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Figure 2
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Figure 3
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Figure 3 (cont’)
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Figure 4
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Figure 4 (cont’)
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Figure 5
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Figure 5 (cont’)
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342-33PCT.S8T25.tXt
SEQUENCE LISTING

<110> Ganymed Pharmaceuticals AG et al.

<120> Compositions and methods for therapy and diagnosis of cancer and cancer
metastasis

<130> 342-33 PCT

<150> EP 06 021 434.3

<1%1> 2006-10-12

<160> 52

<170> PatentIn version 3.1

<210> 1

<211> 2168

<212> DNA )

<213> Homo sapiens

<400> 1

gaatccgegg ggagggcaca acagetgeta cctgaacagt ttetgaceca acagttaccee 60
agcgeceoggac tegotgegec cecggeggete tagggacccee cggegectac acttagctee 120
gegcoeocgaga gaatgttgga ccgacgacac aagaccteag acttgtgtta ttctagcage 180
tgaacacacc ccaggctctt ctgaccggca gtggetetgg aagcagtctg gtgtatagag 240
ttatggatte actaccagat tctactgtat gcotcttgaca actatgacca caatggtcca 300
cccacaaatg aattatcagg agtgaaccca gaggcacgta tgaatgaaag tectgatccg 360
actgacctgyg cgggagtoat cattgagctc ggecccaatg acagtccaca gacaagtgaa 420
tttaaaggag caaccgagga ggcacctgcy aaagaaagcce cacacacaad tgaatttaaa 480
ggagcagccece gggtgteacc tatcagtgaa agtgtgttag cacgacttte caagtttgaa 540
gttgaagatg ctgaaaatgt tgcttcatat gacagcaaga ttaagaaaat tgtgcattca 600
attgtatcat cetttgeatt tggactattt ggagttttce tggtcttact ggatgtcact 660
ctcatccttbg ccgacctaat tttcactgac agcaaacttt atattccttt ggagtatcgt 720
tctatttctc tagctattge cttatttttt ctcatggatg ttettetteg agtatttgta 780
gaaaggagac agcagtattt ttctgactta tttaacattt tagatactge cattattgtg 840
attcttctge tggttgatgt cgtttacatt tttttcgaca ttaagttget taggaatatt 900
cccagatgga cacatttact tcgacttceta cgacttatta ttctgttaag aatttttcat 860
ctgttteate aaaaaagaca acttgaaaag ctgataagaa ggegggtttc agaaaacaaa 1020
aggcgataca caagggatgg atttgaccta gacctcactt acgttacaga acgtattatt 1080
gctatgtcat ttccatctte tggaaggcag tctttctata gaaatccaat caaggaagtt 1140
gtgeggtttc tagataagaa acaccgaaac cactatcgag tctacaatct atgcagtgaa 1200
agagcttacg atcctaagca cttccataat agggtegtta gaatcatgat tgatgatcat 1260
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aatgtcceca
caagatcttg
atggtttgtg
tattttggag
cctLetcaga
cteectecaa
gtacgtgatc
ttaggaaaat
gacggtceac
tactatgaca
ctttatctac
ccatcagatt
getggateeg
aaccctgeea
ttatgtttat
aaaaaaaa

<210> 2

«211>
<212>
<213>

<400> 2
gaatccgegyg

agcgeeggac
gecgeecgaga
tgaacacacc
ttatggattc
ccracaaaty
actgacctgg
tttaaaggag
tttgaagttg
cattcaattyg
gtcactectea
tatcgtteta

tttgtagaaa

2114
DNA
Homo sapiens

ctctacatcea
aaaacatcgt
ccttecttat
aaaggcgaac
agagatatgt
gacggatact
taaasatcca
gttcggtact
ctetgtatga
attgcteoatt
caaaaaatga
ttgeegtgga
attaagtata
catgttcata

atatgtttat

ggagggceaca
tegetgegee
gaatgttgga
ccaggctcett
actaccagat
aattatcagg
cgggagtcat
caaccgagga
aagatgetga
tatcatcctt
teecttgecga
tetectectage

ggagacagca

342-33PCT.ST25.txt

gatggtggtt
agecgattcac
tgcetetgaa
agataaaacc
tgcatatttt
ctttataaaa
aatagaaatg
tgataacatt
tgatgtgaaa
ttacttctgg
attggataat
gatacttttt
geteeeocett
tatceotaaat

acatgttett

acagctgcta
ccggeggete
ccgacgacac
ctgaccggea
tctactgtat
agtgaaccca
cattgagcte
ggecacctgcyg
aaatgttgct
tgcatttgga
cctaatttte
tattgeetta

gtatttttet

ttcaccaagg
tgtaaaggag
atatgttcaa
cacagcgaaa
gcacaagtga
cacttecatta
gagaaaaagg
acaacagaca
gtgcagtttt
ttgcacacat
ctacataaac
ggcgagaaaa
cceettetgg
ctatcctaaa

caataaatct

cctgaacagt
tagggaccce
aagacctcag
gtggctetag
gctettgaca
gaggcacgta
ggccecaatg
aaagaaagtg
tcatatgaca
ctatttggag
actgacagca
ttttttetca

gacttattta
Page 2

aagtaaatga
gcacagatag
ctgcaaagga
aatttcaggg
aacatctcta
tttattegat
ttgtetttte
aaatattaat
tctattcgaa
cttttattga
aaaaagcacyg
tgacttccag
gaaagaatta
tgtteocecttyg

attacatata

ttctgacces
cggecgecetac
acttgtgtta
aagcagtctyg
actatgacca
tgaatgaaag
acagtccaca
tgttagcacyg
gcaagattaa
ttttectggt
aactttatat
tggatgttcet

acattttaga

gtggatggct
aacaggaact
aagcctgtat
agtagaaact
caactggaat
tecctegttat
cactattteca
tgatgtattce
tcttcectaca
aaataacagg
gagaatttat
tgatgttgta
tgttctttec
aagtatttat

tataaaaaaa

acagttacce
acttagctece
ttctagcage
gtgtatagag
caatggtcea
tcectgatecyg
gacaagtgaa
actttccaag
gaaaattgtg
cttactggat
teetttggag
tcttcgagta

tactgcecatt

1320

1380

1440

1500

1560

1620

1680

1740

1800

1860

1920

1880

2040

2100

2160

2168

60

120

180

240

300

360

420

480

540

600

660

720

780



attgtgattc
aatattccca
tttcatetgt
aacaaaaggc
attattgcta
gaagttgtge
agtgaaagag
gatcataatg
atggctcaag
ggaactatgg
ctgtattatt
gaaactcctt
tggaatetec
cgttatgtac
atttcattag
gtattcgacg
cctacatact
aacaggcttt
atttatccat
gttgtagetg
ctttccecaacc
atttatttat
aaaaaaaaaa
<210>
<211>

