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ARG (5-3)

ATCTCGGCCTC
GAGGCCGAGAT

CTGAACAAGGC
GCCTTGTTCAG

CCAGGGGAGAA
TTCTCCCCTGG

GACTGTGGGAG
CTCCCACAGTC

CCCCCCTGAGG
CCTCAGGGGGG

TTCTCTGTGGT
ACCACAGAGAA

ACTGTGAGGAC
GTCCTCACAGT

GAAAGCCCAGT
ACTGGGCTTTC

AAGTCGGAGGT
ACCTCCGACTT
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R A (6'-37)

ATCTCAGCCTC
GAGGCTGAGAT

CTGAAAAAGGC
GCCTTTTTCAG

CCAGGTGAGAA
TTCTCACCTGG

GACTGGGGGAG
CTCCCCCAGTC

CCCCC-TGAGG
CCTCA-GGGGG

TTCTCCGTGGT
ACCACGGAGAA

ACTGTAAGGAC
GTCCTTACAGT

GAAAGTCCAGT
ACTGGACTTTC

AAGTCAGAGGT
ACCTCTGACTT
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TGCATCCCCCC
GGGGGGATGCA

CGGCTGAGGTG
CACCTCAGCCG

GAGAGCGGCAT
ATGCCGCTCTC

GTGTGTGCATG
CATGCACACAC

TGGGAGTCGCAG
CTGCACTCCCA

CTTTGACACTA
TAGTGTCAAAG

GACACTACCTT
AAGGTAGTGTC

AGTGGCTGCGA
TCGCAGCCACT

AGTGGCGGGAA
TTCCCGCCACT

AAGGGGGCCGC
GCGGCCCCCTT

TGGCAGGGCAG
CTGCCCTGCCA
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TGCATTCCCCC
GGGGGAATGCA

CGGCTCAGGTG
CACCTGAGCCG

GAGAGTGGCAT
ATGCCACTCTC

GTGTGGGCATG
CATGCCCACAC

TGGGAATGCAG
CTGCATTCCCA

CTTTGGCACTA
TAGTGCCAAAG

GACACCACCTT
AAGGTGGTGTC

AGTGGTTGCGA
TCGCAACCACT

AGTGGTGGGAA
TTCCCACCACT

AAGGGAGCCGC
GCGGCTCCCTT

TGGCAAGGCAG
CTGCCTTGCCA
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ACAAGATATTG
CAATATCTTGT

TCCATCCTGTT
AACAGGATGGA

CACTACATGCT
AGCATGTAGTG

CCCCCCAGCCT
AGGCTGGGGGG

AATTCGCCATT
AATGGCGAATT

GTGAGGGAGCC
GGCTCCCTCAC

TGAGCGGCTGC
GCAGCCGCTCA

CTTGGGTGACA
TGTCACCCAAG
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ACAAGGTATTG
CAATACCTTGT

‘TCCATTCTGTT

AACAGAATGGA

CACTATATGCT
AGCATATAGTG

CCCCCTAGCCT
AGGCTAGGGGG

AATTCACCATT
AATGGTGAATT

GTGAGAGAGCC
GGCTCTCTCAC

TGAGCAGCTGC
GCAGCTGCTCA

CTTGGATGACA
TGTCATCCAAG
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<110>

<1i20>

<130>

<140>
<141>

<160>
<170>
<210>
<211>
<212>
<213>
<220>
<223

<400>

(59) uoboooboooboaobod

SEQUENCE LISTING
EPIDAUROS AG

Polymorphisms in the human hPXR gene and their use in
diagnostic and therapeutic applications

D 2145 PCT-2

185

PatentIn Ver. 2.1
1

18

DNA
Artificial Segquence

Degcription of Artificial Seguence: artificisl
seguence

1

tcatgtoega cgaggocg 18

<210>
211>
<212>
<213>

<220>
<223>

<400>

2

is

DNA

Artificial Seguence

Description of Artificial Sequence: artificial
sequence

2

coccacatgge tgacatgt 18

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

<220>
<223>

<400

3

18

DINA

Artificial Sequence

Description of Artificial Seguence: artifieial
seguence '

3

cceatcgagg accagatc 18

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

4

18

DA

Artificial Sequence



(60)

<220>

«223> Description of Artificial Seguence:

sequence

<400> 4
gtcttccaag cagtagga

«210> 5

<211> 18

<212> DNA

<213> Artificial Seguence

<220>

<223> Description of Artificial Sequence:

seqguence

<400> 5
cagcatggge tccagtag

<210> &

<211> 18

<212> DNA

<213> Artificial Sequence

<220>

<223> Description of Artificial Sequence:

seguence

<400> &
cctgbgatge cgaacaac

<210> 7

<211> 18

<212> DNA

<213> Artificial Seguence

<220>

<7223> Description of Artificial Segquence:

saquence

<400> 7
cattgaatgec aatcggco

<21Q0> 8

<211> 18

<212> DNA

<213> Artificial Seguence

<220>

<223> Description of Artificial Seguence:

sequence

<400> 8
getettggeca gtgteccat

uoboooboooboaobod

artificial

18
artificial

i8
artificial

18
artificial

18
artificial

18



<210>
<21i>
<212>
<213>

<220>
223>

<400>

(61)

g

18

DNA

artificial Sequence

Description of Artificial Seguence:

seguence

G

ggaaagccca gtgtcaac

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

<220
<223>»

<400>

10

18

DA

artificial Sequence

Description of Artificial Sequence:

sequence

10

cecatgaaacg csacgeee

<210>
<211
212>
<213>

<220>
<223>

<400>

11

18

DNA

Artificial Segquence

Description of Artificial Sequence:

sequence

11

cettgeoatee ttcacaty

<210
<211>
<2lz>
<213>

<220>
<223>

<400>

12

18

DNA

Artificial Seguence

uoboooboooboaobod

artificial

18

artificial

18

artificial

18

Description of Artificial Sequence: artificial

sequence

12

catgcocgete tocaggea

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

13

18

DA

artificial Sequence

18



(62)
<220>
<223> Description of Artificial Sequence:
sequence
<400> 13

cggccteghbe ggacatga

<210> 14

<211> 18

<212> DNA

<213> Artificial Sequence

<220

<223> Description of Artificial Sequence:

sequence

<400> 14
acatgtcage catgtagg

<210= 1%

<211> 20

<212> DNA

<213> Artificial Seguence

<220>

<223> Description of Artificizl Sequence:

sequence

<400> 15
caagccaagt gttcacagtg

<210> 16

<211> 20

<212> DNA

<213> Artificial Sequence

<220>

<223> Description of Artificial Seguence:

sequence

=<400> 16
cactgtgaac acttggetig

<230> 17

<211> 24

<212> DNA

<213> Artificial Seguence

<220>

<223> Description of Artificial Sequence:

sequence

<400> 17
caaggacagce agcatgacag teac

artificial

artificial

artificial

artificial

artificial

uoboooboooboaobod

18

18

29

20

24



(63)

<210> 18

<211> 18

<212> DNA

<213> Artificial Sequence

<220>

«223> Description of Artificial Sequence:

seguence

<400> 18
agccaactca gocgoage

<210> 19

<211> 12

<212> DNA

<213> Artificial Sequence

<220>

<223> Description of Artificial Sequence:

sequence

<400> 1%
aagcaggtat gg

<23i0> 20

<211> 12

<212> DNA

<213> Artificial Seguence

<220>

<223> Description of Artificial Sequence:

sequence

<400> 20
aaaccagtga gt

<210> 21

<211> 12

<212> DNA

<213> Artificial Sequence

<220>

«223> Description of Artificial Sequence:

seqguence

<400> 21
ttctagtcca ag

<210> 22

<211> 12

<212> DNA

<213> Artificial Sequence

<220>

artificial

artificial

artificial

artificial

uoboooboooboaobod

18

12

12

12



(64)

<223> Description of Artificial Sequence:

seguence

<400> 22
tttcaggtag ag

<210> 23

<211> 12

<212> DNA

<213> artificial Sequence

<220>

<223> Description of Artificial Sequence:

sequence

<400> 23
tcacaggagy gc¢

<210> 24

<211> 12

<212> DNA

<213>» Artificial Seguence

<22Z0>

=223> Description of Artificial Segquence:

seguernce

<400> 24
aggagagtga gc

<210> 2%

<211> 12

<212> DNA

<213> Artificial Seguence

<220>

<223> Description of Artificial Seguence:

sequence

<400» 25
ctgcagtgat ca

<210> 26

<21l1l>» 12

<212> DNA

<213>» Artificial Seguence

<220>

<223> Description of Artificial Sequence:

sequence

<400> 26
ttecgggtay ga

uoboooboooboaobod

artificial

12
artificial

12
artificial

12
artificial

12
artificial

12



=210
<211>
<212>
<213>

<220>
<223>

<400>

(65)

27

12

DNA

Artificial Seguence

Description of Artificial Sequence:

sequence

27

tcctagetge ca

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

<220
<223

<40Q0>

28

12

DNA

Artificial Sequence

Degcription of Artificial Seruence:

sequence

28

cktcaggtag ga

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

<220>
<223>

<400>

29

12

DINA

Artificial Seguence

Description of Artificial Sequence:

sequences

29

tgoccagggac tt

<210>
<21l>
<2iZ>
<213>

«<220>
223>

<400>

30

12

DHA

artificial Seguence

Description of Artificial Sequence:

sequence

30

ctgcaggtge cc

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

<220>
<223>

31

12

DNA

artificial Sequence

Description of Artificial Seguence:

uoboooboooboaobod

grtificial

12
artificial

12
artificial

12
artificial

12
artificial



(66)

seguence

<400> 31
ceacaggtgg ct

<210> 32

<211> 12

<212> DNA

<213> Artificial Sequence

<220>

<223> Description of Artificial Segquence:

sequence

<400> 32
cccoaggtga gg

<210> 33

<211> 12

<212> DNA

<213> Artificial Sequence

<220>

<223> Description of Artificial Seguence:

sequence

<400> 33
ctecagaccg co

<210> 34

<211> 12

«<212> DNA

<213> Artificial Sequence

<220>

«<223> Description of Artificial Sequence:

seqguence

<400> 34
tcataggtga gc

<210> 35

<211> 12

<212> DNA

<213> Artificial Sequence

<2Z20>

<223> Description of Artificial Sequence:

sequence

<400> 35
atgecagghttc tt

<210= 36

artificial

artificial

artificial

artificial

uoboooboooboaobod

12

12

12

1z

1z



<211>
<212>
<213>

<220>
<223>

<400>

(67)

