Fra 21 EP Sequenzen.ST25.txt
SEQUENCE LISTING

<110>

Fraunhofer-Gesellschaft zur Férderung der angewandten Forschung e.V.

<120> Inhibition of the liver enriched protein FOXA2 for the treatment of
colorectal 1iver metastases

<130> Fra 21 EP

<160> 13

<170> PatentIn version 3.1
<210> 1

<211> 2242

<212> RNA

<213> Homo sapiens

<220>

<221> Foxa2 mRNA

<222> (1)..(2242)

<223>

<220>

<221> misc_feature

<222> (186)..(1577)

<223> CDS

<400> 1

cccgeccacu uccaacuacc gccuccggec ugcccaggga gagagaggga guggagcecca 60
gggagaggga gcgcgagaga gggagggagg aggggacggu gcuuuggcug acuuuuuuuu 120
aaaagagggu gggggugggg ggugauugcu ggucguuugu uguggcuguu aaauuuuaaa 180
cugccaugca cucggcuucc aguaugcugg gagcggugaa gauggaaggg cacgagccgu 240
ccgacuggag cagcuacuau gcagagcccg agggcuacuc cuccgugagc aacaugaacg 300
ccggecuggg gaugaacggce augaacacgu acaugagcau gucggcggcc gccaugggca 360
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gcggeucggg
ugagcccguc
€ggccggggc
ucggggggca
ugagccccau
gcagcuacac
agcagagccc
uccccuucua
ucaacgacug
ggacccugca
agcgcuucaa
gcaagaaggc
cggccuccga
agcacaagcg
cagagccggce
cccaccaccc
accacccguu
accaccacca
gcuacgguuc
uggacgccuc
uuaugaacuc
cgaggacaag
gcaagggaga
cacccgecugce
aaggaggaaa
uagacuccug
ccauugcugu
cgguguaaaa
aaaaaaaaua
caaucuugac
uuauuuaugg

uuaaaguguu

<210> 2

<211> 2242

caacaugagc

ccuggcgggg
ggccggcegug
ggcggccggyg
guacgggcag

gcacgcaaag
caacaagaug
ccggcagaac
uuuccugaag
cccugacucg
gugcgagaag
ggccgeegga
gacuccggcg

agggggccug

gcccucuccc
gggccugcecg
cuccaucaac
gccccacaaa
ccccaugcecu
gcccecuggcec
cucuuaagaa
ugagagagca
agaaauccau
agccguuccg
acgggaaaga
cuucuucaag
uguugcaggg
tcauguaguu
auguaagggu
acggugaaau
cuuauaaaug

auacccgguu

Fra 21
gcgggcucca

augucccccg

gcgggcaugg
gccaugggcg
gcgggccuga
ccgcecuacu
cugacgcuga
cagcagcgcu
gugcccegeu
ggcaacaugu
cagcuggcgce
gcccaggecu
ggcaccgagu
ggagagcuga
gggcagcagc
ccugaggcecc
aaccucaugu
auggaccuca
ggcagcuugg
gcagauaccu
gacgacggcu
aguggggguc
aacaccccca
ucccaaacag
auauaaaguu
caccugcaga
aagucuuacu
uuaacagaac
cuguuguaaa
ccaggucucg
uguauucugg

uu

EP Sequenzen.ST25.txt

ugaacauguc
gcgegggege
ggccgcacuu
gccuggececc
gccgegeccg
cguacaucuc
gcgagaucua
ggcagaacuc
cgcccgacaa
ucgagaacgg
ugaaggaggc
cacaggcuca
cgccucacuc
aggggacgcc
agcaggcecgce
accugaagcec
ccucggagcea
aggccuacga
ccaugggccc
ccuacuacca
ucaggcccgg
gagacuuugg
ccccaacacc
agggccacac
aaaaaaaagc
uucugauuuu
uaaaaaaaaa
cagaggguug
ugaccaagaa
gguccgauua