<212>
<213>

B W

DNA
<400> 3

gaatcecgegg
agcgecggac
gcgcacgaga
tgaacacacc

ttatggatte

222

ttetgetggt
gatggacaca
ttcatcaaaa
gatacacaag
tgtcatttce
ggtttctaga
cttacgatce
tecccactet
atcttgaaaa
tttgtgecett
ttggagaaag
ctcagaagag
ctecaagacg
gtgatctaaa
gaaaatgtte
gtccacctet
atgacaattyg
atctaccaaa
cagattttge
gatccgatta
ctgecacatyg
gtttatatat

aaad

Homo sapiens

ggagggcaca
tcgetgegec
gaatgttgga
ccaggcetett

actaccagat

342-33PCT.ST25.txt

tgatgtegtt
tttacttcga
aagacaactt
ggatggattt
atecttctgga
taagaaacac
taagcacttc
acatcagatg
catcgtageg
ccttattgee
gcgaacagat
atatgttgcé
gatactettt
aatccaaata
ggtacttgat
gtatgatgat
ctcattttac
aaatgaattg
cgtggagata
agtatagcte
ttcatatatce

gtttatacat

acagctgcta
cocggeggcto
ccgacgacac
ctgaceggea

totactgtat

tacatttttt
cttetacgac
gaaaagctga
gacctagacce
aggcagtctt
cgaaaccact
cataataggyg
gtggttttea
attcactgta
tctgaaatat
aaaacccaca
tattttgcac
ataaaacact
gaaatggaga
aacattacaa
gtgaaagtgc
ttctggttge
gataatctac
crtrerggceyg
coccttecee
ctaaatctat

gttcttcaat

cctgaacagt
tagggacecce
aagacctcag
gtggctetgg

getettgaca

Page 3

ttgacattaa
ttattattct
taagaaggcg
tcacttacgt
tctatagaaa
atcgagtcta
tecgttagaat
ccaaggaagt
aaggaggcac
gttcaactgc
gcgaaaaatt
aagtgaaaca
tcattattta
aaaaggttgt
cagacaaaat
agttttteta
acacatcttt
ataaacaaaa
agaaaatgac
ttectgggaaa
cctaaatgtt

aaatctatta

ttctgaccea
cggegectac
acttgtgtta
aagcagtctyg

actatgacca

gttgcttagyg
gttaagaatt
ggtttcagaa
tacagaacgt
tccaatcaag
caatctatgce
catgattgat
aaatgagtgg
agatagaaca
aaaggaaagc
tcagggagta
tctctacaac
ttegatteet
cttttceact
attaattgat
ttcgaatectt
tattgaaaat
agcacggaga
ttccagtgat
gaattatgtt
cecttgaagt

catatatata

acagttaccc
acttagetece
ttctagcage
gtgtatagag

caatggtceca

840

300

3960

1020

1080

1140

1200

1260

1320

1380

1440

1500

1560

1620

1680

1740

1800

1860

1920

1980

2040

2100

2114

60

120

180

240

300



cccacaaatg
actgacctgg
tttaaaggag
ggagcageee
gttgaagatg
attgtatcat
ctcatcettyg
tctatttcte
gaaaggagac
attcttetge
cccagatgga
ctgtttcatc
aggcgataca
gctatgtcat
gtgceggttte
tacattactc
tacgatecta
cecactctac
cttgaaaaca
tgtgeccttee
ggagaaaggce
cagaagagat
ccaagacgga
gatctaaaaa
aaatgrtcgg
ccacctcetgt
gacaattgct
ctaccaaaaa
gattttgecg
tcecgattaag
gccacatgtt

ttatatatgt

aattatcagg
cgggagtcat
caaccgagga
gggtgtcacc
ctgaaaatgt
cectttgeatt
ccgacctaat
tagctattge
agcagtattt
tggttgatgt
cacatttact
aaaaaagaca
caagggatgg
ttecatette
tagataagaa
tatattgtge
agcacttcca
atcagatggt
tcgtagcegat
ttattgecte
gaacagataa
atgttgcata
tactctttat
tccaaataga
tacttgataa
atgatgatgt
cattttactt
atgaattgga
tggagatact
tatagcteccoce
catatatcct

ttatacatgt

342-33PCT.8T25.txt

agtgaaccca
cattgagctce
ggcacctgeg
tatcagtgaa
tgettcatat
tggactattt
tttcactgac
cttattLttt
ttctgactta
cgtttacatt
tcgacttcta
acttgaaaag
atttgaccta
tggaaggcag
acaccgaaac
tactgtagat
taatagggtce
ggttttcace
tcactgtaaa
tgaaatatgt
aacccacagce
ttttgcacaa
aaaacacttc
aatggagaasa
cattacaaca
gaaagtgcag
ctggttgeac
taatctacat
ttttggegag
ccttecectt
aaatctatcec

tcttcaataa

gaggcacgta
ggccccaatg
aaagaaagcc
agtgtgttag
gacagcaaga
ggagttttee
agcaaacttt
ctcatggatg
tttaacattt
ttttttgaca
cgacttatta
ctgataagaa
gacctcactt
tectttctata
cactatcgag
agaaaacaga
gttagaateca
aaggaagtaa
ggaggcacag
tcaactgcaa
gaaaaattte
gtgaaacatc
attatttatt
aaggttgtct
gacaaaatat
tttttctate
acatctttta
aaacaaaaag
aaaatgactt
ctgggaaaga
taaatgttce

atctattaca

Page 4

tgaatgaaag
acagtccaca
cacacacaag
cacgactttc
ttaagaaaat
tggtcttact
atattcettt
ttecttetteg
tagatactgc
ttaagttgct
ttetgttaag
ggcgggttte
acgttacaga
gaaatccaat
tctacaatct
ttactgcacg
tgattgatga
atgagtggat
atagaacagg
aggaaagcct
agggagtaga
tctacaactg
cgattecteg
tttccactat
taattgatgt
cgaatcttcee
ttgaaaataa
cacggagaat
ccagtgatgt
attatgttcet
cttgaagtat

tatatataaa

tcctgatceg
gacaagtgaa
tgaatttaaa
caagtttgaa
tgtgcattca
ggatgteact
ggagtatcgt
agtatttgta
cattattgtg
taggaatatt
aatttttcat
agaaaacaaa
acgtattatt
caaggaagtt
atgcagtatyg
tgaaagagct
tcataatgtc
ggctcaagat
aactatggtt
gtattatttt
aactoottet
gaatcteect
ttatgtacgt
tteattagga
attcgacggt
tacatactat
caggctttat
ttatccatca
tgtagctgga
ttccaaccct
ttatttatgt

aaaaaaaaaa

360

420

480

540

600

660

720

780

840

900

960

1020

1080

1140

1200

1260

1320

1380

1440

1500

1560

1620

1680

1740

1800

1860

1920

1980

2040

2100

2160

2220



ada

<210> 4

<21l1> 1850
«212> DNA
«213>

<400> 4
atgaatgaaa

gacagtccac
ccacacacaa
gcacgacttt
attaagaaaa
ctggtettac
tatattectt
gttettette
ttagatactg
attaagttge
attctgttaa
aggegggttt
tacgttacag
agaaatccaa
gtctacaatc
agaatcatga
gaagtaaatg
ggcacagata
actgcaaagqg
aaatttcagy
aaatggagaa
acattacaac
tgaaagtgca
tctggttgea
ataatctaca
tttttggega

<210> 5
<21l> 1407

Homo sapiens

gtectgatece
agacaagtga
gtgaatttaa
ccaagtttoa
ttgtgecattre
tggatgrcac
tggagtatcg
gagtatttgt
ccattattgt
ttaggaatat
gaatttttea
cagaaaacaa
sacgtattat
tcaaggaagt
tatgcagtga
ttgatgatca
agtggatgge
gaacaggaac
aaagectgta
gagtagaaac
aaaggttgte
agacaaaata
gtttttectat
cacatctttt
taaacaaaaa

gaaaatgact

342-33PCT.S8T25.tXt

gactgacctyg
atttaaagga
aggagcagcec
agttgaagat
aattgtatca
tcrtcatcctt
ttetatttcet
agaaaggaga
gattcttcty
tcecagatgg
tetgtttcat
aaggcgatac
tgctatgtca
tgtgeggttt
aagagcttac
taatgteccce
tcaagatctt
tatggtttgt
ttattttgga
tectteteag
ttttccacta
ttaattgatg
tcgaatctte
attgaaaata
gcacggagaa

tccagtgatyg

gcgggagtcea
gcaaccgagg
cgggtgtcecac
gctgaaaatg
tcetttgeat
gccgacctaa
ctagctattg
cagcagtatt
ctggttgatyg
acacatttac
caaaaaagac
acaagggatg
ttteccatett
ctagataaga
gatectaagce
actctacatce
gaaaacatcg
gccttectta
gaaaggcgaa
gttatgtacy
tttcattagg
tattcgacgg
ctacatacta
acaggcttta