20
DNA
artificial Sequence

Dezscription of Artificial Sequence:

sequence

36

tcaagtogcty gacttgggac

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

<220>
<223

<400>

37
20
DNA
Artificial Seguence

Description of Artificial Sequence:

seduence

37

cccactatga tgctgaccte

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

<220>
<223>

<400>

38

20

DNA

Artificial Sequence

Description of Artificial Sequence:

sSequence

38

cacatacaac cagetcoctg

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

<220>
<223>

<400>

3%

19

DNA

Artificial Seguence

Description of Artificial Sequence:

sequence

39

ccacatgcag graagactc

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

<220>
<233>

40

18

DNA

Artificial Sequence

Description of Artificial Seguence:

sequence

uoboooboooboaobod

artificial

20
artificial

20
artificial

20
artificial

19

artificial



(68)

<400> 40
ctgaggecte tacacatce

<210> 41

<211=> 18

<212> DNA

<213> Artificial Sequence

<220>
<223>
sequence

<400> 41
aggccctgag atgttacce

<210> 42

<21i> 20

<212> DNA

<213> Artificial Seguence

<220>
<223>
sequence

<400> 42
ctgggacgca aaggctagtg

<210> 43

<211> 18

<212> DNA

<213> Artificial Seguence

<220>
<223>
seguence

<400> 43
cctgttocac acggacac

<210> 44

<211> 20¢

<212>» DNA

<213> Artificial Sequence

<220>
<223>
segquence

<400> 44
taacggcttc tgctgecttg

<210> 45
<211> 20

Description of artificial Seqguence:

Description of Artificial Sequence:

Description of Artificial Seguence:

Description of Artificial Seguence:

uoboooboooboaobod

18
artificial

18
artificial

20
artificial

18
artificial

20



<212>
<213>

<220>
<223>

<400>

(69)

DNA
Artificial Seguence

Description of Artificial Sequence:

sequence

45

agctctccaa atctaccctic

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

<220>
<223>

<400>

46

18

DNA

Artificial Seguence

Description of Artificial Seguence:

seguence

46

ctgagttggyg acctgtet

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

<220>
<223>

<£00>

47

18

DINA

Artificial Seguence

Description of Artificial Sequence:

seguence

47

ccaggccott tgaacctce

<210>
<211~
<212>
213>

<220>
<223

<400>

48

18

DNA

Artificial Sequence

Description of Artificial Sequence:

sequence

48

ctoctggtgc cggectgt

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

<220>
<223>

42

1a

DA

Artificial Seguence

Description of Artificial Seguence:

seJuence

uoboooboooboaobod

artificial

20
artificial

18
artificial

18
artificial

18
artificial



(70)

<400> 49
gactgggace ttcectgg

<210> 50

<211> 18

<2]12> DNA

<213> Artificial Seguence

<220>
<223>
sequence

<400> 50
gagcaatgee ctgactet

<210> 51

<211> 18

<212> DNA

<213>» Artificial Sequence

<220>
<223>
sequence

<400> 51
ccctotggoc atgaagee

<210=> 52

<211> 18

<212> DNA

<213> Artificial Seguence

<220>
<223>
sequence

<400> 52
tgettgtgea gecteaga

<210> 53

<211> 18

«212> DNA

«213> Artificial Seguence

<220
<223>
seguence

<400> B3
gctottggea gtgtocat

<210> 54
<211>» 11
<212> DNA

Description of Artificial Sequence:

Description of Artificial Seguence:

Description of Artificial Sequence:

Description of Artificial Sequence:

uoboooboooboaobod

18
artificial

18
artificial

18
artificial

18
artificial

18



GY)

<213» Artificial Sequence

<220>

<223> Description of Artificial Sequence:

seguence

<4Q0> 54
atctcggeet o

<210> B&

<211> 11

<212> DMA

<213> Artificial Seguence

<220>

<223> Description of Artificial Sequence:

sequence

<4Q0> 55
gaggocgaga t

«210> 56

<211> 11

<212> DNA

<2313> Artificizl Sequence

<220>

<223> Description of Artificial Sequence:

seguence

<400> 56
atctcageet ¢

<210> 57

<211> 11

<212> DNA

<213> Artificial Sequence

<220>

<223> Descripticn of Artificial Sequence:

seguence

<400> 57
gaggctgaga t

<210> 58

<221> 11

<212> DNA

«213> artificial Sequence

<220>

<223> Description of Artificial Sequence:

seguence

<400> 58

artificial

artificial

artificial

artificial

artificial

uoboooboooboaobod

11

11

11

11



(72)

ctgaacaagg <

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

<220>
<223>

<400>

59

i1

DN&

artificial Seguence

Description of Artificial Sequence:

sequence

58

geettgttea g

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

<220>
<223>

<400>

60

11

DNA

Artificial Seguence

Degcription of Artificial Seguence:

sequence

&0

ctgaaaaagg C

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

<220>
<223>

<4 00>

61

11

DNA

Artificial Sequence

Description of Artificial Sequence:

seguence

61

gcotttttea g

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

<220>
<223>

<400>

62

11

DNA

Artificial Secquence

Description of Artificial Seguence:

seguence

62

ccaggggaga a

<210>
<211
<212>
<213>

63

11

DNA

Artificial Seguence

uoboooboooboaobod

11
artificial

11
artificial

11
artificial

11
artificial

11



(73)
<220>
<223> Description of Artificial Sequence:
sequence
<400> B3

ttctcceoctg o

<210> 64

<211> 11

<212> DNA

«213> Artificial Seguence

<220>

<223>» Description of Artificial Sequence:

sequence

<400> &4
ccaggtgaga a

<210> 65

<211> 11

<212> DNA

<213> Artificial Sequence

<220>

<223> Description of Artificizl Sequence:

seguence

<400> &5
tteckcacctg g

<210> 66

<211l> 11

<212> DNA

<213> artificial Sequence

<220>

=223> Description of Artificial Sequence:

sequence

<400> 66
gactgtggga ¢

<210> 67

<211> 11

<212> DNA

<213> Artificial Segquence

<220>

<223> Description of Artificial Seguence:

sequence

<400> 67
ctcccacagt ¢

uoboooboooboaobod

artificial

11
artificial

11
artificial

11
artificial

11
artificial

11



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

<220>
<223>

<4 00>

74)

68

11

DNA

Artificial Seguence

Description of Artificial Sequence:

seguence

68

gactggggga g

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

<220>
<223>

<400>

69

11

DNA

artificial Sequernce

Description of Artificial Sequence:

sequence

69

ctecccecagt ©

<210
<211>
<212>
<213>

<220>
<223>

<400>

70

11

INA

artificial Sequence

Description of Artificial Sequence:

sequenge

70

ccccectgag g

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

<220>
<223>

<400>

71

11

DNA

Artificial Sequence

Description of Artificial Sequence:

sequence

71

cctecaggggg 9

<210>
<21l>
<212»>
<213>

T2

10

DNA

Artificial Seguence

uoboooboooboaobod

artificial

11
artificial

11
artificial

11
artificial

11



(79

<220>

<223> Description of Artificial Sequence:

sequence

<400> 72
ccecetgagg

<210> 73

<211> 10

<212> DNA

<213> Artificial Seqguence

<220>

<223> Description of Artificial Sequence:

sequence

<400> 73
ccteaggagy

<210> 74

<211> 11

<212> DNA

<213> Artificial Sequence

<220>

<223> Description of Artificial Seguence:

sequence

<400> 74
ttctetgtgg t

<210> 75

<211> 11

<212> DNA

<213> Artificial Seguence

<220>

<223> Description of Artificial Sequence:

sequence

<4Q0> TS5
accacagaga a

<210> 76

<211> 11

<212> DNA

<213> Artificial Sequence

<220»

<223> Description of Artificial Seguence:

segquence

<400> 76
ttcteegtgg t

artificial

artificial

artificial

artificial

artificial

uoboooboooboaobod

10

10

i1

11

11



(76)

<210> 77

<211> 11

<212> DN&

<213> Artificial Sequence

<220>

<223> Description of Artificial Sequence:

seguence

<400> 77
accacggaga a

<210> 78

<211> 11

<212> DNA

<213> Artificial Seguence

<220>

<223> Description of Artificial Seguence:

sequence

<400> 78
actgtgagga ¢

<21Q> 79

<211l> 11

<212> DN

<213> Artificial Sequence

<220>

<223> Description of Artificial Sequence:

sequence

<400> 79
gtcctcacag t

=210= 80

<211> 11

<212> DNA

<213> Artificial Sequence

<220>

<223> Description of Artificial Seguence:

sequence

<400> 80
actgtaagga ¢

<210> 81

<21l1> 11

<212> DMA

<213> Artificial Secuence

<220>

artificial

artificial

artificial

artificial

uoboooboooboaobod

11

11

11

11



an
<223> Desgcription of Artificial Sequence: artificial
sequence
Bl

<400>

gtocttacag t

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

<220>
<223>

<400

82

11

D&

Artificial Sequence

Description of Artificial Seguence:

sequence

B2

gaaagcccag t

«210>
<21l>
<212>
<213>

<220>
<223

<A00>

83

11

DA

Artificial Seguence

Description of Artificial Sequence:

sequence

83

actgggettt

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

<220>
<223>

<400=>

84

11

DNA

Artificial Seguence

Description of Artificial Sequence:

seqguence

84

gaaagtccag t

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

<220>
<223>

<400>

B85

11

DA

Artificial Seguence

Degcription of Artificial Sequence:

sequence

85

actggacttt ¢

artificial

artificial

artificial

artificial

uoboooboooboaobod

1z

11

11

11

11



<210>
<211>
<212>
<213

220>
<223>

<400>

(78)

86

11

DN&

Artificial Sequence

Description of Artificial Sequence:

sequence

g6

aagtcggagg t

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

<220>
<223>

<400>

g7

11

DNA

Artificial Sequence

Description of Artificial Sequence:

sequence

87

acctcegact t

<210>
<21il>
<212>
<213»

<220>
<223

<400

88

11

DNA

artificial Seguence

Description of Artificial Seguence:

seguence

g8

aagtcagagg t

<210>
211>
<212>
<213>

<220>
<223>

<400>

ga

11

DNA

Artificial Secuence

artificial

artificial

artificial

Description of Artificial Sequence: artificial

seqguence

89

acctctgact t

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

<220>
<233>

g0

11

DNA

Artificial Sequence

Description of artificial Sequence:

artificial

uoboooboooboaobod

11

11

11

11



(79)
sequence

<400> 90
tgcatccece c©

<210> 91

<211> 11

<212> DNA

<213> Artificial Sequence

<2Z20>

<223> Desc¢ription of Artificial Seguence:

seqguence

<400> 91
gaggoggatge a

<210> 92

«211> 11

<212> DNA

<213>» Artificial Seguence

<220>

<223> Description of artificial Seguence:

sequence

<400> 92
tgecattceeoe c©

<210> 53

<211> 11

<212> DNA

<213> artificial Segquence

<220>

<223> Description of Artificial Sequence:

sequence

<400> 93
gggggaatge a

<210> 84

<211>» 11

<212> DMA

<213> Artificial Sequence

<220>

<223> Description of Artificial Sequence:

seuencs

<400> 94
cggctgaggt g

«<210> 95

artificial

artificial

artificial

artificial

uoboooboooboaobod

11

11

11

11

11



(80)

