

1260

1320

1380

1407
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<220>
<223>

<400> 12
atggatttte

agaggagaca
atctcctgea
tatctgcaga
tcaggagtcc
agcagagtgg
tacacgttcg
ttecatcttcce
ctgaataact
tcgggtaact
agcagcaccc
gtcacccatce
<210>
<211>

<212>
<213>

13
468
PRT

<220>
<223>
<400> 13

Met Gly Trp
1

Val Leu Ser

Ala
35

Pro Gly

Ser Tyr Ser

50

Glu
65

Trp Ile

Gly Lys Phe

aggtgcagat
ttgtgctcac
ggtctagtaa
agccaggcca
cagacaggtt
aggctgagga
gaggggggac
cgccatcetga
tctatcccag
cccaggagag
tgacgctgag

agggcctgag

Mouse-human chimeric

Ser Leu Il

Glu
20

Val

Ser Val

Trp Met As

Il
70

Gly Arg

Lys Gly

85

Lys

Lys

Lys

Mouse-human chimeric cDNA

tatcagcttce
ccaaactaca
gagtctccta
gtectcctecag
cagtagcagt
tgtgggtgtt
caagctggaa
tgagcagttg
agaggccaaa
tgtcacagag
caaagcagac

ctcgeecegtce

Artificial Sequence

e Leu Leu

Leu Gln

Ile Ser

40

n Trp Val

55

e Phe Pro

Ala Thr

Phe

Gln

25

Cys

Lys

Gly

Leu

5/36

ctgctaatca
aatccagtca
catagtaatg
ctcctgattt
gggtcaggaa
tattactgtg
ataaaacgta
aaatctggaa
gtacagtgga
caggacagca
tacgagaaac

acaaagagct

polypeptide

Leu Val

10

Ser Gly

Lys Ala
Leu

Arg

Gly
75

Asp

Thr Ala

90

gtgcttcagt
ctcttggaac
gcatcactta
atcagatgtce
ctgatttcac
ctcaaaatct
cggtggctge
ctgcctectgt
aggtggataa
aggacagcac
acaaagtcta

tcaacagggg

Ala val Ala

Glu Leu

30

Pro

Ser Gly

45

Tyr

Pro Gln

60

Gly

Asp Thr Asp

Asp Lys Ser

PCT/IB2004/003896

cataatgtcce
atcagcttcce
tttgtattgg
caaccttgtc
actgagaatc
agaacttccg
accatctgtce
tgtgtgcctg
cgccctceceaa
ctacagcctc
cgectgegaa

agagtgttag

Thr
15

Arg
Val Lys
Ala Phe
Leu

Gly

Asn
80

Tyxr

Ser Asn

95

60

120

180

240

300

360

420

480

540

600

660

720
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Thr Ala Tyr Met Gln Leu Thr Ser Leu Thr Ser Vval Asp Ser Ala Val
100 105 110

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

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

Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr
145 150 155 160

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

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

Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr
1985 200 205

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

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

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

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

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

His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
290 295 300

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

Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
325 330 335
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Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
340 345 350

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

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

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

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

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

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

Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
450 455 460

Ser Pro Gly Lys

465

<210> 14
<211> 239
<212> PRT

<213> Artificial Sequence

<220>
<223> Mouse-human chimeric polypeptide

<400> 14
Met Asp Phe Gln Val Gln Ile Ile Ser Phe Leu Leu Ile Ser Ala Ser

1 5 10 15

Val Ile Met Ser Arg Gly Asp Ile Val Leu Thr Gln Thr Thr Asn Pro
20 25 30

Val Thr Leu Gly Thr Ser Ala Ser Ile Ser Cys Arg Ser Ser Lys Ser
35 40 45

Leu Leu His Ser Asn Gly Ile Thr Tyr Leu Tyr Trp Tyr Leu Gln Lys
50 55 60



WO 2005/044859 PCT/IB2004/003896
8/36

Pro Gly Gln Ser Pro Gln Leu Leu Ile Tyr Gln Met Ser Asn Leu Val
65 70 75 80

Ser Gly Val Pro Asp Arg Phe Ser Ser Ser Gly Ser Gly Thr Asp Phe
85 : 20 95

Thr Leu Arg Ile Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr
100 105 110

Cys Ala Gln Asn Leu Glu Leu Pro Tyr Thr Phe Gly Gly Gly Thr Lys
115 120 125

Leu Glu Ile Lys Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro
130 135 140

Pro Ser Asp Glu Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu
145 150 155 160

Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp
165 170 175

Asn Ala Leu Gln Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp
180 185 190

Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys
195 200 205

Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln
210 215 220

Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

225 230 235
<210> 15

<211l> &5

<212> PRT

<213> Mus sp.
<400> 15

Tyr Ser Trp Met Asn

1 5
<210> 16

<211> 6

<212> PRT

<213> Mus sp.
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<400> 16

@Gly Tyr Ala Phe Ser Tyr

1 5
<210> 17

<211> 10

<212> PRT

<213> Mus sp.
<400> 17

Gly Tyr Ala Phe Ser Tyr Ser Trp Met Asn

1 5 10
<210> 18

<211> 16

<212> PRT

<213> Mus sp.
<400> 18

Arg Ser Ser Lys Ser Leu Leu His Ser Asn Gly Ile Thr Tyr Leu Tyr

1 5 10 15
<210> 19

<21l> 7

<212> PRT

<213> Mus sp.
<400> 19

Gln Met Ser Asn Leu Val Ser

1 5
<210> 20

<21ll> 9

<212> PRT

<213> Mus sp.
<400> 20

Ala Gln Asn Leu Glu Leu Pro Tyr Thr

1 5
<210> 21

<211l> 51

<212> DNA

<213> Mus sp.