tttatccatce

ttgtagctgg

Page 5

tcattgagct
aggcacctgce
ctatcagtga
ttgcttcata
ttggactatt
ttttecactga
cecttattttt
cttetgactt
tcgtttacat
ttcgacttct
aacttgaaaa
gatttgacct
ctggaaggca
aacaccgaaa
acttccataa
agatggtggt
tagcgattca
ttgeetetga
cagataaaac
tgatctaaaa
aaaatgtteg
tccacctctg
tgacaattgc
tctaccaaaa
agattttgce

atccgattaa

cggcecccaat
gaaagaaagc
aagtgtgtta
tgacagcaag
tggagttttc
cagcaaactt
tctcatggat
atttaacatt
ttcttttgac
acgacttatt
gctgataaga
agacctcact
gtctttetat
ccactatcga
tagggtcgtt
tttcaccaag
ctgtaaagga
aatatgttca
ccacagcgaa
atccaaatag
gtacttgata
tatgatgatg
tcattttact
aatgaattgg

gtggagatac

2222

60

12¢

180

240

300

360

420

480

540

600

660

720

780

840

900

960

1020

1080

1140

1200

1260

1320

1380

1440

1500

1550



<212>
<213>

<400> 5
atgaatgaaa

gacagtcceac
ccacacacaa
gcacgacttt
attaagaaaa
ctggtettac
tatattecectt
gttettette
ttagatactyg
attaagttgc
attctgttaa
aggcgggttt
tacgttacag
agaaatccaa
gtctacaate
agaatcatga
gaagtaaatg
ggcacaggtt
tccactaﬁtt
attgatgtat
aatcttecta
gaaaataaca
cggagaattt
agtgatgttg
<210> 6

«211>

<212>
<213>

DNA

<400> 6

DNA
Homo sapiens

1413

gtectgatce
agacaagtga
gtgaatttaa
ccaagtttga
ttgtgeattc
tggatgtcac
tggagtatcg
gagtatttgt
ccattattgt
ttaggaatat
gaatttttca
cagaaaacaa
aacgtattat
tcaaggaagt
tatgcagtga
ttgatgatca
agtggatggce
atgtacgtga
cattaggaaa
tcogacggtec
catactatga
ggctttatct
atccatcaga

tagetggatce

Homo sapiens

342-33PCT.ST25.txt

gaétgacctg
atttaaagga
aggagcagece
agttgaagat
aattgtatca
tctcatcett
ttetatttet
agaaaggaga
gattcttctyg
tceccagatgg
tetgtttecat
aaggcgatac
tgctatgtca
tgtgecggttt
aagagcttac
téatgtcccc
tcaagatctt
tctaaaaatc
atgttecggta
acctctgtat
caattgctca
accaaaaaat
ttttgecgtyg

cgattaa

gcgggagtca
gcaaccgagg
cgggtgtcac
gcetgaaaatg
teetttgcat
gccgacctaa
ctagectattg
cagcagtatt
ctggttgatg
acacatttac
caaaaaagac
acaagggatg
tttecatctt
ctagataaga
gatcctaage
actctacatc
gaaaacatcg
caaatagaaa
cttgataaca
gatgatgtga
ttttacttet
gaattggata

gagatacttt

atgaatgaaa gtcctgatcce
gacagtccac agacaagtga

gtgttagcac gactttccaa

gactgacctg gegggagtca
atttaaagga gcaaccgagyg

gtttgaagtt gaagatgctyg
Page 6

tcattgaget cggecccaat
aggcacctgce gaaagaaage
ctatcagtga aagtgtgtta
ttgcttcata tgacagcaag
ttggactatt tggagttttce
ttttcactga cagcaaactt
cettattttt tetcatggat
tttctgactt atttaacatt
tegtttacat tttttttgac
ttcgacttct acgacttatt
aacttgaaaa gctgataaga
gatttgacct agacctcact
ctggaaggca gtctttctat
aacaccgaaa cractatcga
actteccataa tagggtegtt
agatggtggt tttcaccaag
tagcgattca ctgtaaagga
tggagaaaaa ggttgtcttt
ttacaacaga caaaatatta
aagtgcagtt tttctattcg
ggttgcacac atcttttatt
atctacataa acaaaaagca

ttggcgagaa aatgacttcece

tecattgaget cggeeccaat
aggcacctge gaaagaaagt

aaaatgttgc ttcatatgac

60

120

180

240

300

380

420

480

540

600

660

720

780

840

300

960

1020

1080

1140

1200

1260

1320

1380

1407

60

120

180



agcaagatta
gtttteetygy
aaactttata
atggatgttc
aacattttag
tttgacatta
cttattattce
ataagaagge
ctecacttacg
ttctatagaa
tatcgagtet
gtcgttagaa
accaaggaag
aaaggaggca
© tgttcaactyg
agcgaaaaat
atattaattyg
tattecgaate
tttattgaaa
aaagcacgga
acttccagty
<210> 7

<211>

<212>
<213>

DNa

<400> 7

atgaatgaaa.

gacagtcecac
gtgttagcac
agcaagatta
gttttecctag
aaactttata

atggatgttce

1383

agaaaattgt
tcttactgga
ttcetttgga
ttettcgagt
atactgccat
agttgettag
tgttaagaat
gggtttcaga
ttacagaacg
atccaatcaa
acaatctatg
tcatgattga
taaatgagtyg
cagatagaac
caaaggaaag
ttcagggagt
atgtattcga
ttectacata
ataacaggct
gaatttatce

atgttgtagce

Homo sapiens

gtecctgatcc
agacaagtga
gactttecaa
agaaaattgt
tcttactgga
ttecctttgga

ttcttegagt

342-33PCT.S8T25.txt

gecattcaatt
tgtcactcte
gtatcgtoct
atttgtagaa
tattgtgatt
gaatattccc
ttttecatety
aaacaaaagg
tattattgct
ggaagttgtyg
cagtgaaaga
tgatcataat
gatggctcaa
aggaactatg
cctgtattat
agaaactcct
cggtcecacct
ctatgacaat
ttatctacca
atcagatttt

tggatcegat

gactgacctyg
atttaaagga
gtttgaagtt
gcattcaatt
tgtcactctce
gtatcgttct

atttgtagaa

gtatcatcct
atccttgecg
atttectetag
aggagacagc
cttetgetgyg
agatggacac
tttcatcaaa
cgatacacaa
atgtcattte
cggtttetag
gcttacgatce
gtececcacte
gatcttgaaa
gtttgtgect
tttggagaaa
tetgtacttg
ctgtatgatyg
tgetcatttt
aaaaatgaat
geegtggaga

taa

gcgggagtea
gcaaccgagg
gaagatgctg
gtatcatcct
atcecttgeeg
atttctetag

aggagacagc

Page 7

ttgecatttgg
acctaatttt
ctattgeett
agtattttte
ttgatgtegt
atttactteg
aaagacaact
gggatggatt
catctteoctgg
ataagaaaca
ctaagcactt
tacatcagat
acatcgtagce
tecttattge
ggcgaacaga
ataacattac
atgtgaaagt
acttctggtt
tggataatct

tactttttgg

tcattgagct
aggcacctge
aaaatgttgce
ttgecatttygy
acctaatttt
ctattgectt

agtattttte

actatttgga
cactgacagc
attttttcte
tgacttattt
ttacattttt
acttctacga
tgaaaagctg
tgacctagac
aaggcagtct
ccgaaaccac
ccataatagg
ggtggttttc
gattcactgt
ctetgaaata
taaaacccac
éacagacaaa
gcagttttte
gcacacatct
acataaacaa

cgagaaaatg

cggccccaat
gaaagaaagt
ttcatatgac
actatttgga
cactgacagce
attttttete

tgacttattt

240

300

360

420

480

540

600

660

720

780

840

900

960

1020

1080

1140

1200

1260

1320

1380

1413

60

120

180

240

300

360

420



aacattttag
tttgacatta
cttattattc
ataagaaggc
ctecacttacg
ttctatagaa
tatcgagtct
gtcgttagaa
accaaggaag
aaaggaggea
gtectttteea
atattaattyg
tattcgaatc
tttattgaaa
aaagcacgga
acttccagtyg
<210> 8
<211> 551
«212> PRT
<213> Homo
<400> 8
Met Asn Glu