<211> 11
<212%> DNA
<213> Artificial Seguence

<220>

<223> Description of Artificial Sequence:

seguence

<£00> 95
caccteocageec g

<210> 86

<211> 11

<212> DNA

<213> Artificial Secuence

«220>

<223> Description of Artificial Seguence:

sequence

<400> 96
cggeteaggt g

<21Q> 97

<211> 11

<212> DNA

<213> Artificial Seguence

<220>

<223> Description of Artificial Seguence:

sequence

<400> 97
cacctgagecc g

<210> 98

<211> 11

<2)]2> DNA

<213> Artificial Sequence

<220>

<223> Description of Artificial Sequence:

sequence

<400> 98
gagagcggea ¢

<210> 88

<Zl1ll= 11

<212> DNA

<213> Artificial Seguence

<220>

<223> Descriptioen of Artificial Sequence:

sequence

uoboooboooboaobod

artificial

11
artificial

11
artificial

11
artificial

11
artificial



(81)

<400> 99
atgcegetect ¢

<210= 100

<211> 11

<212> DNA

<213> Artificial Seguence

<220
<223>
sequence

<400> 100
gagagtggea t

«<210> 101

<211> 11

«<212> DNA

<213> Artificial Sequence

<220>
<223>
seguence

<4Q00> 101
atgeccactct ¢

<210> 102

<211> 11

<212> DNA

<213> Brtificial Seguence

<220
<223>
seguence

<400> 102
gtgtgtgeat g

<210> 103

<211> 11

<212> DNA

<213> Artificial Sequence

<220>
<223
sequence

<400> 103

catgcacaca c

<210> 104
<211> 11

Description of Artificial Seguence:

Description of artificial Sequence:

Description of Artificial Segquence:

Description of Artificial Seguence:

uoboooboooboaobod

11
artificial

11
artificial

11
artificial

11
artificial

11



(82)

<212> DNA
<213> Artificial Sequence

<Z220>

<223> Description of Artificial Seguence:

seguence

<40Q0> 104
gtgtgggeat g

<210> 105

<211> 11

<212> DNL

<213> Artificial Seguence

<220>

<22Z23> Description of Artificial Sequence:

sequence

<400> 105
catgeccaca <

<210> 106

<211> 11

<212> DNA

<213> Artificial Seguence

<220>

<223> Description of Artificial Seguence:

sequence

<400> 106
togggagtgea g

<210> 107

<211> 11

«<212> DNA

<213> Artificial Seguence

<220>

<223> Description of Artificial Sequence:

sequence

<400> 107
ctgcactcco a

<210>= 108

<211= 11

<212> DNA

<213> Arxrtificial Sequence

<220>

<223> Description of Artificial Seqguence:

sequence

uoboooboooboaobod

artificial

11
artificial

11
artificial

11
artificial

11
artificial



(83)

<400> 108
tgggaatgca g

<210> 109

<211> 11

<212> DNA

<213> prtificial Secuence

<220>

<223> Degcription of Artificial Sequence:

segquence

<400> 108
ctgcattcee a

<210> 110

<211> 11

<212> DNA

<213> Artificial Segquence

<220>

<223> Description of Artificial Seguence:

seguence

<400> 110
ctttgacact a

<210> 111

«211> 11

<212> DNA

«213> Artificial Secquence

220>

<223> Description of Artificial Seguence:

sequence

<400= 111
tagtgtcaaa g

<210> 112

<211» 11

<212> DNA

<213> Artificial Seguence

<220>

<223> Description of Artificial Seguence:

seguence

<400> 112
ctttggcact a

<210> 113
<213i> 11
<212> DNA

uoboooboooboaobod

11
artificial

11
artificial

il
artificial

11
artificial

11



(84)

<213> Artificial Sequence

<220>

<223> Description of Artificial Seguence:

sequence

«<£00> 113
tagtgccdasz g

<210> 114

<211> 11

<212> DNA

<213> Artificial Sequence

<220>

<223> Description of Artificial Seguence:

sequence

<400> 114
gacactacct t

<210> 115

<211> 11

<212> DNA

<213> Artificial Sequence

<220>

<223> Description of Artificial Sequence:

seguence

<400> 115
aaggtagtgt ¢

«<210> 116

211> 11

<212> DNA

<213> Artificial Sequence

<220>

<223> Description of Artificial Sequence:

sequence

<400> 116
gacaccaccet t

<210> 117

<211> 11

<212> DNA

<213> Artificial Segquence

<220>

<223> Description of Artificial Seqguence:

segquence

<400> 117

uoboooboooboaobod

artificial

11
artificial

11
artificial

11
artificial

11
artificial



(85)
aaggtgotgt ¢

<210> 118

<211> 11

<212> DNA

<213> Artificial Seguence

<220>

<223> Description of Artificial Seguence:

seguence

<400> 118
agtggetgeg a

<210> 118

<211> 11

<212> DNA

<213> Artificial Sequence

<220

<223> Description of Artificial Seguence:

sequence

<400> 119
tegeagecae t

<210> 120

<211> 11

<212> DNA

<213> Artificial Sequence

<220>

«223> Description of Artificial Seguence:

sequence

<400> 120
agktggttgceg a

<210> 121

<21il> 11

<212> DNA

<213> Artificial Sequence

<220>

<223> Descripticon of artificial Seguence:

sequence

<400> 121
tcgraaccac t

<210> 122

<211> 11

<212> DNA

<213> Artificial Sequence

artificial

artificial

artificial

artificial

uoboooboooboaobod

11

11

11

11

11



(86)
<220>
<223> Description of Artificial Seguence:
seqguence
<400> 122

agtggecggga a

<210> 123

<211> 11

<212> DNA

<213> artificial Seguence

<220>

«223> Description of Artificial Sequence:

sequence

<400> 123
ttccegeeac t

<210> 124

<211> 11

<212> DNA

<213> Artificial Sequence

<220>

<223> Description of Artificial Sequence:

sequence

<400> 124
agtggtggga a

<210> 125

<211> 11

<Z212> DNA

<213>» Artificial Seguence

<220

<223> Description of Artificial Sequence:

sequence

<400> 125
ttcoccaccac t

<210> 126

<211> 11

<212> DNA

<213>» Artificial Seguence

<220>

<223> Description of Artificial Seguence:

sequence

<400> 126
aagggggccy C

uoboooboooboaobod

artificial

11
artificial

11
artificial

i1
artificial

11
artificial

11



<210>
<211>
<z212>
<213>

<220>
<223>

<400>

@7

127

11

DNA

Artificial Segquence

Description cof Artificial Seguence:

sequence

127

goggeeceet t

<210>
«<211>
<212>
<213>

<220>
<223>

<400>

128
11
DNA
Artificial Seguence

Description of Artificial Sequence:

seguence

128

aagggagecg <

<210
<211>
<212~
<213>

<220>
<223>

<400>

129

11

DINA

Artificial Seguence

Description of Artificial Seguence:

seguence

125

gcggetoect t

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

<220>
<223>

<400>

130

11

DNA

Artificial Seguence

Description of Artificial Seguence:

sequence

1290

tggcagggea g

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

131

11

DINA

Artificial Seguence

uoboooboooboaobod

artificial

11
artificial

11
artificial

i1
artificial

11



(88)
<220>
<223> Description of Artificial Sequence:
sequence
<400> 131

ctgeecctygee a

<210> 132

<211> 11

<212> DNA

<213> Artificial Sequence

<220

<223> Description of Artificiazl Sequence:

segquence

<400> 132
tggcaaggea g

<210> 133

<211> 11

<212> DNA

<213> Artificial Sequence

<220>

<223> Description of Artificial Sequence:

segquence

<400> 133
ctgcecttgee a

<210> 134

<211> 11

<212> DNA

<213> Artificial Sequence

<220>

<223> Descripticen of Artificial Sequence:

SeUence

<400> 134
acaagatatt g

<210> 135

<211i> 11

<212> DNA

<213> artificial Sequence

<220>

<223> Description of Artificial Segquence:

seguence

<400> 135
caatatcttg t

uoboooboooboaobod

artificial

11
artificial

11
artificial

11
artificial

11
artificial

11



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

<220
<223>

<400>

(89)

136

11

DA

Artificial Seguence

Description of Artificial Secuence:

sequence

136

aczaggtatt g

<210>
<211
<212>
<213>

<220>
<223>

<400>

137

11

DNA

Artificial Seguence

Description of Artificial Sequence:

gequence

137

caataccttg t

«<210>
<211>
<212>
=213>»

<220>
<223>

<400

138

11

DNA

Artificial Secuence

Description of Artificial Seguence:

seguence

138

tcoaktcotgt t

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

<220>
<223>

<400>

138

11

DNA

Artificial Seguence

Description of Artificial Seguence:

seduence

1359

aacaggatgyg a

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

<220>

140

11

DNA

Artificial Sequence

uoboooboooboaobod

artificial

11
artificial

11
artifiecial

i1
artificial

11



<223>

<400>

(90)
Description of Artificial Sequence:
sequence
140

tccattctgt t

<210>
<21]1>
<212>
<213>

<220>
<223>»

<400>

141

11

DMA

Artificial Seguence

Description of Artificial Sequence:

Sequence

141

aacagaatgyg 2

<210>
<211>
<212>
<213

<220>
<223>

<400>

142

11

DNA

Artificial Sequence

Description of Artificial Sequence:

sequence

142

cactacatge €

<210>
<211
<212>
<213>

220>
<223>

<400>

143

11

DNA

Artificial Sequence

Description of artificial Sequence:

segquence

143

agcatgtagt g

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

<220>
<223>

<400>

144

11

DNA

Artificial Seguence

Description of Artificial Sequence:

sequence

144

cactatatge t

uoboooboooboaobod

artificial

11
artificial

11
artificial

i1
artificial

11
artificial

11



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

<220>
<223>

<400>

(o1

145

11

DNA

artificial Seqguence

Description of Artificial Sequence:

seguence

145

agcatatagt g

<210>
211>
<212>
<213>

<220>
<223>

<400>

146

11

DNA

Artificial Sequence

Description of Artificial Sequence:

sequence

148

cecoccagen b

<210>
<211>
<212>
<213»