<400> 21
cggatttttc ctggagatgg ggatactgac tacaatggga aattcaaggg c 51

<210> 22
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<211> 24
<212> DNA
<213> Mus
<400> 22
tttcectggag
<210> 23
<211> 30
<212> DNA
<213> Mus
<400> 23
cggatttttce
<210> 24
<211> 30
<212> DNA
<213> Mus
<400> 24
aatgtctttg
<210> 25
<211l> 17
<212> PRT
<213> Mus
<400> 25

10/36

sp.

atggggatac tgac ) 24

sp.

ctggagatgg ggatactgac 30

sSp.

atggttactg gttagtttac 30

Sp.

Arg Ile Phe Pro Gly Asp Gly Asp Thr Asp Tyr Asn Gly Lys Phe Lys

1

Gly

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

<400>

26

PRT
Mus

26

5 10 15

sp.

Phe Pro Gly Asp Gly Asp Thr Asp

1

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

<400>

27
10
PRT
Mus

27

5

sp.

Arg Ile Phe Pro Gly Asp Gly Asp Thr Asp

1

5 10
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<210> 28
<211> 10
<212> PRT
<213> Mus sp.

<400> 28

Asn Val Phe Asp Gly Tyr Trp Leu Val Tyr

1 5 10
<210> 29

<211l> 357

<212> DNA

<213> Artificial

<220>
<223> DMouse-human chimeric DNA

Zig;;gczzt tggtgcagtce tggcgctgaa gttaagaagce ctgggagtte agtgaaggtce 60
tcctgecaagyg cttecggata caccttecage tattcttgga tgagetgggt geggeaggec 120
cctggacaag ggctcgagtg gatgggacgg atctttcececg gcgatgggga tactgactac 180
gcacagaaat tccaaggaag agtcacaatt accgccgaca aatccactag cacagcectat 240
atggagctga gcagectgag atctgaggac acggccgtgt attactgtge aagaaatgte 300
tttgatggtt actggcttgt ttactggggce cagggaaccc tggtcaccgt ctcctea 357
<210> 30

<211> 119

<212> PRT

<213> Artificial

<220>
<223> Mouse-human chimeric polypeptide

<400> 30
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Ser Tyr Ser
20 25 30

Trp Met Ser Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45 :

Gly Arg Ile Phe Pro Gly Asp Gly Asp Thr Asp Tyr Ala Gln Lys Phe
50 55 60
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@¢ln Gly Arg Val Thr Ile Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 20 95

Ala Arg Asn Val Phe Asp Gly Tyr Trp Leu Val Tyr Trp Gly Gln Gly

100 105 110

Thr Leu Val Thr Val Ser Ser

115
<210> 31
<211> 357
<212> DNA
<213> Artificial
<220>
<223> Mouse-human chimeric DNA
<400> 31
caggtgcaat tggtgcagtc tggcgctgaa gttaagaagc ctgggagttc agtgaaggtce 60
tecctgcaagg cttccggata cgecttcage tattcecttgga tgaactgggt gceggcaggcec 120
cctggacaag ggctcgagtg gatgggacgg atctttceceg gcgatgggga tactgactac 180
aatgggaaat tcaagggcag agtcacaatt accgccgaca aatccactag cacagcctat 240
atggagctga gcagcctgag atctgaggac acggccgtgt attactgtge aagaaatgtc 300
tttgatggtt actggcttgt ttactgggge cagggaaccc tggtcaccgt ctectea 357
<210> 32
<211> 119
<212> PRT
<213> Artificial
<220>
<223> Mouse-human chimeric polypeptide
<400> 32
Gln val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
1 5 10 15
Ser Vval Lys Val Ser Cys Lys Ala Ser Gly Tyr Ala Phe Ser Tyr Ser

20 . 25 30

Trp Met Asn Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met

35 40 45
Gly Arg Ile Phe Pro Gly Asp Gly Asp Thr Asp Tyr Asn Gly Lys Phe
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50

Lys Gly Arg
65

55

13/36

Val Thr Ile Thr Ala Asp Lys Ser

70

75

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr

85

50

Ala Arg Asn Val Phe Asp Gly Tyr Trp Leu Val

Thr Leu Val

115
<210> 33
<211> 366
<212> DNA
<213> Arti
<220>
<223>
<400> 33
caggtgcaat
tcectgcaagg
cctggacaag
aatgggaaat
atggagctga
tttgatggtt
agcacc
<210> 34
<211> 119
<212> PRT
<213> Arti
<220>
<223>
<400> 34

100

Thr Val Ser Ser

ficial

tggtgcagtce
cttceggata
ggctcgagtyg
tcaagggcag
gcagcctgag

actggcttgt

ficial

Mouse-human chimeric DNA

tggcgctgaa
cgeccttcage
gatgggacgg
agtcacaatt
atctgaggac

ttactggggce

105

gttaagaagc
tattecttgga
atctttecceg
accgcecgaca
acggccgtgt

cagggaaccc

Mouse-human chimeric polypeptide

60

PCT/IB2004/003896

Thr Ser Thr Ala Tyr

80

Ala val Tyr Tyr Cys

95

Tyr Trp Gly Gln Gly

110

ctgggagtte
tgaactgggt
gcgatgggga
aatccactag
atctgtgtge

tggtcaccgt

agtgaaggte
gcggcaggcec
tactgactac
cacagcctat
aagaaatgte

ctecctecaget

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

1

5

10

15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ala Phe Ser Tyr Ser

20

25

30

60

120

180

240

300

360

366
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Trp Met Asn Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Arg Ile Phe Pro Gly Asp Gly Asp Thr Asp Tyr Asn Gly Lys Phe
50 55 60
Lys Gly Arg Val Thr Ile Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Leu Cys
85 90 95
Ala Arg Asn Val Phe Asp Gly Tyr Trp Leu Val Tyr Trp Gly Gln Gly
100 105 110
Thr Leu Val Thr Val Ser Ser
115