1

Leu Gly Pro

Glu Glu Ala

35

Ala Ala

50

Arg

Lys Phe Glu

65

Ile Lys Lys

atactgeccat
agttgcttag
tgttaagaat
gggtttcaga
ttacagaacg
atccaatcaa
acaatctatyg
tcatgattga
taaatgagtyg
caggttatgt
ctattteatt
atgtattcga
ttcctacata
ataacaggct
gaatttatce

atgttgtagce

sapiens

Ser Pro As

Asn
20

Asp

Pro Ala

val Ser

Val Glu As

70

Ile val

85

Hi

Ser

Lys

Pro

342-33PCT.ST25.txt

tattgtgatt
gaatattccce
ttttcatctg
aaacaaaagg
tattattgect
ggaagttgeg
cagtgaaaga
tgatcataat
gatggctcaa
acgtgatcta
aggaaaatgt
cggtecacct
ctatgacaat
ttatctacca
atcagatttt

tggatccgat

Pro Thr

P

Gln

Glu Ser

40

Ile
55

Ser

Ala Glu

P

s Ser Ile

cttectgetygy
agatggacac
tttcatcaaa
cgatacacaa
atgtcattte
cggtttetay
gettacgate
gtececcacte
gatcttgaaa
aaaatccaaa
teggtacttyg
ctgtatgatyg
tgcteatttt
aaaaatgaat
gcegtggaga

taa

Leu Ala

10

Asp

Thr Glu

25

Ser

Pro His Thr

Glu Ser Val

val Ala

75

Asn

Val Ser Ser

90

Page 8

ttgatgtegt
atttacttcg
aaagacaact
gggatggatc
catcttctgg
ataagaaaca
ctaageactt
tacatcagat
acatcgtage
tagaaatgga
ataacattac
atgtgaaagt
acttctggtt
tggataatct

tactttttgg

Gly val

Phe Lys

30

Ser

Leu
60

Ser Tyr

Phe Ala

Ile

Gly

Phe

Arg

Asp

Phe

ttacattttt
acttctacga
tgaaaagctyg
tgacctagac
aaggcagtct
ccgaaaccac
ccataatagg
ggtggttttc
gattcactgt
gaaaaaggtt
aacagacaaa
gecagttttte
gcacacatct
acataaacaa