<220>
<223>

<400>

147

11

DNA

Artificial Sequence

Description of Artificial Seguence:

sequence

147

aggctgggyy o

<210>
«<211l>
<21i2>
<213>

<220>
<223>

<400>

148

11

DNA

Artificial Sequence

Description of Artificial Sequence:

sequence

148

ccecectagee t

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

<220>
<223>

149

i1

DN&

artificial Seguence

Description of Artificial Sequence:

uoboooboooboaobod

artificial

11
artificial

11
artificial

i1
artificial

11
artificial



(92)

seguence

<400> 148
agygctagggg g

<210> 150

<211> 11

<212> DNa

<213> Artificial Seguence

<220>

<223> Description of Artificial Seguence:

seguence

<400> 150
aattcgeoecat t

<210> 3151

<211> 11

«<212> DNA

<213> Artificial Seguence

<220

<223> Description of Artificial Seguence:

sequence

<400> 151
aatggcgaat t

<210> 152

<21i> 11

<212> DNA

<213>» Artificial Sequence

<220>

<223> Description of Artificial Sequence:

sedquence

<400> 152
aattcaccat t

<210> 153

<211> 11

<212> DNA

<213> Artificial Sequence

<220>

<223> Degcription of Artificial Seguence:

seguence

<400> 153
aatggtgaat €

<210> 154

artificial

artificial

artificial

artificial

uoboooboooboaobod

11

11

11

11

11



(93)

<211> 11
<212> DNA
<213> Artificial Sequence

<220>
<223>
sequence

<400> 154
gtgagggage ¢

«210> 155

<2il> 11

<212> DNA

<213> Artificial Sequence

<220>
<223
sequence

<400> 155
ggcteccctea ¢

<210> 156

<Z11l> 11

<212> DNA

<213> Artificial Sequence

<Z220>
<Z223>
seguence

<400> 156
gtgagagage ¢

<210> 157

<21ii> 11

<212> DNA

<213> Artificial Sequence

<220>
<223>
sequence

<400> 157
ggctectotca ¢

<210> 158

<211> 11

<212> DNA

<213> Artificial Sequence

<220
«223=
gsequence

Description of Artificial Sequence:

Description of Artificial Sequence:

Description of Artificial Sequence:

Description of Artificial Sequence:

Description of Artificial Sequence:

uoboooboooboaobod

artificial

11
artificial

11
artificial

11
artificial

11
artificial



(94)

<400> 158
tgagcggetg ¢

<210> 159

<211> 11

<212> DNA

<213> Artificial Segquence

<220>

<223> Description of Artificial Seguence:

sequence

<400> 159
gcagcegete a

<210> 160

<211> 11

<212> DNA

<213> Artificial Sequence

<220>

<223> Description of Artificial Sequence:

sequence

<400> 160
tgagcagcty ¢

<210> 161

<211> 11

<212> DNA

<213> Artificial Seguence

<220>

<223> Description of Artificial Sequence:

sequence

<400> 163
geagctgete a

<210> 162

<211> 11

<212> DNA

<213> Artificial Seguence

<220>

<223> Description of Artificial Sequence:

seguence

<400> 162
cttygggtgac a

<210> 163
<211> 11

artificial

artificial

artificial

artificial

uoboooboooboaobod

11

11

11

11

11



(95) uoboooboooboaobod

<212> DNA
<213>» artificial Segquence

<220>
<223> Degcriptien of Artificial Sequence: artificial
sequence

<400> 163
tgtcacccaa g 11

<230> 164

<211> 11

<212> DNA

<213> Artificial Secuence

<220>
<223> Description of Artificial Seguence: artificial
sequence

<400> 164
cttggatgac a 11

<210> 165

<211> 11

<212> DNA

<213> Artificial Sequence

<220
<223> Description of Artificial Sequence: artificial
seguence

<400> 165
tgtcateccaa g 11

<210> 166
<211> 345
<212> DNA
<213> Homo sapiens

<220>
<221> CDS
<222> (83)..(277)

<400> 166
ctgaggecte tacacatccc tgtcocagtct tttecattcte tgtggttite tcattictag 60

tccaagagge ccagaageas ac cty gayg gtg aga cocc aaa gaa age tgg aac 112
Leu Glu Val Arg Fro Lys Glu Ser Trp Asn
1 5 i0

cat gct gac ttt gta cac tgt aag gac aca gag ket gtt coct gga aag 160
His Ala Asp Phe Val His Cys Lys Asp Thr Glu Ser Val Pro Gly Lys
15 20 25

cce agt gte aac gca'gat gag gaa dgtc gga ggt cco caa atc tge cgt 208
Pro Ser Val Asn Ala Asp Glu Glu Val Gly Gly Pro Gln Ile Cys Arg



30

35

(96)

40

gta tot ggg gac aag gec act gge tat cac tte aat gtc atg aca tgt
Val Cys Gly Asp Lys Ala Thr Gly Tyr His Phe Asn Vsl Met Thr Cys

45

50

55

gaa gga tgc aag ggc ttt ttc agotagagtt acccatcage cttecacccac

Glu Gly Cys Lys Gly
&0

Phe Fhe
65

gtgccaccac tgacgcactg ggtaacatct cagggoect

<210> 167

<211> 65

<212> PRT

«213> Homo sapiens

<400> 187

Leu Glu Val Arg Pro
1 5

Cys Lys Asp Thr Glu

20
Glu Glu val Gly Gly
35
Thr Gly Tyr His Fhe
50

FPhe
65

<210> 1568

<211> 34%

<212> DNA

<213> Homo sapiens
<220

<221> CDS

<222> (83)..(277)

<400> 168

Lys Glu Ser Trp Asn His

10

Ser Val Pro Gly Lys

25

Pro Gln Ile Cys
40

Arg

Asn val Met Thr Cys

55

Pro

val

Glu

Ala Asp

Ser val

Cys Gly
45

Gly Cys
60

Phe Val His
15

Asn Ala Asp
30

Asp Lys Ala

Lys Gly Phe

uoboooboooboaobod

256

307

345

ctgaggccte tacacatccc tgtccagtet tttcattetce tgtggtttte tcatttctag 60

Lccaagagge ccagaagcaa ac ctg gag gtg aga ccce aaa gaa age tgg aac 112
Leu Glu val Arg Pro Lys Glu Ser Trp Asn
10

1

cat gct gac ttt gta cac tgt gag gac aca

His Ala Asp Phe Val
15

Hig Cys Glu Asp

Thr
20

tcc agt gtc aac gca gat gag gas gLc gga

Ser Ser Val Asn Ala
30

Asp Glu Glu Val
35

Gly

gag
Glu

ggt
Gly

5
tet gttt
Ser Val

coe caa
Fro Gln

cct gga aag
Pro Gly Lys
25

ate tge cgt
Ile Cys Axrg
40

160

208



€D uoboooboooboaobod

gta tgt ggg gac aag gcc act ggo tat cac ttc amat gte atg aca tgt 256
Val Cys Gly Asp Lys Ala Thr Gly Tyr His Phe Asn Val Met Thr Cys

a5 50 55

gaa gga tgc aag ggce ttt tte aggtagagtt acccatcage cttrcacccac 307
Glu Gly Cys Lys Gly Phe Phe

&0 &5
gtgecaccac tgacccacty ggtaacatct cagggoct 345
<210> 169
<211> 65
<212> PRT

<213> Homo sapiens

<400> 169

Leu Glu Val Arg Pro Lys Glu Ser Trp Asn His Ala Asp Phe Val His
1 5 10 15

Cys Glu Asp Thr Glu Ser Val Pro Gly Lys Ser Ser Val Asn Ala Asp

20 25 30
Glu Glu Vai Gly Gly Pro Gln Ile Cys Arg Val Cys Gly Asp Lys Ala
35 40 45
Thr Gly Tyr His Phe Asn Val Met Thr Cys Glu Gly Cys Lys Gly Phe
50 55 60

Phe
65

<210> 170

<211> 345

<212> DNA

<213> Homo sapiens

<220>
<221> CDS
<222 (B3).,(277)

<400> 170
ctgaggeocte tacacatcce tgtccagtct tttcattcete tgtggtttte teatttetag 60

toccaagagge ccagaagraa ac ctg gag ghg aga ©Ccc aaa gaa age tgg aac 112
Leu Glu Val arg Pro Lys Glu Ser Trp Asn
1 5 10

cat gct gac ttt gta cac tgt gag gac aca gag tect gtt cct gga aag 160
His Ala Asp Phe Val His Cys Glu Asp Thr Glu Ser Val Pro Gly Lys
15 20 25

coc agt gte aac gca gat gag gaa gte aga ggt ccc caa ate tge cgt 208
Pro Ser val Asn Ala Asp Glu Glu Val Arg Gly Pro Gln Ile Cys Arg
30 35 40 -



(98) uoboooboooboaobod

gta tgt ggg gac aag gec act gge tat cac tte aat gte atg aca tgt 256
val Cys Gly Asp Lys Ala Thr Gly Tyr His Phe Asn Val Met Thr Cys

45 50 55

gaa gga tge aag gdc ttt ttec aggtagaght acccatcage cttcacccac 307
Glu Gly Cys Lys Gly Fhe Phe

&0 [543
gtycoacecac tgacccacty ggtaacatct cagggect 345
<210> 171
<211> 65
<212> PRT
<213> Homo sapiens
«<400> 171
Leu Glu Val Arg Pro Lys Glu Ser Trp Asn His Ala Asp Phe Val His

1 5 10 15

Cys Glu Asp Thr Glu Ser Val Pro Gly Lys Pro Ser Val Asn Ala Asp
20 25 30

Glu Glu vVal Arg Gly Pro Gln Ile Cys Arg Val Cys Gly Asp Lys Ala
35 40 45

Thr Gly Tyr His Phe Asn Val Met Thr Cys Glu Gly Cys Lys Gly Phe
50 55 60

FPhe
65

<210> 172
<211> 423
<212> DNA
<213> Homo sgapiens

<220>
<221> CDS
<222> (105)..(280)

<400> 172
taacggcttc tgctgocttg agagggttac acvagtggcic toccaggggge tggaggctca 64

ceaggggcac gtgtgecetga gecagectea ctgtocctge agtg ate atg tee gac 116
Ile Met Ser Asp
1

gag gee gty gayg gag agg cgyg goc ttg atc aag cgg aag aaa agt gaa 164
Glu Ala Val Glu Glu Arg Arg Ala Leu Ile Lys Arg Lys Lys Ser Glu
5 10 15 20

cgyg aca ggg act cag cca ctg gga atg cag ggy ctyg aca gag gag cag 212
Arg Thr Gly Thr Gln Pro Leu Gly Met Gln Gly Leu Thr Glu Glu Gln
25 30 35

cgg atg atg atc agg gag ctyg atg gac get cag atg aaa ace bttt gac 260



(99) uoboooboooboaobod

Arg Met Met Ile Arg Glu Leu Met Asp Ala Gln Met Lys Thr Phe Asp

40 45 50
act acc ttc tce cat tte aag ast ttec ¢gg gtaggaggaa ctgcacaghbg 310
Thr Thr Phe Ser His Phe Lys Asn Phe Arg
55 60

accrogaggty tcactgeeat ctteattoite acatagaaac tgaggttece caaggataag 370

aaacttatac =aaggtcacag ctaatcagtg gtggaggota gatttggaga goct 423

<210> 173

<211> 62

<212> PRT

<213> Homo sapiens

<400> 173
Ile Met Ser Asp Glu Ala Val Glu Glu Arg Arg Ala Leu Ile Lys Arg
1 5 10 15