<210> 35
<211l> 357
<212> DNA
<213> Artificial
<220>
<223> Mouse-human chimeric DNA
<400> 35
caggtgcaat tggtgcagte tggecgctgaa gttaagaage ctggagctte agtgaaggtce 60
tcctgcaagyg tctcecggata cgegttcage tattcttgga tgaactgggt geggeaggece 120
cctggacaag ggctcgagtg gatgggacgg atctttcecg gegatgggga tactgactac 180
aatgggaaat tcaagggcag agtcacaatt accgccgaca aatccactag cacagcctat 240
atggagctga gcagectgag atctgaggac acggeccgtgt attactgtge aagaaatgtce 300
tttgatggtt actggcttgt ttactgggge cagggaacce tggtcacegt ctectea 357
<210> 36
<211> 119
<212> PRT
<213> Artificial
<220>
<223> Mouse-human chimeric polypeptide
<400> 36

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

1

5

10

15

Ser Val Lys Val Ser Cys Lys Val Ser Gly Tyr Ala Phe Ser Tyr Ser
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Gln val Gln Leu Val @Gln Ser Gl

1

5

10

y Ala Glu Vval Lys Lys Pro Gly Ser

15

15/36
20 25 30
Trp Met Asn Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Arg Ile Phe Pro Gly Asp Gly Asp Thr Asp Tyr Asn Gly Lys Phe
50 55 60
Lys Gly Arg Val Thr Ile Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Asn Val Phe Asp Gly Tyr Trp Leu Val Tyr Trp Gly Gln Gly
100 105 110
Thr Leu Val Thr Val Ser Ser
115
<210> 37
<211l> 357
<212> DNA
<213> Artificial
<220>
<223> Mouse-human chimeric DNA
‘<400> 37
caggtgcaat tggtgcagtc tggcgctgaa gttaagaage ctgggagtte agtgaaggtc 60
tcetgcaagg ctteecggata cgcgttcage tattcﬁtgga tgagctgggt gcggecaggeg 120
cctggacaag ggctegagtg gatgggacgg atctttcccg gcgatgggga tactgactac 180
aatgggaaat tcaagggcag agtcacaatt accgecgaca aatccactag cacagectat 240
atggagctga gcagccetgag atctgaggac acggccgtgt attactgtgc aagaaatgtc 300
tttgatggtt actggettgt ttactgggge cagggaaccc tggtcacecgt ctcctca 357
<210> 38
<211l> 119
<212> PRT
<213> Artificial
<220>
<223> Mouse-human chimeric polypeptide
<400> 38
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Ser Val Lys