cgagaaaatyg

Ile
15

Glu

Ala Thr

Lys Gly

Leu Ser

Ser Lys

80

Gly Leu

95

480

540

600

660

720

780

840

900

560

1020

1080

1140

1200

1260

1320

1353



Phe

Ile

Val

145

Leu

Ile

Leu

Phe

Glu

225

™Y

Gln

Lys

Ala

Asp

305

Glu

His

Gly

Ile

Ser

130

Phe

Asp

Phe

Leu

Hig

210

Asn

Val

Ser

Lys

Tyr

290

Asp

val

Cys

val

Phe

118

Leu

val

Thr

Phe

Arg

195

Gln

Lys

Thr

Phe

Hig

275

Asp

His

Asn

Lys

Phe

100

Thr

Ala

Glu

aAla

Asp

180

Leu

Lys

Arg

Glu

Tyr

260

Arg

Pro

Asn

Glu

Gly
340

Leu

Asp

Ile

Arg

Ile

165

Tle

Leu

Arg

Arg

Arg

245

Arg

Asn

Lys

Val

Trp

328

Gly

val

ser

Ala

Arg

150

Lys

Arg

Gln

Tyr

230

Ile

Asn

His

His

Pro

310

Met

Thr

Leu

Lys

Leu

135

Gln

Val

Leu

Leu

Leu

215

Thr

Pro

Tyr

Phe

288

Thr

Ala

Asp

Leu

Leu

120

Phe

Gln

Ile

Leu

Ile

200

Glu

Arg

Ala

Ile

Arg

280

His

Leu

Gln

Arg

342-33PCT.ST25.txt
Val Thr Leu Ile

Asp

108

Tyr

Phe

Tyr

Leu

Arg

185

Ile

Lys

Asp

Met

Lys

265

vVal

Asn

His

Asp

Thr
345

Ile

Leu

Phe

Leu

170

Asn

Leu

Leau

Gly

Ser

250

Glu

Tyx

Arg

Gln

Leu

330

Gly

Pro

Met

Ser

158

Leu

Ile

Leu

Ile

Phe

235

Phe

val

Asn

Val

Met

318

Glu

Thr

Page 8

Asp

140

Asp

val

Pro

Arg

Arg

220

Pro

Val

Leu

Val

300

val

Asn

Met

Glu

128

Val

Leu

Asp

Arg

Ile

205

Arg

Leu

Ser

Arg

Cys

285

Arg

val

Ile

Val

Leu
110

Tvr

Leu

Phe

vVal

Trp

130

Phe

Arg

Asp

Ser

Phe

270

Ser

Ile

Phe

val

Cys
350

Ala

Arg

Leu

Asn

Val

175

Thr

His

Val

Leu

Gly

255

Leu

Glu

Met

Thr

Ala

335

Ala

Asp

Ser

Arg

Ile
160

Tyr

Leu

Ser

Thr

240

Arg

Asp

Arg

Ile

Lys

320

Ile

Phe



Leu

Phe

val

385

Lys

Lys

Ile

Gly

Asp

465

Phe

Trp

Asn

Ser

Asp
545

Ile

Gly

370

Glu

His

His

Gln

Lys

450

Val

TYr

Leu

Glu

Asp

530

Val

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

<400>

Ala
355

Glu

Thr

Phe

Ile
435

Cys

Phe

Ser

His

Leu

515

Phe

val

9
533
PRT
Homo

9

Met Asn Glu

1

Leu Gly Pro

Ser

Arg

Pro

Tyr

Ile

420

Glu

Ser

Asp

Asn

Thr

500

Asp

Ala

Ala

Glu

Arg

Ser

Asn

405

Ile

Met

val

Gly

Leu

485

Ser

Asn

Val

Gly

gsapiens

Ser

Asn

Pro

Asp

Ile Cys

Thr Asp
3758

Gln Lys
390

Trp Asn

Tyr Ser

Glu Lys

Leu Asp
455

Prc Pro
470

Pro Thr

Phe Ile

Leu His

Glu Ile

535

Ser Asp
550

360

Lys

Arg

Leu

Ile

Lys

440

Asn

Leu

Glu

Lys
520

Leu

342-33PCT.8T25.Ltxt
Ser Thr Ala Lys Glu Ser

Thr

in's e

Pro

Pro

425

Val

Ile

Tyr

Asn

505

Gln

Phe

His

Val

Pro

410

Arg

val

Thr

Asp

Asp

490

Asn

Lys

Gly

Ser

Ala

395

Arg

Tyr

Phe

Thr

Asp

475

Asn

Arg

Ala

Glu
380

Tyr

Arg

val

Ser

Asp

460

val

Cys

Leu

Arg

Lys
540

365

Lys

Phe

Ile

Arg

™hr

445

Lys

Lys

Ser

Arg
525

Met

Leu

Phe

Ala

Leu

Asp

430

Ile

Ile

Phe

Leu

510

Ile

Thr

Ty

Gln

Gln

Phe

415

Leu

Ser

Leu

Gln

Tyr
495

Pro

TYT

Tyr

Gly

Val

400

Ile

Lys

Leu

Ile

Phe

480

Phe

Lys

Pro

Asp Pro Thr Asp Leu Ala Gly val TIle Ile Glu

10

15

Ser Pro Gln Thr Ser Glu Phe Lys Gly Ala Thr

Page 10



Glu

Glu

Lys

65

Val

Phe

Leu

Val

Thr

145

Phe

Arg

Gln

Lys

Thr

225

Phe

His

Asp

Glu
Val
50

Ille

Phe

Thr

Glu
130
Ala
Asp
Leu
Lys
Arg
210

Glu

Arg

Pro

Ala
35

Glu

Val

Asp

Ile

115

Arg

Ile

Ile

Leu

Arg

195

Arg

Arg

Arg

Asn

Lys

20

Pro

Asp

His

Val

Ser

100

Ala

Arg

Ile

Lys

Arg

180

Gln

Tyr

Ile

Asn

His

260

His

Ala

Ala

Ser

Leu

85

Lys

Leu

Gln

Val

Leu

165

Leu

Leu

Thr

Ile

Pro
245

Tyr

Phe

Lys

Glu

Ile

70

Leu

Leu

Phe

Gln

Ile

150

Leu

Ile

Glu

Arg

Ala

230

Ile

Arg

His

Glu

Asn

55

Val

AsSp

Tyr

Phe

Tyr

135

Leu

Arg

Ile

Lys

Asp

215

Metbt

Lys

val

Asn

Ser

- 40

val

Ser

val

Leu

120

Phe

Leu

Asn

Leu

Leu

200

Gly

Ser

Glu

Tyr

Arg

342-33PCT.ST25.txt

25

Val

Ala

Ser

Thr

Pro

105

Met

Ser

Leu

Ile

Leu

185

Ile

Phe

Phe

val

Asn

265

val

Leu

Ser

Phe

Leu

30

Leu

Asp

Asp

Val

Pro

170

Arg

Arg

Asp

Pro

Val

250

Leu

Ala Arg Leu

Tyr

Ala

75

Ile

Glu

Val

Leu

Asp

155

Arg

1le

Arg

Leu

Ser

235

ATg

Cys

Asp

60

Phe

Leu

Tyr

Leu

Phe

140

Val

Trp

Phe

Arg

Asp

220

Ser

Phe

ser

Val Arg Ile

Page 11

45

Ser

Gly

Ala

Arg

Leu

125

Asn

Val

Thr

His

val

205

Leu

Gly

Leu

Glu

Met

30

Ser

Lys

Leu

Asp

Ser

110

Arg

Ile

Tyr

Hisg

Leu

190

Ser

Thr

Arg

Asp

Arg

270

ILle

Lys

Ile

Phe

Leu

95

Ile

val

Leu

Ile

Leu

175

Phe

Glu

Tyr

Gln

Lys

255

hla

Asp

Phe

Lys

Gly

80

Ile

Ser

Phe

Asp

Phe

160

Leu

His

Asn

Val

Ser

240

Tyr

Asp



His

Asn

305

Lys

Ala

Glu

Thr

Leu

385

Phe

Ile

Cys

Phe

Ser

465

His

Leu

Phe

val

Asn

2590

Glu

Gly

Ser

Arg

Pro

370

Tyr

Ile

Glu

Ser

Asp

450

Asn

Thr

Asp

Ala

Ala

275

val

Trp

Gly

Glu

Arg

355

Ser

Asn

Ile

Met

val

435

Gly

Leu

Ser

Asn

Val

515

Gly

Pro

Met

Thr

Ile

340

Thr

Gln

Trp

Tyr

Glu

420

Leu

Pro

Pro

Phe

Leu

500

Glu

Ser

Thr

Ala

Asp

325

Cys

Asp

Lys

Asn

Ser

405

Lys

Asp

Pro

Thr

Ile

485

His

Ile

Asp

Leu

Gln

310

Arg

Ser

Lys

Arg

Leu

380

Ile

Lys

Asn

Leu

Tyr

470

Glu

Lys

Leu

His

295

Asp

Thr

Thr

Thr

Tyr

375

Pro

Pro

val

Ile

Tyr

455

Tyr

Asn

Gln

Phe

280

Gln

Leu

Gly

Ala

His

360

Val

Pro

Arg

Val

Thr

440

Asp

Asp

Asn

Lys

Gly
820

342-33PCT.8T25.txt

Met Val Val Phe

Glu

Lys

345

Ser

Ala

Arg

Tyr

Phe

425

Thr

Asp

Asn

Arg

Ala

505

Glu

Asn

Met

330

Glu

Glu

Tyr

Arg

val

410

Ser

Asp

Val

Cys

Leu

490

Arg

Lys

Page 12

Ile

315

Ser

Lys

Phe

Ile

385

Arg

Thr

Lys

Lys

ser

475

Tyr

Arg

Met

300

Val

Cys

Leu

Phe

Ala

380

Leu

Asp

Ile

Ile

Val

460

Phe

Leu

Ile

Thr

285

Thr

Ala

Ala

Tyr

Gln

365

Gln

Phe

Leu

Ser

Leu

445

Gln

Tyr

Pro

Tyr

Ser
525

Lys

Ile

Phe

Tyr

350

Gly

val

Ile

Lys

Leu

430

Ile

Phe

Phe

Lys

Pro

510

Ser

Glu

His

Leu

338

Phe

val

Lys

Lys

Ile

415

Gly

Asp

Phe

Trp

Asn

495

Ser

Asp

Val

Cys

320

Ile

Gly

Glu

His

His

400

Gln

Lys

val

Tyr

Leu

480

Glu

Asp

val



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

«<400>

Met

1

Leu

Glu

Ala

Lys

65

Ile

Phe

Leu

Ile

Val

145

Leu

Ile

Leu

Phe

Asn

Gly

Glu

Ala

50

Phe

Lys

Gly

Ile

Ser

130

Phe

Asp

Phe

Leu

Hig
210

10
569
PRT
Homo

10

Glu

Pro

Ala

35

Arg

Glu

Lys

Val

Phe

115

Leu

Val

Thr

Phe

Arg

195

Gln

sapiens

Ser

Asn

20

Pro

Val

val

Ile

Phe

100

Thr

Ala

Glu

Ala

Asp

180

Leu

Lys

Pro

Asp

Ala

Ser

Glu

val

Leu

Asp

Ile

Arg

Ile

165

Ile

Leu

Arg

AsSp

Ser

Lys

Pro

Asp

His

Val

Ser

Ala

Arg

150

Ile

Lys

Arg

Gln

Pro

Pro

Glu

Ser

Leu

Lys

Leu

135

Gln

vVal

Leu

Leu

Leu
215

Thr

Gln

Ser

40

Ser

Glu

Ile

Leu

Leu

120

Phe

Gln

Ile

Leu

Ile

200

Glu

342-33PCT.8T25.txt

Asp

Thr

25

Pro

Glu

Asn

Val

Asp

105

Tyr

Phe

Tyr

Leu

Arg

185

Ile