Lys Lys Ser Glu Arg Thr Gly Thr Gln Pro Leu Gly Met Gln Gly Leu
Z0 25 30

Thr Glu Glu Gln Arg Met Met Ile Arg Glu Leu Met Asp Ala Gln Met

35 40 45
Lys Thr Phe Asp Thr Thr Phe Ser His Phe Lys Asn Phe Arg
50 55 60
<210> 174
<211> 423
<212> DNA

<213> Homo sapiens

<220>
<221> CDS
<222> (105)..(290}

<400> 174
taacggctte tgetgectty agagggttac acagtggete teccaggggoc tggagagctca 60

ccagggocac gtgtgcctgs gecagectca ctgtcectge agtyg ate atg tece gac 116
Ile Met Ser Asp
1

gag gcc gtg gag gay agg cgg gcoc ttg atc aag cgg aag aaa agt gaa 164
Glu Ala Val Glu Glu Arg Arg Ala Leu Ile Lows Arxrg Lys Lys Ser Glu

cgg aca ggg act cag cca ctg gga gty cag ggg cktg aca gag gayg cad 212
Arg Thr Gly Thr Gln Pro Leu Gly Val Gln Gly Leu Thr Glu Glu Gln
25 30 35

cgg atg atg atc agg gag ctg atg gac get cag atg aza acc bttt gge 260
Arg Met Met Ile Arg Glu Leu Met Asp Alz Gln Met Lys Thr Phe Gly
40 45 50



(100) ugbobooobooboodabod

act acc tte tcoe cat ttc aag sat ttc cgg gtaggaggaz ctgcacagtg 310
Thr Thr Phe Ser His Phe Lys Asn Phe Arg
58 60

acccgaggtg tcactgecat cttcattetoc acatagaaac tgaggttccc casaggataag 370

~

gaacttatac aaggtcacag ctamstcagtg gtgogagggta gatttggaga ch 423

<210> 175

<211> 62

<212> PRT

<213> Homo sapiens

<40Q0> 175
Ile Met Ser Asp Glu Ala Val Glu Glu Arg Arg Ala Leu Ile Lys Arg
1 s 10 15

Lys Lys Ser Glu Arg Thr Gly Thr Gln Pro Leu Gly Val Gln Gly Leu
2¢ 25 30

Thr Glu Glu Gln Arg Met Met Ile Arg Glu Leu Met Asp Ala Gln Met

35 40 45
Lys Thr Phe Gly Thr Thr Phe Ser His Phe Lys Asn Phe 2rg
50 55 60

<210> 176

<211> 271

<212> DNA

«213> Homo sapiens

<220>
<221> CDS
«222> (80)..{181)

<400> 176
gagcaatgec ctgactctgg gotggactga gectgtcettt geococcatgat cttgcaccac 60

acctcoctoe cctccagac Cgc cca got gty ctg cag cac cgc gty gtg gac 112
arg Pro Gly val Leu Gln His Arg vzl val aAsp
1 5 10

cag ctyg cag gag caa ttc acc att act ctg aag tcc tac att gaa tge 160
Gln Leu Gln Glu Gln Phe Thr Ile Thr Leu Lys Ser Tyr Ile Glu Cys

15 20 25
aat cgg coc cag cct got cat aggtgageac ageaggogot gaggaccegt 211
hsn Brg Pro Gln Pro Ala His

30

gagggtgatg tgagggagce gaggttcagy gaaattgocecce aagacttcat ggecagaggg 271

<210> 177
<211> 34



<212> PRT
<213> Homo

<400= 177

sapiens

(101)

ugbobooobooboodabod

Arg Pro Gly Val Leu Gln His Arg Val Val Asp Gln Leu Gln Glu Gln

1

5

10

15

Fhe Thr Ile Thr Leu Lys Ser Tyr Ile Glu Cys Asn Arg Pro Gln Pro

Ala His

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

178
962
DNA
Homo

<220>
223>

<400> 178
tcaagtgetyg
ttggactgaa
gactaggacg
caagecaagt
aggeagegge
gLggacccca
ttetttetet
cacaaatata
gotgotgtot
tgagccocat
cttaactact
ggagtccctg
actgggatea
tgaggccaag
cagagcacct
tktetacctc
g9

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

179
345
DNA
Homo

<220>

<223> y=C or t.

<400> 179

ctgaggccecte
toccaagaggce
ctttgtacac
ggaaghcrga
caatgtcatyg
cacccacgty

20

sapiens

r=g or a, m=¢ or a,

gacttgggac
atataggtga
ggaagaggaa
gbtcacagty
tecttggtaa
ggkgagaagt
tttgctogag
ccttektgtet
cctcattiet
tactgatget
gcatgagtta
gacccaggaa
acteagtect
gacageagea
gccataccco
tactattgaa

sapiens

tacacatccc
ccagaagcaa
tgtraggaca
ggtocccaaa
acatgtgaag
ccaccactga

k=g or

ttaggagggy
gagacaagat
gecactgectt
aaaaaagcaa
agctactect
cggagcaaag
gctgaccgee
gaggtcagca
agggtgaaasa
ctctggtect
ccacaagtca
ataccaccto
gattcothtt
tgacagteac
tgcacagtgc
agggeacctt

r=g or a

tgtccagtet
acctggaggt
cagagtctgt
tetgeegtgt
gatgcaaggy
cocactgggt

25

30

t, n=c or deleted

caatggagce
tgtctcatat
tacttcagtg
gagaataagc
tgatcgatcce
aacttaccac
cttoagetec
tcatagtggy
aaaaaaagca
goactageoct
cacatacaac
caaggactygk
ggcctgotyg
caggactcac
tgcggctgag
gtcccacaga

cttcattctc
gagacccaas
tectggaaag
atgtggggac
ctttttcagg
aacatctcag

gecttagtgec
ccggggaaat
ggaatcterg
taatactcct
tttgcaccgyg
caagcaggta
agccaaaaga
tegtgaatca
tgaaaacaat
cctagaaaaa
cagctoocty
gggagctggy
gttagtgctg
cacttcoaagy
ttggcttcaa
accgagtctt

ygtggttttc
gaaagctgga
yecagtgtca
aaguccactg
tagagttacc
ggoct

tacatctgac
cataacctat
cockecageockg
gtcctgaama
attgttcaaa
tggtttttct
tgtgtgtgaa
tgttggactt
cacttaatgt
tecaccacage
ttacagggcet
gactatggga
gcagocgoecn
aggggtocct
accagtgagt
geotgeatgt

tcatttctag
accatgetga
acgcagatga
gctatcactt
catcagectt

60

120
180
240
300
360
420
480
540
600
660
720
780
840
S00
960
962

60

120
180
240
300
345



<210> 180
<211> 417
<212> DNA
<213> Homo

<220>
<223>

<400> 180

ctgggacgca
tatggcecogg
attctctcac
cgcctgocgag
ccbggagagy
ggtgcacgge
gecegagtgty

<210>
<211>
«212>
«<213>

181
423
DNA
Homo

<220>
<223>

<4Q0> 181
taacggette
ccaggggcac
cegtggagga
cactgggart
ctcagatgaa
ctgcacagtg
caaggataag
gct

182
415
DA
Homa

<210>
<211>
<212>
«213>

<220>
<223>

<400> 182

ctgagttggg
gtgtcctage
cratcgagoyg
gtctctcoctge
agtggyggga
ttcaaaggceca
gggtggttgg

<210> 183
<211> 598
<212> DNA

y=¢ or t,

sapiens

aaggctagtg
agecceagge
aggagggcca
atcaccegyga
ggcatgaaga
tctgagtaag
cgogbtgaaca

sapiens

tgctgeocttg
gtgtgecctga
gaggcgggec
gcaggggetyg
aacctttygre
acccgaggtg
azacttatac

sapiens

¥=C or t

acctgtctat
tgccaggggt
aagaagcetge
agctgegggg
aagagatctt
tcatcagett
gtgtggaaaa

s=g oOr ¢,

k=g or

tcoceeotecce
cgagggeccd
tgaaacgcaa
Bgacccggog
aggagagtga
cacgtgceogt
cacgtgeaca

r=g or a, y=c or t

agagggttac
gccagectca
ttgatcaage
acagaggagc
acyaccttct
tcactgccat
aaggtcacag

gaaagcacat
gcttageagt
caagtggage
ggaggatggc
ctececcoctgctg
tgcecazagtc
gaactggaag

(102)

cgagtcggta
ggcaccegtyg
cgcccocggets
acagtgecag
geagtgggeg
gggatgtgkge
tgtgagctgg

acagtggcte
ctgtcecectge
ggaagasaay
agcggatgat
cccattteaa
cticattetc
ctaatcagtyg

getgtetete
ggytgcgagt
caggtccgga
agtgtctgga
ccccacatgg
atctectact
Lggccaggag

ggggcLyggy
catycccecct

aggrgeccct
gootgecged
cgcgggcggyg
atgcttgtgte
tgtecgtotg

tecagggggc
agtgatcatg
tgaacggaca
gatcagggay
gaatttocgy
acatagaaac
gtggagggta

ctctgtecac
tgccagagtce
aagatctgtyg
actacaaacc
ctgacatgte
tcaggtagga
gttcaaaggg

ugbobooobooboodabod

agggagatgg
tetgetocec
tocggaagyy
tgcgcaagtyg
ccggegecgg
ggagatgcgc
caacagg

tggaggctca
tccgacgagg
gggactcagce
ctgatggacyg
gtaggaggaa
tgaggttecee
gatttggaga

ctectggeat
tctgeaggcc
ctctttgaag
cocageogac
aacctacatg
catggagact
cetgg

60

120
180
240
300
360
417

6

120
180
240
300
360
420
423

&0

120
180
240
300
360
413



<213> Homo

<220>

sapiens

<223> r=g or a, y=c or t

<4G0> 183

ctgctggtge
tgccagggac
gtgtcaactg
gctgtcoctac
gggagggaaa
gatggcargg
cttggteage
gcaacttcta
tgaggaggaq
ctaggctgece