Met Ser

35

Trp

Gly Arg Ile

50

Lys Gly

65

Arg

Met Glu Leu

Ala Arg Asn

Val
115

Thr Leu

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

39
357
DNA
Arti

<220>
<223>

<400> 39
caggtgcaat

tcectgecaagg
cctggacaag
aatgggaaat
atggagctga
tttgatggtt
<210>
<211>

<212>
<213>

40
119
PRT
Arti

<220>
<223>

<400> 40

Val Ser
20

Trp Val
Gl

Phe Pro

Il
70

Val Thr

Ser Ser Le

85

Val Phe As

100

Thr Val Se

ficial

tggtgcagtc
ctteceggata
ggctegagtg
tcaagggcag
gcagcctgag

actggcttgt

ficial

Arg Gln

Cys Lys Ala

Ala
40

y Asp Gly

55

e Thr Ala

u Arg Ser
Tyr

p Gly

r Ser

Mouse-human chimeric DNA

tggcegetgaa
cgectteage
gatgggacgg
agtcacaatt
atctgaggac

ttactggggc

16/36

Ser Gly
25

Tyr

Pro Gly Gln

Asp Thr Asp

Ser
75

Asp Lys

Glu Asp Thr

90

Trp Leu Val

105

gttaagaagc
tattcttgga
atctttceecyg
accgecgaca
acggcegtgt

cagggaacce

Mouse-human chimeric polypeptide

Ala Phe

30

Leu
45

Gly

Tyr Asn

60

Thr Ser

Ala Vval

Tyr Trp

ctgggagttce
tcaattgggt
gcgatgggga
aatccactag
attactgtgce

tggtcaccgt

Ser

Glu

Gly

Thr

Gly
110

PCT/IB2004/003896

Tyr Ser

Trp Met
Lys Phe
Ala

Tyr

Tyr
95

Cys

Gln Gly

agtgaaggtc
gcggcaggcg
tactgactac
cacagcctat
aagaaatgtc

ctcctea

60

120

180

240

300

357
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Gln Val Gln

Ser Val Lys

Ile Asn

35

Trp

Gly Arg Ile

50

Lys
65

Gly Arg

Met Glu Leu

Ala Arg Asn

Val
115

Thr Leu

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

41
357
DNA
Arti

<220>
<223>

<400> 41
caggtgcaat

tcectgecaagg
cctggacaag
aatgggaaat
atggagctga
tttgatggtt
<210>
<211l>

<212>
<213>

42
119
PRT
Arti

<220>

Leu Val

Val
20

Ser

Trp Val

Phe Pro
vVal

Thr

Ser
85

Ser

Val Phe

100

Thr Val

ficial

tggtgcagtc
cttcecggata
ggctcgagtyg
tcaagggcag
gcagcctgag

actggcttgt

ficial

Gln

Cys

Arg

Gly

Ile

70

Leu

Asp

Ser

Ser Gly

Ala

Lys

Ala
40

Gln

Asp
55

Gly
Thr Ala
Arg Ser
Gly

Tyr

Ser

Mouse-human chimeric DNA

tggcgetgaa
cgccttecage
gatgggacgg
agtcacaatt
atctgaggac

ttactggggc

17/36

Ala Glu
10

Val

Ser
25

Gly Tyr

Pro Gly Gln

Asp Thr Asp

Ser
75

Asp Lys

Glu Asp Thr

90

Trp Leu Val

105

gttaagaagc
tattcttgga
atcttteceeg
accgccgaca
acggcegtgt

cagggaacce

Lys Lys

Ala Phe

30

Leu
45

Gly

Tyr Asn

60

Thr Ser

Ala Vval

Tyr Trp

ctgggagttc
tctcgtgggt
gcgatgggga
aatccactag
attactgtge

tggtecaccgt

Pro

Ser

Glu

Gly

Thr

Tyr

Gly
110

PCT/IB2004/003896

Gly Ser
15

Tyr Ser

Trp Met

Lys Phe

Ala Tyr

Tyr Cys

95

Gln Gly

agtgaaggtc
gcggceaggeg
tactgactac
cacagcctat
aagaaatgte

ctecctceca

60

120

180

240

300

357
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18/36
<223> Mouse-human chimeric polypeptide
<400> 42
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ala Phe Ser Tyr Ser
20 25 30

Trp Ile Ser Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met

35 40 45
Gly Arg Ile Phe Pro Gly Asp Gly Asp Thr Asp Tyr Asn Gly Lys Phe

50 55 60
Lys Gly Arg Val Thr Ile Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Asn Val Phe Asp Gly Tyr Trp Leu Val Tyr Trp Gly Gln Gly
100 105 110

Thr Leu Val Thr Val Ser Ser

115
<210> 43
<211> 357
<212> DNA
<213> Artificial
<220>
<223> Mouse-human chimeric DNA
<400> 43
caggtgcaat tggtgcagtc tggegetgaa gttaagaagc ctggegccte agtgaaggtce 60
tcetgcaagg cttcecggata caccttcaca tacagetgga tgaactgggt gecggecaggec 120
cctggacaag ggctcgagtg gatgggacgg atctttceecg gegatgggga tactgactac 180
aatgggaaat tcaagggcag agtcacaatt accgccgaca aatccactag cacagcctat 240
atggagctga gcagcctgag atctgaggac acggcegtgt attactgtge aagaaatgtce 300
tttgatggtt actggcttgt ttactggggc cagggaaccc tggtcaccgt ctectca 357
<210> 44
<211> 119
<212> PRT
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19/36
<213> Artificial
<220>
<223> Mouse-human chimeric polypeptide
<400> 44
@Gln val @Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Tyr Ser
20 25 30

Trp Met Asn Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met

35 40 45
Gly Arg Ile Phe Pro Gly Asp Gly Asp Thr Asp Tyr Asn Gly Lys Phe

50 55 60
Lys Gly Arg Val Thr Ile Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 80 95
Ala Arg Asn Val Phe Asp Gly Tyr Trp Leu Val Tyr Trp Gly Gln Gly
100 105 110

Thr Leu Val Thr Val Ser Ser

115
<210> 45
<211l> 357
<212> DNA
<213> Artificial
<220>
<223> Mouse-human chimeric DNA
<400> 45
caggtgecaat tggtgcagtc tggcgctgaa gttaagaage ctggecgecte agtgaaggte 60
tcctgcaagg cttccggata caccttcage tattcttgga tgaactgggt geggcaggcece 120
cctggacaag ggctcgagtyg gatgggacgg atctttcceceg gegatgggga tactgactac 180
aatgggaaat tcaagggcag agtcacaatt accgccgaca aatccactag cacagcctat 240
atggagctga gcagcctgag atctgaggac acggccgtgt attactgtge aagaaatgtce 300
tttgatggtt actggcttgt ttactgggge cagggaaccce tggtcaccgt ctectcea 357
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20/36
<210> 46
<211> 119
<212> PRT
<213> Artificial
<220>
<223> Mouse-human chimeric polypeptide
<400> 46
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Ser Tyr Ser
20 25 30

Trp Met Asn Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met

35 40 45
Gly Arg Ile Phe Pro Gly Asp Gly Asp Thr Asp Tyr Asn Gly Lys Phe

50 55 . 60
Lys Gly Arg Val Thr Ile Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Asn Val Phe Asp Gly Tyr Trp Leu Val Tyr Trp Gly Gln Gly
100 105 110

Thr Leu Val Thr Val Ser Ser

115
<210> 47 !
<211> 357
<212> DNA
<213> Artificilal
<220>
<223> Mouse-human chimeric DNA
<400> 47
caggtgcaat tggtgcagtce tggcgctgaa gttaagaage ctggggectce agtgaaggtc 60
tcctgcaagg cttceggata caccttcace tattcttgga tgcactgggt gecggcaggcece 120
cctggacaag ggctcgagtg gatgggacgg atctttcccg gecgatgggga tactgactac 180
gcacagaaat tccaaggaag agtcacaatg acacgggaca cgtccacttc caccgtctat 240
atggagctga gcagcctgag atctgaggac acggccgtgt attactgtge aagaaatgtce 300
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21/36
tttgatggtt actggcttgt ttactggggce cagggaaccc tggtcaccgt ctcctcea 357
<210> 48
<211> 119
<212> PRT

<213> Artificial

<220>
<223> Mouse-human chimeric polypeptide

<400> 48
Gln Val Gln Leu Val Glin Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Tyr Ser
20 25 30

Trp Met His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45

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

Gln Gly Arg Val Thr Met Thr Arg Asp Thr Ser Thr Ser Thr Val Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Asn Val Phe Asp Gly Tyr Trp Leu Val Tyr Trp Gly Gln Gly
100 105 110