Lys

Leu

10

Ser

Hisg

Ser

val

Ser

90

Val

Ile

Leu

Phe

Leu

17¢

Agn

Leu

Leu

Page 13

Ala

Glu

Thr

Val

Ala

75

Ser

Thr

Pro

Met

Sex

155

Leu

Ile

Leu

Ile

Gly

Phe

Ser

Leu

60

Ser

Phe

Leu

Leu

Asp

140

Asp

Val

Pro

Arg

Arg
220

val

Lys

Glu

45

Ala

Tyx

Ala

Ile

Glu

125

Val

Leu

ASp

Arg

Ile

205

Arg

Ile

Gly

Phe

Arg

Asp

Phe

Leu

110

Tyr

Leu

Phe

val

Trp

180

Phe

Arg

Ile

Ala
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Glu

Arg

Pro

Asn

230

Glu

Gly

Asp

Pro

370

Thr

Ile

His

Ile

Asp
450

<210>
<21l>

Arg

Arg

Asn

Lys

278

val

Trp

Gly

Lys

Asn

355

Leu

Glu

Lys

Leu
4358

15
21

Ile

Asn

His

260

His

Pro

Met

Thr

val

340

Ile

Tyr

Asn

Gln
420

Phe

Ile

Pro

245

Tyr

Phe

Thr

Ala

Gly

325

val

Thr

Asp

Asp

Asn

405

Lys

Gly

Ala

230

Ile

Arg

His

Leu

Gln

310

Tyr

Phe

Thr

Asp

‘Asn

380

Arg

Ala

Glu

Met

Lys

Val

Asn

Hig

295

Asp

Val

Ser

Asp

Val

375

Cys

Leu

Arg

Lys

Ser

Glu

Tyr

Arg

280

Gln

Leu

Arg

Thr

Lys

360

Lys

Ser

Arg

Met
440

342-33PCT.ST25.txt

Phe

val

Asn

265

Val

Met

Glu

Asp

Ile

345

Ile

val

Phe

Leu

Ile

425

Thr

Pro

Val

250

Leu

val

Val

Asn

Leu

330

Ser

Leu

Gln

Tyr

Pro
410

Tyr

Ser

Page 22

Ser

238

Arg

Cys

Arg

val

Ile

315

Lys

Leu

Ile

Phe

Phe

395

Lys

Pro

Serxr

Ser

Phe

Ser

Ile

Phe

300

Val

Ile

Gly

Asp

Phe
380

Trp I

Asn

ser

Bsp

Gly

Leu

Glu

Met

285

Thr

Ala

Gln

Lys

Val
365

Tyr

Glu

Asp

val
445

Arg

Asp

Arg

270

Ile

Lys

Ile

Ile

Cys

350

Phe

Ser

His

Leu

Phe

430

val

Gln

Lys

255

Ala

Asp

Glu

Hige

Glu

33%

Ser

Asp

Asn

Thr

Asp

415

Ala

Ala

Ser

240

Lys

TYyT

Asp

Val

Cys

320

Met

Val

Gly

Leu

Ser

400

Asn

val

Gly
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<212> DNA
<213> Artificial sequence

<220>
<223> Target segquence

<400> 15
teggtacttyg ataacattac a

<210> 16
<21l> 21
<212> DNA

<213> Artificial segquence

<220>
<223> giRNA sense strand

«220>

<221> misc_feature

«222> {(1)..{(19)

<223> ribonucleotide bases

<400> 16
gguacuugau aacauuacat €

<210> 17
<21ll> 21
<212> DNA

<213> Artificial seguence

<220>
<223> siRNA antisense strand

<220>

<221> misc_feature

<222>  (1)..(19)

<223» ribonucleotide bases

<400> 17
uguaauguua ucaaguaccg a

<210> 18
<211> 21
212> DNA

<213s> Artificial sequence

<220>
<223> Target seguence

<400> 18
cagacttgtg ttattctage a

<210> 18
<211l> 21
<212> DNA

<213> Artificial seguence

<220>
Page 23

21

21

21

21
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«223> siRNA sense strand

<220>

<221> misc_feature

<222> (1) ..(19)

<223> ribonucleotide bases

<400> 19
gacuuguguu auucuagcat t

<210> 20
<21l> 21
<212> DNA

<213> BArtificial seguence

<220>
<223> SiRNA antisense strand

«220>

<221> misc_feature

<222> {1)..(19)

«223> ribonucleotide bases

<400> 20
ugcuagaaua acacaaguct g

«210> 21
<211> 21
<212> DNA

<213> Artificial sequence

<220>
<223> Target sequence

<400> 21
ctgaaatatg ttcaactgca a

<210> 22

<21l> 21
<212> DNA

<213> Artificial seguence

«<220>
<223> siRNA sense strand

<220>

<221> wisc_feature

<222> (1) ..{(19)

<223> ribonucleotide bases

<400> 22
gaaauauguu caacugcaat t

«210> 23
<211> 21
<212> DNA

<213> Artificial seqguence
bPage 24

LExt

21

21

21

21
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<220>
<223> sSiRNA antisense strand

<220>

<221> misc_feature

<222>  (1)..(19)

<223> ribonucleotide bases

<400> 23
uugcaguuga acauauuuca g

<210> 24
<211> 21
<212> DHNA

<213> Artificial sequence

<220>
<223> Target sequence

<400> 24
cagattggca accaagacta a

<210> 2%
<211> 21
<212> DNA

<213> Artificial seqguence

«220>
<223> SiRNA sense strand

«220>

<221> misc_feature

222> (1) ..(19)

<223> ribonucleotide bases

<400> 25
gauuggcaac caagacuaat t

<210> 26
<211> 21
<212> DNA

<213> Artificial sequence

<220>
<223> giRNA antisense strand

<220>

<221> misc_feature

<222>  {1)..(19)

<223> ribonucleotide bases

<400> 26
uuagucuugyg uugcecaauct g

<210> 27
<21ll> 21

Page 25
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21

21

21
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<212> DNA
<213> Artificial sequence

<220>
<223> Target sequence

<400> 27
aaccetgeca catgttecata t

<210> 28
«211l> 21
<212> DNA

<213> Artificial seguence

<220>
<223> SiRNA sense strand

<220>

<221> misc_feature

<222> (1)..{19)

«223> ribonucleotide bases

<400> 28
cccugecaca uguucauaut t

<210> 29
<211> 21
<212> DNA

<213> Artificial seguence

<220>
<223> giRNA antisense strand

<220>

<221> misc_feature

«222> (1) ..(19)

<223> ribonucleotide bases

<400> 28
avaugaacau guggeagggt t

<210> 30
«211> 21
<212> DNA

<213> Artificial sequence

<220>
<223> Target sequence

<400> 30
aatgacagtc cacagacaag t

<210> 31
<211l> 21
«212> DNA

<213> Artificial sequence

<220>
Page 26
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<223> siRNA sense strand
<220> .

«221> misc_feature

<222> (1) ..{19)

«223>

<400> 31

ugacagucca cagacaagut t

<210> 32

<211>» 21

<212> DNA

<213> Artificial sequence
<220>

«<223> siRNA antisense strand
<220>

<221> misc_feature

<222>  (1)..(19)

<223> ribonucleotide bases
<400> 32

acuugucugu ggacugucat t

<210> 33

<21l> 21

<212> DNA

<213> Artificial sequence
<220>

<223> Target sequence
<400> 33

aagctgataa gaaggcgggt €

<210> 34

«211> 21

<212> DNA

<213> Artificial sequence
<220>

<223> siRNA sense strand
<220>

<221> misc_feature

<222> (1) ..{19)

<223> ribonucleotide bases
<400> 34

geugauaaga aggcggguut t

<210> 35

<21l> 21

<212> DNA

<213> Artificial seguence

Page 27
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<220>
<223> SiRNA antisense strand

<220>

<221> misc_feature

<222>  (1)..{(18)

«223> ribonucleotide bases

<400> 35
aacccgeocuu cuuaucaget t

<210> 36
<211> 21
<212> DNA

<213> Artificial seguence

<220>
«223> Oligonucleotide

<400> 36
tggatgtcac tctcatcctt g

<210> 37
<211> 21
<212> DNA

«213> Artificial seguence

<220>
<223> Oligonucleotide

<400> 37
ccatagttce tgttctatect g

<210> 38
<21l> 21
<212> DNA

<213> Artificial sequence

<220>
<223> Oligonucleotide

<400> 38
gagtctacaa tctatgeagt g

<210> 39
<21l> 212
<212> DNA

«213> Artificial sequernce

<220>
<223> Oligonucleotide

<400> 39
cgatgctectt agetgagtgt <

<210> 40
<211l> 21
<212> DNA

Page 28

21

21

21

21

21
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<213> Artificial sequence

<220>

<223> Oligonucleotide

<400> 490

taaccagaca aatcgctcca ¢ 21
<210> 41

<211> 46

<212> DNA

<213> Artificial sequence

<220>
<223> OQOligonucleotide

<400> 41

gagagaaagc ttccaccatg aatgaaagtc ctgatccgac tgacct 46
<210> 42

<211> 44

<212> DNA

<213> Artificial seguence

<220>
<223> - Oligonucleotide

<400> 42

gagagaaagc ttgatcggat ccagctacaa catcactgga agtce 44
<210> 43

<211> 21

«<212> DNA

<213> Artificial sequence

<220>
<223> siRNA sense strand

<220>

<221> misc_£feature

<222>  {1)..(19)