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

184
271
DNA
Homo

<220>
<223>

<400> 184
gagcaatgce
acctcocectco
ggagcaatte
taggtgagca
ggaaattgece

185
324
DINA
Homo

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

<220>
<223>

<400>= 185

tgcttgtgeca
tcttttctet
ctcogcagea
tttgctacge
gygrtgacacc
agacagatygg

cggoctgtgy
ttocceatey
agattcaaca
tgocttggaag
cactgeragtt
caggaagatyg
ttgctgagaa
ctggagecca
tatgtgetga
tgacatccece

sapiens

r=g or a

ctgactotgyg
cctoccagacc
rcecattacte
cagraggggg
caagacttca

sapiens

r=g or a

gcctcagage
ggctggcaty
tcaatgotea
coctecatgea
tocgagagge
acactgocaa

gctgeecteeo
aggaccagat
cagtgttcaa
acactgcagg
atgggaggaa
gaatogtgga
gotgoceocke
tgetgaaatt
tgcaggcecat
ccyagectta

gctggactga
geccaggtgt
tgaagtccta
tgaggaccog
tggccagagyg

agccctgagg
caggttctty
geacacacag
ggagttgtte
agccagaccc
gagce

(103)

agggagctgt
cteoocctgetg
cgcggagact
tgccogagag
gggagetacy
aaacaagrta
catyctgtta
ccactayatyg
ctcecctctte
totgeectcee

gottgtottt
getgcageac
cattgaatge
tgagggtgat
g

cttgtgggtc
ttectgaaga
cggctgetge
ggcatcacag
agagccctect

ccteoeccteco
aagggrgceyg
ggaacctgygg
agcctgecktyg
ccaggatatyg
ttggtgaggy
ccatccacag
ctgaagaagce
teoeoccaggtyg
ccagggaagy

gcecocatgat
cgogiggtgg
aatcgygccec
gtgagrgage

agggeggget
tcatggeotat
gcatccagga
gtagctgagce
gagccgoecac

ugbobooobooboodabod

ccatccktge
ctttcgaget
agtgtggecy
coctggoagsa
caggttctgy
atgattagat
gtggetteoca
ftgcagotgea
aggatcteeo
toccragte

cttgeaccac
accagetgea
agectgetea
cgaggttcag

gracccacaa
gotcaccgag
catacaccec
rgctgeoctt
tccegggeca

&0

120
180
240
3oe
360
420
480
540
598

60

120
180
240
271

60

120
180
240
300
324

googboodgood

gbodd dobodgbdogbogbuodgbuogbogbodgbooobad
googod
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D000 ARXROODDODODOODOD0OD0ODO0O0OO00O0DOO0ODOODOOOOog
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CYP3A4
CYP3A4
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(108) ugbobooobooboodabod

goon

)/ 1a e O%)/1b
TCAAGTGCTGGACTTGGGACTTAGGAGGGGCAATGGAGCCGCTTAGTGCCTACATCTGACTTGGAC
TGAAATATAGGTGAGAGACAAGATTGTCTCATATCCGGGGAAATCATAACCTATGACTAGGA

TGCTGGGGGCTGACCGCCCTTCAGCTCCAGCCAAAAGATGTGTGTGAACACAAATATACCTTCTGT
TTGAGGTCAGCATCATAGTGGGTCGTGAATCATGTTGGCCTTGCTGCTGTCTCCTCATTTCTAGGGT

GAAAAAAAAAAAGCATGAAAACAATCACTTAATGTTGAGCCCCATTACTGATGCTCTCTGGTCCTG
CACTAGCCTCCTAGAAAAATCACCACAGCCTTAACTACTGCATGAGTTACCACAAGTCACACATAC
AACCAGCTCCCTGTTACAGGGCTGGAGTCCCTGGACCCAGGAAATACCACCTCCAAGGACTGIG
GGGAGCTGGGGACTATGGGAACTGGGATCAACTCAGTCCTGATTCCTTTITGGCCTGCTGGGTTAG
TGCTGGCAGCCCCCL=/TGAGGCCAAGGACAGCAGCATGACAGTCACCAGGACTCACCACTT
CAAGGAGGGGTCCCTCAGAGCACCTGCCATACCCCTGCACAGTGCTGCGGCTGAGTTGGCIT
CAAACCAGTGAGTTTTCTACCTCTACTATTGAAAGGGCACCTTGTCCCACAGAACCGAGTCTTGCC

TGCATGTGG

%)/ 2
CTGAGGCCTCTACACATCCCTGTCCAGTCTTTTCATTCTCTI o CGTGGTTTTCTCATTTICTAGTCCAA
GAGGCCCAGAAGCAAACCTGGAGGTGAGACCCAAAGAAAGCTGGAACCATGCTGACTTTGTA
CACTGTG=AAGGACACAGAGTCTGTTCCTGGAAAGCoOTCCAGTGTCAACGCAGATGAGGAA
GTCGoAGAGGTCCCCAAATCTGCCGTGTATGTGGGGACAAGGCCACTGGCTATCACTTCAAT
GTCATGACATGTGAAGGATGCAAGGGCTTTTTCAGGTAGAGTTACCCATCAGCCTTCACCCACG
TGCCACCACTGACCCACTGGGTAACATCTCAGGGCCT

%)/ 3
CTGGGACGCAAAGGCTAGTGTCCCCCTCCCCGAGTCGGTAGGGGCTGGGGAGGGAGGTGGTATGG
CCCGGAGCCCCAGGCCGAGGGCCCGGGCACCCGTGCATC2TCCCCCTTCTGCTCCCCATTCTCTCA
CAGGAGGGCCATGAAACGCAACGCCCGGLTG=CAGGTGCCCCTTCCGGAAGGGCGLCCTGLCG
AGATCACCCGGAAGACCCGGCGACAGTGCCAGGCCTGCCGCCTGCGCAAGTGCCTGGAGAG
C=2TGGCATGAAGAAGGAGAGTGAGCAGTGGGCGCGCGGGCGGGLCGGLGCCGGGGTGCACGGL
TCTGAGTAAGGACGTGCCGTGGGTGTGTGGCATGCTTGTGTGGAGATGCGCGCCGAGTGTGCGC
GTGAACACACGTGCACATGTGAGCTGGTGTCCGTGTGCAACAGG

%) 4
TAACGGCTTCTGCTGCCTTGAGAGGGTTACACAGTGGCTCTCCAGGGGGCTGGAGGCTCACCAGGG
GCACGTGTGCCTGAGCCAGCCTCACTGTCCCTGCAGTGATCATGTCCGACGAGGCCGTGGAGGA
GAGGCGGGCCTTGATCAAGCGGAAGAAAAGTGAACGGACAGGGACTCAGCCACTGGGAG=A
TGCAGGGGCTGACAGAGGAGCAGCGGATGATGATCAGGGAGCTGATGGACGCTCAGATGAA
AACCTTTGA=GCACTCACCTTCTCCCATTTCAAGAATTTCCGGGTAGGAGGAACTGCACAGT
GACCCGAGGTGTCACTGCCATCTTCATTCTCACATAGAAACTGAGGTTCCCCAAGGATAAGAAACT
TATACAAGGTCACAGCTAATCAGTGGTGGAGGGTAGATTITGGAGAGCT ,

SE Y]

CTGAGTTGGGACCTGTCTATGAAAGCACATGCTGTCTCTCCTCTGTCCACCTCCTGGCATGTGTCCT
AGCTGCCAGGGGTGCTTAGCAGTGGC—=TTGCGAGTTGCCAGAGTCTCTGCAGGCCCCATCG
AGGGAAGAAGCTGCCAAGTGGAGCCAGGTCCGGAAAGATCTGTGCTCTTTGAAGGTCTCTCT
GCAGCTGCGGGGGGAGGATGGCAGTGTCTGGAACTACAAACCCCCAGCCGACAGTGGC TG
GGAAAGAGATCTTCTCCCTGCTGCCCCACATGGCTGACATGTCAACCTACATGTTCAAAGGC
ATCATCAGCTTTGCCAAAGTCATCTCCTACTTCAGGTAGGACATGGAGACTGGGTGGTTGGGTG
TGGAAAAGAACTGGAAGTGGCCAGGAGGTTCAAAGGGCCTGG




(109) ugbobooobooboodabod

gooooo

36 J O
CTGCTGGTGCCGGCCTGTGGGCTGCCTCCCAGGGAGCTGTCCTCCCCTCCCCATCCTTIGCTGCCAGG
GACTTGCCCATCGAGGACCAGATCTCCCTGCTGAAGGGGAGCCGCTTTCGAGCTGTGTCAA
CTGAGATTCAACACAGTGTTCAACGCGGAGACTGGAACCTGGGAGTGTGGCCGGCTGTCCTA
CTGCTTGGAAGACACTGCAGGTGCCCGAGAGAGCCTGCCTGCCCTGGCAGAGGGAGGGAAACAC
TGCAGTTATGGGAGGAAGGGAGCTACGCCAGGATATGCAGGTTCTGGGATGGCAG 2AGGCAGGA
AGATGGAATGGTGGAAAACAAGA 2GTATTGGTGAGGGATGATTAGATCTTGGTCAGCTTGCTGAG
AAGCTGCCCCTCCATC—TCTGTTACCATCCACAGGTGGCTTCCAGCAACTTCTACTGGAGCCCA
TGCTGAAATTCCACTAC H>TATGCTGAAGAAGCTGCAGCTGCATGAGGAGGAGTATGTGCTGA
TGCAGGCCATCTCCCTCTTCTCCCCAGGTGAGGATCTCCCCTAGGCTGCCTGACATCCCCCCC=
TAGCCTTATCTGCCCTCCCCAGGGAAGGTCCCAGTC

%)/ 8
GAGCAATGCCCTGACTCTGGGCTGGACTGAGCTTGTCTTTGCCCCATGATCTTGCACCACACCTCCC
TCCCCTCCAGACCGCCCAGGTGTGCTGCAGCACCGCCGTGGTGGACCAGCTGCAGGAGCAATT
CGoACCATTACTCTGAAGTCCTACATTGAATGCAATCGGCCCCAGCCTGCTCATAGGTGAGC
ACAGCAGGGGGTGAGGACCCGTGAGGGTGATGTGAGGAGAGCCGAGGTTCAGGGAAATTGCCC
AAGACTTCATGGCCAGAGGG

3)/ 9
TGCTTGTGCAGCCTCAGAGCAGCCCTGAGGCTTGTGGGTCAGGGCGGGCTGCACCCACAATCTTTT
CTCTGGCTGGCATGCAGGTTCTTGTTCCTGAAGATCATGGCTATGCTCACCGAGCTCCGCAGC
ATCAATGCTCAGCACACCCAGCGGCTGCTGCGCATCCAGGACATACACCCCTTTGCTACGCC
CCTCATGCAGGAGTTGTTCGGCATCACAGGTAGCIGAGCGoAGCTGCCCTTGGG—=ATGACA
CCTCCGAGAGGCAGCCAGACCCAGAGCCCTCTGAGCCGCCACTCCCGGGCCAAGACAGALG
GACACTGCCAAGAGC

goon

wt (B A47R)
E18K
P27S
G36R
V140M
D163G
A370T
PXR-2
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INTERNATIONAL SEARCH REPORT Internationat Application Na
PCT/EP 0G/0BB27

A CLASSIFICATION OF SUBJECT MATTER
IPC ? (12Q1/68 C12P19/34 C12N9/02 CO7K16/18 C12N15/53

AGLK38/17 A61P35/00 AQIX67 /027

Aceerding to Intemational Patent Clagsfieation {IPC) or ta boih natisnal ctassification and IPC

B. FIELD3 SEARCHED

Minimum documentalion searched  {olassitication system followed by clagsiiigation symbols)

IpC 7 €129

Documentation searchad ather than mirimem documeniation to the extent that such documents are ineluded in the fields searched

Electronic ¢ala base sonsulled dutng the international search {name of data base and, where praclical, search f2ms used)

€. DOCUMENTS CONSIDERED TO BE RELEVANT

Calegory © | Citation of document, with indication, where apprapriale, of the relevant pagsages Relevan iz claim MNa.