cugcaagggc
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gucguacgug
cauggcgggc
gagucccagc
cuacgccaac
cgaccccaag
gcucaucacc
ccaguggauc
cauccgcecac
gcccggcaag
cugcuaccug
cgcaggcegcec
acucggggag
gagcgccucc
ggcugcggeg
ggcccaccug
ggaacaccac
gcagcaccac
acaggugaug
ggucacgaac
ggggguguac
cuaacucugg
ggagacggug
cccaagacag
agauacccca
cuccgguuuc
uuuguuguug
aaaaaauuuu
uacuauuguu
aaagaaaaaa
auuuaugguu

cagaguucca

ggcgcuggea
augggcggcu
cugagcccge
augaacucca
accuacaggc
auggccaucc
auggaccucu
ucgcucuccu
ggcuccuucu
cgcecgccaga
gccggcagceg
gccgeegggce
ccgugccagg
cugagccccc
cugggcccgce
uacgccuuca
cacagccacc
cacuaccccg
aaaacgggcc
ucccggecca
caccccggau
uugcagagac
cagucuucuu
cguucuauau
cacuacugug
uuguucuccu
gugagugacu
uaaaaacagg
aaagcauucc
ucugcgugcu

caaaucuaua

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
2242



<212>
<213>

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

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

<400> 2
aaaaccgggu

cacauuuaua
ggauuucacc
agacccuuac
aaaacuacau
uucccugcaa
ugcuugaaga
auucuuuccc
gacggaacgg
uuauggauuu
cuugcucucu
ucuucuuaag
gcggccaggg
ccaggcaugg
auuuuguggg
uuguugaugg
ggcggcagge
ccgggagagg
cccaggececc

cccgecggag

RNA

Artificial

misc_feature
L.
RNA strand being antiparallel to Foxa2 mRNA

. (2242)

misc_feature
(666) ..(2057)

RNA sequence being antiparallel to Foxa2 mRNA CDS

auaacacuuu
agccauaaau
gugucaagau
auuauuuuuu
gguuuuacac
caacagcaau
agcaggaguc
guuuuccucc
cugcagcggg
cuucucccuu
cacuuguccu
aggaguucau
gcgaggecguc
gggaaccgua
gcugguggug
agaacgggug
ccggguggug
gcgecggeuc
cucgcuugug

ucucggaggc
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aauauagauu
aaagcacgca
ugggaaugcu
uuccuguuuu
cgagucacuc
ggaggagaac
uacacaguag
uuauvauagaa
ugaagaagac
gcgucucugc
cgauccgggg
aaugggccgg
caggcccguu
gccgggguag
gugguggcug
guugaaggcg
gggcgggecc
uggggggcuc

cuccuggcac

cggceeggeg

uguggaacuc
gaaaccauaa
uuuuuuuucu
uaaacaauag
acaaaauuuu
aacaacaaca
uggaaaccgg
cgugggguau
ugcugucuug
aacaccgucu
ugccagaguu
gaguacaccc
uuguucguga
ugcaucaccu
ugguggugcu
uagugguguu
agcagguggg
agcgccgceag
ggggaggcgc
gccuccccga
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uggcccuugce
auuaaucgga
uuuucuuggu
uacaacccuc
uuuuuuuuuu
aaaaaaucag
aggcuuuuuu
cuguguggcc
9ggguguugg
ccccaaaguc
agccgggecu
ccugguagua
ccgggeccau
guucguaggc
gcugcuccga
ccggcuucag
ccgcggecug
ccggeguccc
ucgagugagg

guugagccug

agccagaaua
cccgagaccu
cauuuacaac
ugguucuguu
uaaguaagac
aaucugcagg
uuaacuuuau
cucuguuugg
ggugggggug
ucgaccccca
gaagccgucg
ggagguaucu
ggccaagcug
cuugaggucc
ggacaugagg
gugggccuca
cugcugcugc
cuucagcucu
cgacucggug

ugaggccugg

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
9260

1020
1080
1140
1200



gcuccggegg
ugcuucucgce
cccgagucag
accuucagga
ugguucugcc
agcaucuugu
ggcuuugcgu
gccugcccgu
gccccggecg
gccacgecgg
auccccgeca
gcgcucaugu
augccguuca
gcauaguagc
cuggaagccg
cccecccacce
ccucucucgce