«223> ribonucleotide bases

<400> 43

uaacuguaua aucgacuagt t 21
<210> 44

<211> 21

<212> DNA

<213> Artificial seguence

<220>
<223> siRNA antisense strand

<220>

<221> misc_feature

<222>  (1)..(19)

<223> ribonucleotide bases

Page 29



<400> 44

342-33PCT.ST25.txt

cuagucgauu auacaguuag a

<210> 45

<211> 21

«212> DNA

<213> Artificial sequence
<220>

<223> Oligonuclectide
<400> 45

cagctgacta aacagaagca g

<210> 46

<211> 22

«212> DNA

<213> Artificial sequence
<220>

<223> Oligonucleotide
<400> 46

gagttgaatg cagtcatcac ag

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

47
19812
DNA

<400> 47

ttttttttet
ccteagegte
gaaggatata
taattctectt
tggtttttta
gtgaatgtcc
aatgggctca
tttcaataaa
caatggattyg
gtacaggctg
agttgatgec
ctacacagtc
cectggeeate
ggtctatgtt

caacgtcagt

Homo sapiens

tcectctagt
tcagtgeect
atgaagtcac
gtgcecttag
aattgcttta
attectttge
ggggactatg
atctteetge
gteatcctgg
cacctgtecag
gtggcaaact
aacctctaca
gtccacgeca
ggcegtetgga

gaggcagaty

gggcggggea

tttgttctaa
tatgggaaaa
cccactactt
aaaattttLe
ctcttttgea
actccatgaa
ccaccatcta
tcatgggtta
tggccgacct
ggtactttgy
gcagtgtect
ccaacagtca
tcectgeect

acagatatat

gaggagttag
acaaagaatt
gatggggagg
cagaatttce
ttaactgggt
gatatacact
ggaaccctgt
ctccatcatce
ccagaagaaa
cctctttgte
gaacttecta
catcctggcec
gaggccaagy
cctgetgact

ctgtgaccgce
bpage 30

ccaagatgtg
ttgtaattgyg
agagttgtag
tgaagaaagc
taatgecttge
tcagataact
ttccgtgaag
ttcttaactyg
ctgagaagcea
atcacgctte
tgcaaggcadg
tteatcagtce
aagctgttgy
attcccgact

ttetacceca

actttgaaac
ttctaccaaa
gattctacat
aagectgaat
tgaattggaa
acaccgagga
aaaatgctaa
gcattgtaggg
tgacggacaa
cecttetgggce
tccatgtecat
tggaccgcta
ctgaaaagdt
tcatctttge

atgacttgtyg

21

21

22

60

120

180

240

300

360

420

480

540

600

660

720

780

840

500



ggtggttgtg
cctgtectge
caaggcecte
ctacattggg
gtttgagaac
ttgtctgaac
cgcactcacc
tggacattca
atgtaaaaga
tataaaagac
tetttagttt
atgtgtgtet
ctgtagaaaa
atcecccaget
taagacgtga
atgctggttt
tattaagttg
<210>
<211>

<212>
<213>

48

DNA
<400> 48

gacttcagtt
cagtagccac
cagataacta
teccocgtgaaga
tcttaactygg
tgagaagcat
tcacgettcece
gcaaggcagt
tcatcagtct
agctgttggce

ttceccgactt

tteccagttte
tattgcatta
aagaccacag
atcagcatcg
actgtgcaca
cccatectcet
tectgtgagea
tctgttteca
ctttttttta
tgaccaatat
ttgtgaagtt
aggcaggace
gggaactgaa
gtttatgcat
ttttgctgta
técagttttc

ttaataaaag

1691

Homo sapiens

tgttggctge
cgeatctgga
caccgaggaa
aaatgctaat
cattgtggge
gacggacaag
cttetgggcea
ccatgtcatc

ggaccgetac

‘tgaaaaggtg

catctttgec

342-33PCT.8T25.txt

agcacatcat
tcatctccaa
tcatcctcat
actccttecat
agtggattec
atgctttccect
gagggtccag
ctgagtctga
tacgataaat
tgtacagttt
taattgactt
tgtggccaag
cattccagag
agataatctc
gaagatggca
aggagtgggt

tacatgttaa

ggcagcaggt
gaaccagegyg
atgggctcag
ttcaataaaa
aatggattgg
tacaggctge
gttgatgecg
tacacagtca
ctggeoeatcyg
gtetatgttg

aacgtcagtyg

ggttggeett
getgteacac
cectggettte
cectectggaa
catcaccgag
tggagccaaa
cctcaagate
gtecttcaagt
aacttttttt
ttattgcttg
atttatataa
ttettagttyg
cgtgtagtga
teccattecey
cttataacca
tgatttcage

acttaaaaaa

agcaaagtga
ttaccatgga
gggactatga
tecttectgee
tcatcctggt
acctgtcagt
tggcaaactg
acctctacag
tccacgecac
gecgtetggat

aggcagatga

Page 31

atcctgcetyg
tccaagggec
ttecgeetgtte
atcatcaagc
gecctagett
tttaaaacct
ctetecaaag
tttcactcea
taagttacac
ttggattttt
attteLittg
ctgtatgtct
atcacgtaaa
tggaacgttt
aagcccaaag
acctacagtg

adaaaaaaaa

cgccgaggygce
ggggatcagt
ctccatgaag
caccatctac
catgggttac
ggecgaccte
gtactttgygyg
cagtgtcctc
caacagtcag
ccetgeecte

cagatatatc

gtattgtcat
accagaagecg
ggctgcectta
aagggtgtga
tcttccactg
ctgceccagea
gaaagcgagg
gctaacacag
atttttcaga
gtcttgtgtt
tttcatattyg
cgtggtagga
getagaaatg
ttcctgttet
tggtatagaa
tacaétcttg

aa

ctgagtgete
atatacactt
gaaccectgtt
teccatcatct
cagaagaaac
ctetttgtea
aacttcctat
atcctggect
aggccaagga
ctgctgacta

tgtgaccget

960

1020

1080

1140

1200

1260

1320

1380

1440

1500

1560

1620

1680

1740

1800

1860

19212

60

120

180

240

300

360

420

480

540

600

660



tctaccccaa
tcectgeotgy
ccaagggcca
tcgeetgttyg
tcatcaagca
ccctagettt
ttaaaacctc
tcteccaaagy
ttcactceag
aagttacaca
tggatttttg
tcttttttgt
tgtatgtctc
tcacgtaaayg
ggaacgtttt
agcccaaagt
cctacagtgt
aaaaaaaaaa
<210>
<211>

<212>
<213>

49
356
PRT

<400> 49

Met Ser Ile

1

Thr Glu Glu

Phe Arg Glu

35

Tyr Ser Ile

50

Leu Val Met

65

Homo

tgacttgtgg
tattgtcate
ccagaagege
gctgecttac
agggtgtgag
cttccactgt
tgccecageac
aaagcgaggt
ctaacacaga
tttttcagat
tcttgtgttt
tteatattga
gtggtaggac
ctagaaatga
tcetgtictt
ggtatagaaa
acagtcttgt

a

sapiens

Leu

Pro

Met
20

Gly
Glu Asn
Ile

Phe

Gly Tyr

Pro

Ser

Ala

Leu

Gln
70

342-33PCT.ST25.txt

gtggttgtgt
ctgtcctget
aaggccctea
tacattgygga
tttgagaaca
tgtctgaacc
gcactcacct
ggacattcat
tgtaaaagac
ataaaagact
ctttagtttt
tgtgtgtceta
tgtagaaaag
tcceccagety
aagacgtgat
tgctggtttt

attaagttgt

Leu Leu

Gly

Asp

Phe
40

Asn

Thr
55

Gly

Lys Lys

tecagtttea
attgcattat
agaccacagt
tcagcatcga
ctgtgcacaa
ccatcctcta
ctgtgagcag
ctgtttecac
ttttttttat
gaccaatatt
tgtgaagttt
ggcaggacct
ggaactgaac
tttatgcata
tttgctgtag
tcagttttca