X DOTZLAW H ET AL.,: "The human organ 1-43
receptor PXR messenger RNA 1s expressed in
both normal and neoplastic breast tissue."
CLINICAL CANCER RESEARCH,

vol. 5, August 199% (1999-08), pages
2103-2107, XPBOG9I29536

the whole document

X LEHMANN J M ET AL.,: "The human orphan 1-3,12,

nuctear receptor PXR is activated by 35-37
compounds that regulate CYP3A4 gene
expression and cause drug interactions.”
JOURNAL OF CLINICAL INVESTIGATION,

vol. 102, 1 September 1998 (1998-09-01),
page 1016-1023 XPEOOSGI297

cited in the application
the whole document

_/_..

Further gaguments are listed in the continusdion of box G

Patent family members are listed in annex,

“ Special categories of dted documenis

"A* document defining the genarat state of the arl which is not
considared 10 be of particular retevanca

“E" earlier document bul putlisned on oralter he international
filing date

"L" decumentwhich may throw ¢oubts on pricsity olaim{s} or
which is cited 16 establish the publication date of another
citafion or other special reasen {as specitiad)

"Q" document referming to an orsl disclasure, wss, exhibition ar
other means

"P doctarent nublished prior jo the intemational filing date but
lztet than the priority date claimed

T faterdpoumont published after the internationai filing date
or priofily date and notin conflicl with the applicatian but
gted 0 undersiand the principle or theory undenylng the
imvention

"X documeni of pariicufar retevance; the claimad invention
cannot be considared nowvel or caanot e considered to
fnvelve an inventive step when the dosument is taken alons

¥ decyment of paricular relevance: lhe claimed [meention
cannst be considered to invoive ar inventive step when the
dagument is eambined with one or more ather such docu-
me‘gls‘ ﬁuch cembinalion baing phivious te a person zkilleg
in the art.

"&" dogument membar of the same patert tamily

Oate of the actual compietion of the international sgarch

1 February 2601

Date of mailing of the international search repon

§5.06 01

Mame and maifing addrass of the IBA
Eusppean Patent Office, P.B. 58148 Palentizan 2
ML - 2280 HY Riswik
Tel, (+31-70} 3402040, Tx, 31 651 apo o,
Faxe (+81-70) 340-3016

Autherized officar

Mateo Rosell, A.M.

Farm RCTASA210 (seeand shaet) {luly 1592}

page 1 of 3



(119)

INTERNATIONAL SEARCH REPORT

ugbobooobooboodabod
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Celegaty ©
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Aelevant to efaim No.

P.X

P, X

BERTILSSON G. ET AL.,: "ldentification of
a human nuclear receptor defines a new
signaling pathway for CYP3A induction®
PROC. MATL. ACAD. SCI. U.3.A.,

vol. 95{21), 1998, page 12208-12213
XPEO2921167

cited in the application

the whole document

KLIEWER S A ET AL: "AN ORPHAN NUCLEAR
RECEPTOR ACTIVATED BY PREGNANES DEFINES A
NOVEL STERGID SIGHALING PATHWAY®"
CELL,CELL PRESS, CAMBRIDGE, HA, US,
vol. §2, 9 January 1998 (1998-01-09),
pages 73-82, XPOOQ318927

1SSN: 0092-8674
the whole document
PASCUSSI J-M ET AL.,: “Evidence for the
presence of a functional Pregnane X
Receptor response element in the [YP3AY
prometer gene."
BIOCHEMICAL AND BIQPHYSICAL RESEARCH
COMMUNICATIONS,
vol. 260, 5 July 1999 (1999-07-05}, page
377-381 XPOOGSO71il
cited in the application
the whole document

ZHANG HE ET AlL: “Rat pregnane X receptor:
Molecular cloning, tissue distribution,
and xenobietic regulation.”
ARCHIVES OF BIOCHEMISTRY AND BIOPHYSICS,
vol. 368, no. I,
1 August 1999 (1999-08-01}, pages 14-22,
XPHpE933837

[SSN: 0O0B3-9861
the whole document
WO 99 48915 A (GLAXQ GROUP LTD ;KLEEWER
STEYEN ANTHONY (US}; WEILLSON TIMOTHY MARK)
30 September 1999 (1999-09-30)
the whole document
JONES STACEY A ET AL: "The pregnane X
receptor: A promiscucus xenchiotic
receptor that has diverged during
evolution."”
MOLECULAR ENDOCRINOLOGY,
vol, 14, mo. I, January 2008 {2000-01},
pages 27-319, XP0OA933600

[SSH: 0888-8800
the whole document
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Internatinnal appircatian No.

INTERNATIONAL SEARCH REPORT PCT/EP 00/08327

Box1 Ohbservations where certain claims were found unsearchable (Continuation of item 1 of first sheet)

This imermatonal Search Fiepon has nat been established in respact of certain claims under Aricle 17(2)(a) for the follawing reasons:

1. D Glaims Nos.: ) ) .
because they relate to subject matter not required to be searched by this Authority. nameiy:

Glaims Nos.: 1,33,34,37

because they relate to parts of the international Application that da nat comply with the preseribed requirements to such
an extent that no meaningfui International Search can be camied out, specifically:

see FURTHER INFORMATION sheet PCT/ISA/21D

3, ! Claims Nos.:
because they are gepandent ckaims and are not drafted in accordance with the second and ihird sentences of Rule 6.4{a).

Box 1l Observations where unity of invention is lacking (Centinuation of iter Z of first sheet}

This International Searching Autharity feung multiple inventions in this international application. as follows.

1. D As all required anidifional search fees were timely paid by the applicant, this International Search Report covers all
searchable claims.

2. As all searchable claims coukd be searched withour effort justifying an skiditional lee, 1this Authority did not invile paymeni
of any additionat fee.

3. D As gnly some of the required additionat searchiees were timely paid by tne applicant, 1his international Search Fle;:orl
covers only thoga claims for which faes were paid, specifically ciaims Nos.:

4. m MNe required acditiona! search fess were timaly paid by the applicant. Cansequently, this international Search Report is
restriciad 1o the iNvenion sl mentioned in the claims; it is soverad by clalims Nos.:

1-43 all partially

Remark an Protest ! The additioral search fees were azcompanied by the applicant’s protast.

NG protest accompaniad e payment of addiitional search tees.

Form PCTASAZ10 teontinuation of first sheet (113 {July 1896)
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Intarnational Application No. PCT/ EP 00f08827

FURTHER INFORMATION CONTINUED FROM  PCTasAs 210

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. Claims: 1-43 a7l partialily

A molecular variant of the hPXR, the so-called M20 (having a
nucltectide substitution at pesition =201}, its corresponding
nucleotide and protein seguences; vectors; host cells;
antibodies; transgenic non-human animals; pharmaceutical
compositions; probes ar oligonucleutides thereof as well as
methods of diagnostic or identification of inhibitors
capable of modulating the activity of a mojecular variant of
hPXR.

2. Claims: 1-43 all aprtially

A molecular variant of the hPXR, the so-called M1 (having a
nucleotide substitution at position =131}, its corresponding
nucteotide and protein sequences; vectors; host cells;
antibodies; transgenic non-human animals; pharmaceutical
compasitions; probes or oligonucleutides thereof as well as
methods of diagnostic or identification of inhibitors
ﬁapable of modulating the activity of a molecular variant of
PXR.

3. Claims: 1-43 all partially

A molecular variant of the hPXR, the so-called M21 (having a
ructectide substitution at position -57), its corresponding
nuclestide and protein sequences; vectors; host cells;
antibodies; transgenic non-human animals; pharmaceutical
compositians; probes or aligonucieutides thereof as well as
methods of diagnostic or identification of inhibitors
capable of moduiating the activity of a malecular variant of
hPXR.

4. Claims: 1-43 a1l partially

A molecular variant of the hPXR, the so-called M6 {having a
nucleotide substitution at positien -42}, its corresponding
nucleotide and protein seguences; vectors; host cells;
antibodies; transgenic nen-human animals; pharmaceutical
compositions; probes or oligonucleutides thereof as well as
metheds of diagnostic or identification of inhibitors
capable of modulating the activity of a molecular vartant of
hPXR.

5. Claims: 1-43 all partially

A motecular variant of the hPXR, the so-called M5 (having a
nucleotide substitution at pesition 52), its corresponding
nucleotide and protein sequences; vectors; host cells;
antibodies:; transgenic neon-human anmimals; pharmaceufical
compositions: probes or oligonucleutides thereof as well as
methads of diagnostic or identification of inhibitors

page 1t of 4
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Imternationai Application No. PCT/ EPOD/0B8B2T

FURTHER INFORMATION CONTINUED FROM  PCT/SA! 210

capable of medulating the activity of a molecular variant of
hPXR.

&. Claims: 1-43 all partially

A molecular variant of the hPXR, the so-called M7 (having a
nucleotide substitution at position 79), its corresponding
nucieotide and protein sequences; vectors; host cells;
antibodies; transgenic nen-human amimals; pharmaceutical
compositions; probes or oligonucleutides thersof as well as
methods of diagnostic or identification of inhibitors
capable of modulating the activity of a metecular variant of
hPXR.

7. Claims: 1-43 ail partially

A molecular variant of the hPXR, the so-called M4 (having a
nucleotide substitution at position 106). its corresponding
nucleotide and protein sequences:; wvectors; host cells;
antibodies; transgenic non-human animals; pharmaceutical
compositions; probes or oligonucleutides thereof as well as
methods of diagnestic or identification of inhibitors
capable of modulating the activity of a molecular variant of
hPXR.

8. Claims: I-43 all partially

A molecular variant of the hPXR, the so-called M8 (having a
nucleotide subsiitution at pesition 225), its corresponding
nuclectide and protein sequences; vectors; host cells;
antibodies; transgenic non-human animals; pharmaceutical
compositions; probes or oligonucleutides thereof as well as
methods of diagnostic or idemntification of inhibitors
capable of modulating the activity of a meolecular variant of
hPXR.

6, Claims: 1-43 all partially

A motecular variant of the hPXR, the so-called MZ3 (having a
nucleotide substitution at position 315), its corresponding
nucleotide and protein sequences; vectors; host cells;
antibodies; transgenic non-human animals; pharmaceutical
compositions; probes or oligonucleutides thereof as well as
methods of diagnostic or identification of inhibitors
capable of modulating the activity of a molecular variant of
hPXR.