Thr Leu Val Thr Val Ser Ser

115
<210> 49
<211> 357
<212> DNA

<213> Artificial

<220>
<223> Mouse-human chimeric DNA

<400> 49
gaggtgcaat tggtgcagtc tggcgctgaa gttaagaagce ctggggccac cgtgaagatce 60

tcectgcaagg tgtccggata caccttcacce tattcttgga tgcactgggt gcagcaggec 120
cctggaaagg ggctcgagtg gatgggacgg atctttceccg gecgatgggga tactgactac 180

gcagagaaat tccaaggaag agtcacaatc acagccgaca cgtccactga caccgectat 240
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22/36

atggagctga gragcctgag atctgaggac acggcegtgt attactgtge aaccaatgtce 300

tttgatggtt actggcttgt ttactggggc cagggaaccé tggtcaccgt ctcctea 357
<210> 50

<211l> 119

<212> PRT

<213> Artificial

<220>
<223> Mouse-human chimeric polypeptide

<400> 50

@lu val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15

Thr Val Lys Ile Ser Cys Lys Val Ser Gly Tyr Thr Phe Thr Tyr Ser
20 25 30

Trp Met His Trp Val Gln Gln Ala Pro Gly Lys Gly Leu Glu Trp Met
35 40 45

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

Gln Gly Arg Val Thr Ile Thr Ala Asp Thr Ser Thr Asp Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Thr Asn Val Phe Asp Gly Tyr Trp Leu Val Tyr Trp Gly Gln Gly
100 105 110

Thr Leu Val Thr Val Ser Ser

115
<210> 51
<211l> 357
<212> DNA

<213> Artificial

<220>
<223> Mouse-human chimeric DNA

<400> 51
gaggtgcaat tggtgcagtc tggcgctgaa gttaagaagc ctggggccac cgtgaagatc 60

tcetgecaagg tgtccggata caccttcacc tattecttgga tgaactgggt gcagcaggec 120
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23/36
cctggaaagg ggctcgagtg gatgggacgg atcttteceg gecgatgggga tactgactac 180
aatgggaaat tcaagggaag agtcacaatc acagccgaca cgtccactga caccgectat 240
atggagctga gcagcctgag atctgaggac acggcecgtgt attactgtge aaccaatgte 300
tttgatggtt actggcttgt ttactggggc cagggaaccc tggtcaccgt ctcctea 357
<210> 52
<211> 119
<212> PRT
<213> Artificial
<220>
<223> Mouse-human chimeric polypeptide
<400> 52
Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15
Thr Val Lys Ile Ser Cys Lys Val Ser Gly Tyr Thr Phe Thr Tyr Ser
20 25 30

Trp Met Asn Trp Val Gln Gln Ala Pro Gly Lys Gly Leu Glu Trp Met

35 40 45
Gly Arg Ile Phe Pro Gly Asp Gly Asp Thr Asp Tyr Asn Gly Lys Phe

50 55 60
Lys Gly Arg Val Thr Ile Thr Ala Asp Thr Ser Thr Asp Thr Ala Tyr
65 70 75 80
Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr CYS
85 90 95
Ala Thr Asn Val Phe Asp Gly Tyr Trp Leu Val Tyr Trp Gly Gln Gly
100 105 110

Thr Leu Val Thr val Ser Ser

115
<210> 53
<211> 366
<212> DNA
<213> Artificial
<220>
<223> Mouse-human chimeric DNA
<400> 53
cagatgcaat tggtgcagtc tggcgctgaa gttaagaaga ccgggagttc agtgaaggtce 60
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24/36
tcctgecaagg cttceggata caccttcacce tattcttgga tgagetgggt geggeaggec 120
cctggacaag ggctegagtg gatgggacgg atctttcceg gegatgggga tactgactac 180
gcacagaaat tccaaggaag agtcacaatt accgccgaca aatccactag cacagcctat 240
atggagctga gcagcctgag atctgaggac acggccgtgt attactgtgce aagaaatgtc 300
tttgatggtt actggcttgt ttactggggc cagggaaccc tggtcaccgt ctceccteaget 360
agcacce 366
<210> 54
<211> 119
<212> PRT
<213> Artificial
<220>
<223> Mouse-human chimeric polypeptide
<400> 54
Gln Met Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Thr Gly Ser
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Tyr Ser
20 25 30

Trp Met Ser Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met

35 40 45
Gly Arg Ile Phe Pro Gly Asp Gly Asp Thr Asp Tyr Ala Gln Lys Phe

50 55 60
Gln Gly Arg Val Thr Ile Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Asn Val Phe Asp Gly Tyr Trp Leu Val Tyr Trp Gly Gln Gly
100 105 110

Thr Leu Val Thr Val Ser Ser

115
<210> 55
<211l> 357
<212> DNA
<213> Artificial



WO 2005/044859
25/36
<220>
<223> Mouse-human chimeric DNA
<400> 55
gaagtgcagc tggtggagtc tggaggaggce ttggtcaagce
tecectgtgeag cctctggatt cacatttage tattcttgga
cctggaaagg gectcecgagtg ggtgggacgg atctttcecg
aatgggaaat tcaagggcag agtcacaatt accgccgaca
atggagctga gcagcctgag atctgaggac acggcegtgt
tttgatggtt actggcttgt ttactggggc cagggaaccc
<210> 56
<211> 119
<212> PRT
<213> Artificial
<220>
<223> Mouse-human chimeric polypeptide
<400> 56
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu
1 5 10
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe
20 25

Trp Met Asn Trp Val Arg Gln Ala Pro Gly Lys

35 40
Gly Arg Ile Phe Pro Gly Asp Gly Asp Thr Asp

50 55
Lys Gly Arg Val Thr Ile Thr Ala Asp Lys Ser
65 70 75
Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr
85 20
Ala Arg Asn Val Phe Asp Gly Tyr Trp Leu Val
100 105