taataaaagt

Gln Ile

10

Tyr

Tyr Ser

25

Asp

Asn Lys Ile

Ile Val Gly

Ser
75

Leu Arg

Page 3¢

gcacatcatyg
catcteccaag
catectcate
ctecttcatce
gtggatttice
tgettteoctt
agggtceagce
tgagtctgag
acgataaata
gtacagtttt
aattgactta
gtggccaagt
attccagagd
gataatctet
aagatggcac
ggagtgggct

acatgttaaa

Thr

Met
30

Phe
45

Asn
60

Met

Ser Asp

Lys Glu

Leu Pro

Gly Leu

Thr Asp

gttggectta
ctgtecacact
ctggetttet
ctecetggaaa
atcaccgagyg
ggagccaaat
ctcaagatcce
tctteaagtt
actttretee
tattgcttgt
tttatataaa
tettagttge
gtgtagtgaa
ccattccoegt
Ttataaccaa
gatttcagca

cttaaaaaaa

Asn Tyr

Pro Cys

Thr Ile

val Ile

Lys Tyr

80

720

780

840

300

960

1020

1080

1140

1320

1380

1440

1800

1560

1620

1680

1691



Arg

Phe

Cys

Leu

Ala
145

Tyr

Ile

Phe

Met

Ile

225

Ala

Leu

Ile

ser

Leu

305

Leu

Leu

Trp

Lys

Ile

130

Thr

Val

Ehe

Tyr

Val

210

Ile

Leu

Pro

Ile

Ile
290

Tyr

Thr

His

Ala

Ala

115

Leu

Asn

Gly

Ala

Pro

1985

Gly

Ile

Lys

Tyr

Lys

2758

Thr

Ala

Ser

Leu

val

100

val

Ala

Ser

Val

Asn

180

Asn

Leu

Ser

Thr

Tyr

260

Gln

Glu

Phe

Val

Ser

85

Asp

His

Phe

Gln

Trp

165

val

Asp

Ile

Lys

Thr

245

Ile

Gly

Ala

Leu

Ser
325

Val

Ala

val

Ile

Arg

150

Ile

Leu

Leu

Leu

230

Val

Gly

Cys

Leu

Gly

310

Arg

Ala

Val

Ile

Ser

135

Pro

Pro

Glu

Trp

Pro

215

Ser

Ile

Ile

Glu

Ala

295

Ala

Gly

Ala

Tyr

120

Leu

Arg

Ala

Ala

val

200

Gly

His

Leu

Ser

Phe

280

Phe

Lys

Ser

342-33PCT.ST25.txt
Asp Leu Leu Phe val Ile

Asn

105

Thr

Asp

Lys

Leu L

Asp

185

val

Ile

Ser

Ile

Ile

265

Glu

Phe

Phe

Ser

90

Trp

Val

Arg

Leu

i

170

AsSD

Val

val

Lys

Leu

250

Asp

Asn

His

Lys

Leu
330

Page 33

Tyr

Asn

Tyr

Leu

1585

Leu

ATg

Phe

Gly

235

Ala

Ser

Thr

Cys

Thr
315

Lys

Phe

Leu

Leu

140

Thr

Gln

Leu

220

His

Phe

Phe

Val

Cys

300

Ser

Ile

Gly
Tyr
125

Ala

Glu

Ile
Phe
205
Ser
Gln
Phe
Ile
His
285
Leu

Ala

Leu

Thr

Asn

110

Ser

Ile

Lys

Pro

Cys

190

Gln

Cys

Lys

Ala

Leu

270

Lys

Asn

Gln

Ser

Leu

95

Phe

Ser

vVal

Val

Asp

175

Asp

His

Tyr

Arg

Cys

255

Leu

Trp

Pro

His

Lys
335

Pro

Leu

Val

His

val

160

Phe

Arg

Ile

Cys

Lys

240

Trp

Glu

Ile

Ile

Ala

320

Gly



Lys Arg Gly

Phe His Ser

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

<400>

355

50
352
PRT
Homo

50

Met Glu Gly

1

Gly

Asn

Phe

Tyr

65

Ser

Asp

His

Phe

Gln

1458

Val

Asp

Ser

Ala

Leu

50

Gln

vadld

Ala

val

Ile

130

Arg

Ile

Ser

Leu

Gly

Asn

38

Thr

Lys

Ala

Val

Ile

118

Ser

Pro

Pro

Glu

Trp

342-33PCT.ST25.txXt
Gly His Ser Ser val Ser Thr Glu Ser Glu Ser Ser Ser
340 345 350

Ser

gsapiens

Tle Ser Ile Tyr Thr Ser Asp Asn Tyr Thr Glu Glu Met

Asp Tyr Asp Ser Met Lys Glu Pro Cys Phe Arg CGlu Glu
20 25 30

phe Asn Lys Ile Phe Leu Pro Thr Ile Tyr Ser Ile Ile
40 45

@ly Ile Val Gly Asn Gly Leu Val Ile Leu Val Met Gly

Lys Leu Arg Ser Met Thr Asp Lys Tyr Arg Leu His Leu
70 75 80

Asp Leu Leu Phe Val Ile Thr Leu Pro Phe Trp Ala Val
85 90 85

Ala Asn Trp Tyr Phe Gly Asn Phe Leu Cys Lys Ala Val
100 105 110

Tyr Thr Val Asn Leu Tyr Ser Ser Val Leu Ile Leu Ala
120 125

Leu Asp Arg Tyr Leu Ala Ile Val His Ala Thr Asn Ser
135 140

Arg Lys Leu Leu Ala Glu Lys Val Val Tyr val Gly Val
150 155 160

Ala Leu Leu Leu Thr Ile Pro Asp Phe Ile Phe Ala Asn
165 170 175

ala Asp Asp Arg Tyr Ile Cys Asp Arg Phe Tyr Pro Asn
180 185 190

val Val val Phe Gln Phe Gln His Ile Met Val Gly Leu
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Ile

Lys

225

Thr

Ile

Gly

Ala

Leu

305

Ser

His

Leu

210

Leu

Val

Gly

Cys

Leu

290

Gly

arg

Ser

<210>
<21l>
«<212>
<213>

<220>
«223>

<220>
<221>
<222>
<223>

<400>
ggcguauaca ggaacaauat t

195

Pro

Sexr

Ile

Ile

Glu

275

Ala

Ala

Gly

Ser

51
21
DNA

Gly

His

Leu

Ser

260

Phe

Phe

Lys

ser

val
340

Ile

Ser

Ile

245

Ile

Glu

Phe

Phe

Ser

325

ser

Val

Lys

230

Leu

Asp

Asn

His

Lys

310

Leu

Thr

Ile

215

Gly

Ala

Ser

Thr

Cys

295

Thr

Lys

Glu

Artificial sequence

giRNA sense strand

misc_feature

(1) ..{1%9)

ribonucleotide bases

51

<210s> 52
<21l> 21
<212> DNA
<213>
<220>
<223>

Artificial sequence

200

Leu

Hig

Phe

Phe

Val

280

Cys

Ser

Ile

Ser

s1RNA antisense strand
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Ser

Gln

Phe

Ile

265

His

Leu

Ala

Leu

Glu
345

Cys

Lys

Rla

250

Leu

Lys

Asn

Gln

Ser

330

Ser
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Arg

235

Cys

Leu

Trp

Pro

His

315

Lys

Ser

Cys

220

Lys

Trp

Glu

Ile

Ile

300

Ala

Gly

Ser

205

Ile

Ala

Leu

Ser

285

Leu

Leu

Lys

Phe

Ile

Leu

Pro

Ile

270

Ile

Tyr

Thr

Arg

His
350

Ile

Lys

Tyr

255

Lys

Thr

Ala

sSer

Gly

335

Ser

Ser

Thr
240

Tyr

Gin

Glu

Phe

val

320

Gly

Ser

21
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<220>

<221> misc_feature

<222>  (1)..(19)

«223> ribeonucleotide bases

<400> 52
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