10. Claims: 1-43 all partiaily

A motecular variant of the hPXR, the so-called MI0 (having a
nucleotide substitution at position 418), its carresponding
nucleotide and protein seguences; vectors; hest cells;
antibodies; transgenic nan-human animals; pharmaceutical
compositions; probes or oligonucieutides thereof as well as
methods of diagnostic or jdentification of inhibitors

page 2 of 4
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International Apphication No. PCT/ EF 00 /08827

FURTHER INFORMATION CONTINUED FROM  PCT/SA; 210

capahle of modulating the activity of a moltecular variant of
hEXR.

11, Claims: 1-43 a1l partially

A molecular variant of the hPXR, the so-called M1l [having a
nucieotide substitution at position 488), its corresponding
nucleatide and protein sequences; vectors; host cells;
antibodies; transgenic non-human animals; pharmacentical
compositions; probes or oligonucleutides thereof as well as
methods of diagnostic or identification of inhibitars
capable of modulating the activity of a molecular variant of
hPXR.

12. Claims: 1-43 all partiaily

A molecular variant of the hPXR, the so-cailled MIZ2 (having a
nucleotide substitution at position 492), its corresponding
nuciectide and protein seguences; vectors; host cells:
antibadies: transgenic non-human animals; pharmaceutical
compositions; probes or oligonucleutides thereof as well as
methods of diagnostic or identification of inhibitars
ﬁapable of modulating the activity of a molecular variant of
PXR.

13. Clafms: 1-43 all partially

A molecular variant of the hPXR, the so-catled MI3 (having a
nucleotide substitution at position 543), its corresponding
nuclteotide and protein sequences; vectors: host cells;
antibodies; transgenic nen-human animals; pharmaceutical
compositions; propes or oligonucleutides theregf as well as
methods of diagnostic or identification of inhibitors
ﬁapab1e of modulating the activity of a melecular variant of
PXR.

14. Ciaims: 1-43 all partially

A molecular variant of the hPXR, the so-called M14 [having a
nuclectide substitution at position 696}, its corresponding
nuclectide and protein sequences; vecters; host cells;
antibodies; transgenic non-human animals; pharmaceutical
compositions: probes or oligonucieutides thereof as well as
methods of diagnpstic or identification of inhibitors
capable of modulating the activity of a molecutar variant of
hPXR.

15. Claims: 1-43 all partially

A molecular vartant of the hPXR, the so-called M24 (having a
nucleotide substitution at position 834), its corresponding
nuclectide and protein sequences; vectors; host cells;
antibodies; transgenic non-human animals; pharmaceutical
compositions; probes or oligonucleutides thereoi as well as
methods of diagnostic or identification of inhibitors

page 3oi 4
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International Application No. PG T/ EP 00 /08827

FURTHER INFORMATION CONTINUED FROM  PCT/ASA/ 210

capable of modulating the activity of a molecular variant of
hPXR.

16. Claims: 1-43 all partially

A matecular variant of the hPXR, the so-called M25 (having a
nucieotide substitution at positfon 984), its corresponding
nucleotide and protein seguences: vectors; host cells;
antibodies: transgenic non-human animals; pharmaceutical
compositions; probes or oligonucleutides thereof as well as
methods of diagnestic or identification of inhibitors
capable of modulating the activity of a molecular variant of
hPXR.

17. Claims: 1-43 all partially

A'molecular variant of the hPXR, the so-called M27 fhaving a
nicleotide substitution at position 1188), its corresponding
nucleotide and protein sequences; vectors; host cells;
antibodies; transgenic non-human animals; pharmaceutical
compositions; probes or oligonucleutides thereof as well as
methods of diagnostic or identification of inhibitors
capable of modulating the activity of a molecular variant of
hPXR.

18. Claims:; 1-43 ail partially

A molecular variant of the hPKR, the sa-called M19 (having a
nucleotide substitution at position 1368}, its corresponding
nuclegtide and protein seguences; vectars; host cells;
antibodies:; transgenic non-human animals; pharmaceutical
compositions; probes or oligonucleutides thereof as well as
methods of diagnostic or identification of inhibitors
capabie of modulating the activity of a melecular variant of
hPXR.

19. Claims: 1-43 all partially

A molecular variant of the hPXR, the so-called M28 {having a
nucleotide substitution at positien 13208), its corresponding
nucleotide and protein sequences; vectors; host cells;
antibodies: transgenic non-human animals; pharmaceutical
compositions; prohes or oligenucleutides thereof as well as
methods of diagnostic or identification of inhibitors
capable of medulating the activity of a molecular variant of

hPAR.
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international Applisation Mo, PCT/EP 00 /08827

FURTHER INFORMATION CONTINUED FROM  PCT/SA/ 210

Continuation of Box 1.2

Claims Nos.: 1,33,34,37

Present claims 1 and 37 relate to an extremely targe number of
polynucelotide sequence of which only a small fraction could be
unambiguously allocated to the hPXR variants. In fact, a ltack of clarity
{(and/or conciseness) within the meaning of Article 6 PCT arises to such
an extent as to render a mearingful search of the claims impossibie.
Consequently, the search has been carried out for those sequences
succesfully allocated with the help of tables 1.3 and 4.

Claims 33 and 34 refer to an inhibitor identified cor obtainable by
screening compounds which in contact with an hPXR variant would be
capable of providing & detectabls signal in response to drug
metabolization. Mo such compounds are defined in the application. In
consequence the scope of said claim is ambigous and vague, and its
subject-matter is not sufficiently disclosed and supported [Art. 83 and
84 EPC). Therefore, no search can be carried aut for such speculative
claims whose wording is, in fact, a2 mere recitation of the result to be
achiaved.

The applicant's attenticn is drawn to the fact that claims, or parts of
claims, relating to inventions in respect of which no international
search report has been established need not be the subject of an
international preliminary examination {Rule 66.1(e) PCT). The applicant
is advised that the EPQ policy when acting as an International
Preliminary Examining Authority is normally not to carry out a
preliminary examination on matter which has not been searched. This is
the case irrespective of whether or not the claims are amended following
receipt of the search report or during any Chapter II procedure.
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0S34 QX02
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CAL0 CA19 CC24 DAQ5 DAl4
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CA44 CA46
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BA44 CA53 CA59 CAG2 NAL4
78212 7B262

AAL3 AA14 BB11 BB41 CC32
EEOL

AAD2 AAO3 EA16 MAOL MAO4
NA14 ZB21 ZB26

AAO2 BC83 NA14 ZB21 ZB26
AALD AA11 AA20 AA30 BA10
CA40 CA42 DA50 DA75 EA28
EAS1 FA72 FA74 HAO5
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AB1K48/00 A61P35/00 A61P43/00 C07K14/705 CO7K16/18 CO7K16/28 CO7K16/40 C12N1/15 C12N1
/19 C12N1/21 C12N5/10 C12N9/02 C12N15/09 C12N15/53 C12P19/34 C12P21/02 C12Q1/68 C12Q1
/6883 GO1N33/15 GO1N33/50 GO1N33/53 GO1N33/566 GO1N33/574

CPCH %S C07K14/70567 A01K2217/05 C12N9/0077 C12Q1/6883 C12Q2600/156 C12Q2600/158

FIn¥kS A01K67/027 A61K31/7088 A61K35/56 A61K35/76 A61K39/395.D A61K39/395.N A61K45/00 A61K48
/00 A61P35/00 CO7K14/705 CO7K16/28 C12N1/15 C12N1/19 C12N1/21 C12P21/02.C C12Q1/68.A
GO01N33/15.Z GO1N33/50.Z GO1N33/53.M GO01N33/566 C12N15/00.ZNA.A C12N5/00.A A61K37/02

F-TERMZ %S 2G045/AA25 2G045/AA40 2G045/BA11 2G045/BB50 2G045/DA12 2G045/DA13 2G045/DA14 2G045
/DA36 2G045/FB02 2G045/FB03 4B024/AA01 4B024/AA11 4B024/AA12 4B024/BA63 4B024/CA05
4B024/CA06 4B024/CA09 4B024/DA02 4B024/DA11 4B024/DA12 4B024/EA04 4B024/GA11 4B024
/HA12 4B024/HA15 4B024/HA17 4B063/QA17 4B063/QA19 4B063/QA20 4B063/QQ08 4B063/QQ43
4B063/QR08 4B063/QR32 4B063/QR42 4B063/QR56 4B063/QS25 4B063/QS34 4B063/QX02 4B064
/AG20 4B064/BA14 4B064/CA02 4B064/CA05 4B064/CA06 4B064/CA10 4B064/CA19 4B064/CC24
4B064/DA05 4B064/DA14 4B065/AA01X 4B065/AA57X 4BO65/AAT2X 4B065/AA90X 4BO65/AA93Y
4B065/AB01 4B065/BA02 4B065/CA24 4B065/CA44 4B065/CA46 4C084/AA02 4C084/AA07 4C084
/AA13 4C084/AA17 4C084/BA01 4C084/BA44 4C084/CA53 4C084/CA59 4C084/CA62 4C084/NA14
4C084/2B212 4C084/2B262 4C085/AA13 4C085/AA14 4C085/BB11 4C085/BB41 4C085/CC32 4C085
/EE01 4C086/AA02 4C086/AA03 4C086/EA16 4C086/MA01 4C086/MA04 4C086/NA14 4C086/ZB21
4C086/2B26 4C087/AA02 4C087/BC83 4C087/NA14 4C087/2B21 4C087/2B26 4H045/AA10 4H045
/AA11 4H045/AA20 4H045/AA30 4H045/BA10 4H045/CA40 4H045/CA42 4HO045/DA50 4HO045/DAT5
4HO45/EA28 4H045/EA51 4H045/FA72 4HO045/FA74 4H045/HAQS
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AR fir & BiF (5 - 3)
hPXR1F | =7y 4 TCATGTCCGACGAGGCCG
hPXR4F | «t7v 5/6 |CCCACATGGCTGACATGT
hPXRSF | 247y 7 CCCATCGAGGACCAGATC
hPXR6R | =47y 7 GTCTTCCAAGCAGTAGGA

hPXR7R | =vv 8 CAGCATGGGCTCCAGTAG
hPXR10R | =t/» 9a |CCTGTGATGCCGAACAAC
hPXR11F | =/ 9 CATTGAATGCAATCGGCC
hPXRI12R | =t/» 9a |GCTCTTGGCAGTGTCCAT
hPXR15F | =4y 2 GGAAAGCCCAGTGTCAAC
hPXR16F | =t/ 3 CCATGAAACGCAACGCCC
hPXRI8R | /7 2 CCTTGCATCCTTCACATG
hPXR19R | =*7» 3 CATGCCGCTCTCCAGGCA
hPXR20R | =t/ 4 CGGCCTCGTCGGACATGA
hPXR21R | =/v 5/6 |ACATGTCAGCCATGTGGG
nPXR47F | =% 1b  |CAAGCCAAGTGTTCACAGTG
hPXR48R | =i/v 1b  |CACTGTGAACACTTGGCTTG
hPXR52F CAAGGACAGCAGCATGACAGTCAC

hPXR54R

AGCCAACTCAGCCGCAGC