Thr Leu Val Thr Val Ser Ser

115
<210> 57
<211> 456

ctggegggte
tgaactgggt
gcgatgggga
aatccactag
attactgtgc

tggtcaccgt

Val Lys Pro

Thr Phe Ser

30

Gly Leu Glu

45

Tyr Asn

60

Gly

Thr Ser

Ala Val Tyr

Gly
110

Tyr Trp

Thr

PCT/IB2004/003896

cctgeggete
gcggcaggct
tactgactac
cacagcctat
aagaaatgtc

ctectca

Gly Gly

Tyr Ser

Trp Val

Lys Phe

Ala Tyr

80

Tyr
95

Cys

Gln Gly

60

120

180

240

300

357



‘WO 2005/044859 |

PCT/IB2004/003896

26/36
<212> DNA
<213> Artificial
<220>
<223> Mouse-human chimeric DNA
<400> 57
cggaattegg cccaccggtg gccaccatgg actggacctg gaggatcete ttettggtgy 60
cagcagccac aggagcccac tccgaagtgce agctggtgga gtctggagga ggcettggtca 120
agcctggegg gtcecctgegg ctcetectgtg cagcetctgg attcegecattc agetattett 180
ggatgaactg ggtgcggcag gctectggaa agggectcecga gtgggtggga cggatcttte 240
ccggcgatgg ggatactgac tacaatggga aattcaaggg cagagtcaca attaccgecg 300
acaaatccac tagcacagcc tatatggagc tgagcagcct gagatctgag gacacggccg 360
tgtattactyg tgcaagaaat gtctttgatg gttactgget tgtttactgg ggccagggaa 420
ccctggtcac cgtctecteca gctagegaat tctcga 456
<210> 58
<211> 119
<212> PRT
<213> Artificial
<220>
<223> Mouse-human chimeric polypeptide
<400> 58
Glu val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ala Phe Ser Tyr Ser
20 25 30
Trp Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Gly Arg Ile Phe Pro Gly Asp Gly Asp Thr Asp Tyr Asn Gly Lys Phe
50 55 60
Lys Gly Arg Val Thr Ile Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Asn Val Phe Asp Gly Tyr Trp Leu Val Tyr Trp Gly Gln Gly
100 105 110
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Thr Leu Vval Thr Val Ser Ser

115
<210> 59
<211> 357
<212> DNA
<213> Artificial
<220>
<223> Mouse-human chimeric DNA
<400> 59
caggtgcage tggtggagtc tggaggaggce ttggtcaagce
tcctgtgcag cctctggatt cacatttage tattcttgga
cctggaaagg gcctcecgagtg ggtgggacgg atctttcccg
aatgggaaat tcaagggcag agtcacaatt accgccgaca
atggagctga gcagcctgag atctgaggac acggceccgtgt
tttgatggtt actggcttgt ttactggggec cagggaaccc
<210> 60
<211> 119
<212> PRT
<213> Artificial
<220>
<223> Mouse-human chimeric polypeptide
<400> 60
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Leu
1 5 10
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe

20 25

Trp Met Asn Trp Val Arg Gln Ala Pro Gly Lys

35 40
Gly Arg Ile Phe Pro Gly Asp Gly Asp Thr Asp

50 55
Lys Gly Axrg Val Thr Ile Thr Ala Asp Lys Ser
65 70 75
Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr
85 90

ctggecgggte
tgaactgggt
gcgatgggga
aatccactag
attactgtge

tggtcaccgt

Val Lys Pro

Thr Ser

30

Phe

Leu Glu

45

Gly

Tyr Asn Gly

60

Thr Ser Thr

Ala Val Tyr

PCT/IB2004/003896

cctgeggete
gcggeaggcet
tactgactac
cacagcctat
aagaaatgtc

ctcctea

Gly
15

Gly
Tyr Ser
Trp Val
Lys Phe
Ala

Tyr

Tyr
S5

Cys

60
120
180
240
300

357
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28/36

Ala Arg Asn Val Phe Asp Gly Tyr Trp Leu Val Tyr Trp Gly Gln Gly

100 105 110

Thr Leu Val Thr Val Ser Ser

115
<210> 61
<211l> 456
<212> DNA
<213> Artificial
<220>
<223> Mouse-human chimeric DNA
<400> 61
cggaattegg cccaccggtg gcecaccatgg actggacctg gaggatccte ttcecttggtgg 60
cagcagccac aggagctcac tccgaagtge agcectegtgga gtctggagea ggcttggtcea 120
agcctggegg gtecectgegg ctcectectgeg cagectctgg attcacattt agetattett 180
ggatgaactg ggtgcggcag gctectggaa agggectcga gtgggtggga cggatcttte 240
ccggcgatgg ggatactgac tacaatggga aattcaaggg cagagtcaca attaccgceg 300
acaaatccac tagcacagcc tatatggagc tgagcagcct gagatctgag gacacggcceg 360
tgtattactg tgcaagaaat gtctttgatg gttactgget tgtttactgg ggécagggaa 420
ccetggteac cgtctccﬁca gctagcgaat tctcga 456
<210> 62
<211> 119
<212> PRT
<213> Artificial
<220>
<223> Mouse-human chimeric polypeptide
<400> 62
Glu Val Gln Leu Val @lu Ser Gly Ala Gly Leu Val Lys Pro Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Tyr Ser

20 25 30

Trp Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Met

35 40 45
Gly Arg Ile Phe Pro Gly Asp Gly Asp Thr Asp Tyr Asn Gly Lys Phe

50 55 60

Lys Gly Arg Val Thr Ile Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr
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65

70

29/36

75
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80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys

85

20

95

Ala Arg Asn Val Phe Asp Gly Tyr Trp Leu Val Tyr Trp Gly Gln Gly

100

Thr Leu Val Thr Val Ser Ser

105

115
<210> 63
<211l> 456
<212> DNA
<213> Artificial
<220>
<223> Mouse-human chimeric DNA
<400> 63
cggaattcgg cccaccggtg gceccaccatgg actggacctg
cagcagccac aggagctcac tccgaagtgc agctcgtcga
agcectggegg gtccetgegg ctetceetgeg cagectetgg
ggatgaactg ggtgcggcag gctcctggaa agggcecctega
ccggegatgg ggatactgac tacaatggga aattcaaggg
acaaatccac tagcacagcc tatatggagce tgagcagcct
tgtattactg tgcaagaaat gtctttgatg gttactggct
ccctggtecac cgtctcecteca gctagcgaat tcectcega
<210> 64
<211l> 119
<212> PRT
<213> Artificial
<220>
<223> Mouse-human chimeric polypeptide

<400> 64

Glu Val Gln Leu Val Glu Ser

1

Ser Leu Arg Leu Ser Cys Ala

Trp Met Asn Trp Val Arg Gln

35

5

20

40

10

25

110

gaggatccte
gtctggagga
attcacattt
gtgggtggga
cagagtcaca
gagatctgag

tgtttactgg

30

45

ttettggtgg
ggcgtggtca
agctattctt
cggatctttc
attaccgecg
gacacggccg

ggccagggaa

Gly Gly Gly Val Val Lys Pro Gly Gly

15

Ala Ser Gly Phe Thr Phe Ser Tyr Ser

Ala Pro Gly Lys Gly Leu Glu Trp Met

60

120

180

240

300

360

420

456
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. 30/36
Gly Arg Ile Phe Pro Gly Asp Gly Asp Thr Asp

50 55
Lys Gly Arg Val Thr Ile Thr Ala Asp Lys Ser
65 70 75
Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr
85 90
Ala Arg Asn Val Phe Asp Gly Tyr Trp Leu Val
100 105
Thr Leu Val Thr Val Ser Ser
115

<210> 65
<211> 456
<212> DNA
<213> Artificial
<220>
<223> Mouse-human chimeric DNA
<400> 65
cggaattecgg ccecaccggtg geccaccatgg actggacctg
cagcagccac aggagctcac tccgaagtgc agctggtcga
agcctggegg gtccctgegg ctcectectgeg cagectetgg
ggatgaactg ggtgcggcag gctcctggaa agggcctcga
ccggegatgg ggatactgac tacaatggga aattcaaggg
acaaatccac tagcacagcc tatatggagc tgagcagcct
tgtattactg tgcaagaaat gtctttgatg gttactggcet
ccectggtcac cgtcteeteca gcectagcecgaat tctcega
<210> 66
<211> 119
<212> PRT
<213> Artificial
<220>
<223> Mouse-human chimeric polypeptide
<400> 66

Tyr Asn
60

Thr Ser

Ala Vval

Tyr Trp

gaggatcctce
gtcecggagga
attcacattt
gtgggtggga
cagagtcaca
gagatctgag

tgtttactgg

Gly Lys

Thr

Ty

Gly
110
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Phe

Ala Tyr

80

Tyr
95

cys

Gln Gly

ttcttggtgg
ggcttgaaga
agctattctt
cggatcttte
attaccgeccg
gacacggccg

ggccagggaa

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Lys Lys Pro Gly Gly

1

5

10

15

60

120

180

240

300

360

420

456
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Ser Leu Arg Leu Ser Cys Ala Ala
20

Trp Met Asn Trp Val Arg Gln Ala

35 40
Gly Arg Ile Phe Pro Gly Asp Gly

50 55
Lys Gly Arg Val Thr Ile Thr Ala
65 70
Met Glu Leu Ser Ser Leu Arg Ser
85
Ala Arg Asn Val Phe Asp Gly Tyr
100

Thr Leu Val Thr Val Ser Ser

115
<210> 67
<211l> 456
<212> DNA
<213> Artificial
<220>
<223> Mouse-human chimeric DNA
<400> 67
cggaattcgg cccaccggtg gceccaccatgg
cagcagccac aggagcccac tccgaagtgce
agcctggete ttecctgegg ctetectgeg
ggatgaactg ggtgcggcag gctectggaa
ccggegatgyg ggatactgac tacaatggga
acaaatccac tagcacagcec tatatggage
tgtattactg tgcaagaaat gtctttgatg
ccctggtcac cgtcteccteca gctagegaat
<210> 68
<211l> 119
<212> PRT
<213> Artificial

<220>

31/36

Ser Phe

25

Gly

Pro Gly Lys

Asp Thr Asp

Ser
75

Asp Lys

Glu Asp Thr

90

Trp Leu Val

105

actggacctg
agctggtgga
cagcctctgg
agggcctcga
aattcaaggg
tgagcagcct
gttactgget

tctega

Thr Phe

30

Leu
45

Gly

Tyr Asn

60

Thr Ser

Ala Vval

Tyr Trp

gaggatcctce
gtctggagga
attcacattt
gtgggtggga
cagagtcaca
gagatctgag

tgtttactgg

Ser

Glu

Gly

Thr

Tyr

Gly
110
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Tyr Ser

Trp Met

Lys Phe

Ala Tyr

80

Tyr
95

Cys

Gln Gly

ttcttggtgg
ggcttggtca
agctattctt
cggatctttc
attaccgceg
gacacggccg

ggccagggaa

60

120

180

240

300

360

420

456
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<223> Mouse-human chimeric polypeptide
<400> 68
Glu Vval Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Ser
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Tyr Ser

20 25 30
Trp Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Met
35 40 45
Gly Arg Ile Phe Pro Gly Asp Gly Asp Thr Asp Tyr Asn Gly Lys Phe
50 55 60
Lys Gly Arg Val Thr Ile Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 920 95
Ala Arg Asn Val Phe Asp Gly Tyr Trp Leu Val Tyr Trp Gly Gln Gly
100 105 110
Thr Leu Val Thr Val Ser Ser
115

<210> 69
<211l> 456
<212> DNA
<213> Artificial
<220>
<223> Mouse-human chimeric DNA
<400> 69
cggaattecgg cccaceggtg gecaccatgg actggacctg gaggatccte ttettggtgg 60
cagcagccac aggagcccac tcecgaagtge agetggtgga gtcectggagga ggcttggtca 120
agcetggegg gtcectgegg gtecagcectgeg cagectctgg attcacattt agetattett 180
ggatgaactg ggtgcggecag gctectggaa agggcctega gtgggtggga cggatcettte 240
ccggcgatgg ggatactgac tacaatggga aattcaaggg cagagtcaca attaccgecg 300
acaaatccac tagcacagcc tatatggagc tgagcagcct gagatctgag gacacggecg 360
tgtattactg tgcaagaaat gtctttgatg gttactgget tgtttactgg ggccagggaa 420
ccectggtcac cgtctcectca getagecgaat tetcega 456
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33/36
<210> 70
<211> 119
<212> PRT

<213> Artificial

<220>
<223> Mouse-human chimeric polypeptide

<400> 70

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
1 5 10 15

Ser Leu Arg Val Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Tyr Ser
20 25 30

Trp Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Met
35 40 45

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

Lys Gly Arg Val Thr Ile Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Asn Val Phe Asp Gly Tyr Trp Leu Val Tyr Trp Gly Gln Gly
100 105 110

Thr Leu Val Thr Val Ser Ser

115
<210> 71
<211l> 456

<212> DNA
<213> Artificial

<220>
<223> Mouse-human chimeric DNA

<400> 71
cggaattcgg cccaccggtg gccaccatgg actggacctg gaggatccte ttcecttggtgg 60

cagcagccac aggagcccac tecgaagtgce agetggtgga gtctggagga ggcttggtca 120
agcctggegg gtceceectgegg cteteetgeg cagectcectgg attcacattt agetattett 180

ggatgaactg ggtgcggcag gctcctggaa agggectcga gtgggtggga cggatcttte 240

ccggcgatgg ggatactgac tacaatggga aattcaaggg cagagtcaca attaccgecg 300
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acaaatccac tagcacagcc tatatggagc tgagcagcct gagatctgag gacacggecg 360

tgtattactg tgcaagaaat gtctttgatg gttactgget tgtttactgg ggccagggaa 420

cectggtcac cgtcectectca gectagegaat tctcga 456
<210> 72

<211> 119

<212> PRT

<213>  Artificial

<220>
<223> Mouse-human chimeric polypeptide

<400> 72

@lu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Tyr Ser
20 25 30

Trp Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Met
35 40 45

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

Lys Gly Arg Val Thr Ile Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 20 95

Ala Arg Asn Val Phe Asp Gly Tyr Trp Leu Val Tyr Trp Gly Gln Gly
100 105 110

Thr Leu Val Thr Val Ser Ser

115
<210> 73
<211l> 57
<212> DNA

<213> Homo sapiens

<400> 73
atggactgga cctggaggat cctettcttg gtggcagcag ccacaggagc ccactcc 57
<210> 74

<211l> 19
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<212> PRT
<213> Homo sapiens
<400> 74

35/36

PCT/IB2004/003896

Met Asp Trp Thr Trp Arg Ile Leu Phe Leu Val Ala Ala Ala Thr Gly

1 5 10

Ala His Ser

<210> 75

<211> 345

<212> DNA

<213> Artificial

<220>

<223> Mouse-human chimeric DNA

<400> 75

gatatcgtga tgacccagac tccactctec ctgceccegtea

attagctgea ggtctagcaa gagectcttg cacagcaatg

tacctgcaaa agccagggca gtctccacag ctcctgattt

tetggegtece ctgaceggtt ctecggatcec gggtcaggca

agcagggtgg aggctgagga tgttggagtt tattactgeg

tacacctteg gecggagggac caaggtggag atcaaacgta

<210> 176

<211> 115

<212> PRT

<213> Artificial

<220> .

<223> Mouse-human chimeric polypeptide

<400> 76

Asp Ile Val Met Thr Gln Thr Pro Leu Ser Leu

1 5 10

Glu Pro Ala Ser Ile Ser Cys Arg Ser Ser Lys

20 25

Asn Gly Ile Thr Tyr Leu Tyr Trp Tyr Leu Gln
35 40

Pro Gln Leu Leu Ile Tyr Gln Met Ser Asn Leu

50

55

cceectggaga
gcatcactta
atcaaatgtc
ctgatttcac

ctcagaatcet

cggtg

Pro

Ser
30

Lys
45

Val
60

Val Thr Pro

Leu Leu His

Ser Gly Vval

15

gceccgecage
tttgtattgg
caaccttgtc
actgaaaatc

agaacttcct

Gly
15

Ser

Pro Gly Gln Ser

Pro

60

120

180

240

300

345
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Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Ala Gln Asn
85 S0 95

Leu Glu Leu Pro Tyr Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105 110

Arg Thr Val

115
<210> 77
<211l> 66
<212> DNA

<213> Homo sapilens

<400> 77

atggacatga gggtcccege tcagctectg ggccteetge tgetetggtt cccaggtgec 60
aggtgt 66
<210> 78

<211> 22

<212> PRT

<213> Homo sapiens
<400> 78
Met Asp Met Arg Val Pro Ala Gln Leu Leu Gly Leu Leu Leu Leu Trp

1 5 10 15

Phe Pro Gly Ala Arg Cys
20