gcgguaguug

<210> 3

<211> 463
<212> PRT
<213>

<220>

<221>

<223>

<400> 3

Met His Ser Ala Ser Ser Met Leu Gly /ﬂ)a val Lys Met Glu
1 5

Glu Pro Ser Asp Trp Ser Ser Tyr Tyr Ala Glu Pro Glu Gly
20 25 30

ccgccuucuu
acuugaagcg
ggugcagggu
aacagucguu
gguagaaggg
uggggcucug
gcguguagcu
acauggggcu
ccugcccccc
ccgcececgge
gggacgggcu
ugcccgagec
uccccaggec
ugcuccaguc
agugcauggc
ccacccucuu
gCcucccucuc

gaagugggcg

Homo sapiens

MISC_FEATURE

Fra 21
gcecgeugecg

cuucuggcgg
ccagaaggag
gaaggagagc
gaagaggucc
cuggauggcc
gcgccuguag
cauggaguuc
gagcgggcuc
cgagccgcecc
caugccagcg
gcugcccaug
ggcguucaug
ggacggcucg
aguuuaaaau
uuaaaaaaaa

ccugggcucc

99

Foxa2 gene product

EP Sequenzen.ST25.txt

gcggegeeug
cgcagguagc
cccuugeegg
gaguggcgga
augauccacu
auggugauga
gucuuggggu
auguuggcgu
aggcugggac
augcccgeca
cccacguacg
gcggcecgeceg
uugcucacgg
ugcccuucca
uuaacagcca
gucagccaaa

dacucccucuc

cggccuccuu
agccguucuc
gcuugucggg
uggaguucug
gguagaucuc
gcgagaugua
cgcgggegeg
agggggccag
ucaagugcgg
uggcgcecgce
acgacauguu
acaugcucau
aggaguagcc
ucuucaccgc
caacaaacga
gcaccguccc

ucucccugygg

cagcgccagce
gaacauguug
€gagcggggc
ccagcgeugce
gcucagcguc
cgaguagggc
gcucaggcecc
gccgeccaug
ccccaugecc
gccgggggac
cauggagccc
guacguguuc
cucgggcucu
ucccagcaua
ccagcaauca

cuccucccuc

caggccggag

Gly His
15

Tyr Ser

ser val Ser Asn Met Asn Ala Gly Leu Gly Met Asn Gly Met Asn Thr
40
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45

1260
1320
1380
1440
1500
1560
1620
1680
1740
1800
1860
1920
1980
2040
2100
2160
2220
2242
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Tyr Mgt ser Met Ser Ala ?;a Ala Met Gly Ser g1y Ser Gly Asn Met
5 0

ser Ala Gly Ser Met Asn Met Ser Ser Tyr val Gly Ala Gly Met Ser
65 70 75 80

Pro Ser Leu Ala Gly Met Ser Pro Gly Ala Gly Ala Met Ala Gly Met
85 90 95

Gly Gly ser Ala Gly Ala Ala Gly val Ala Gly Met Gly Pro His Leu
100 105 110

ser Pro Ser Leu Ser Pro Leu Gly Gly GIn Ala Ala Gly Ala Met Gly
115 120 125

Gly Leu Ala Pro Tyr Ala Asn Met Asn Ser Met Ser Pro Met Tyr Gly
130 135 140

GIn Ala Gly Leu Ser Arg Ala Arg Asp Pro Lys Thr Tyr Arg Arg Ser
145 150 155 160

Tyr Thr His Ala Lys Pro Pro Tyr Ser Tyr Ile Ser Leu Ile Thr Met
165 170 175

Ala Ile Gln GIn Ser Pro Asn Lys Met Leu Thr Leu Ser Glu Ile Tyr
180 185 190

Gln Trp Ile Met Asp Leu Phe Pro Phe Tyr Arg GIn Asn Gln GIn Arg
195 200 205

Trp Gln Asn Ser Ile Arg His Ser Leu Ser Phe Asn Asp Cys Phe Leu
210 215 220

Lys val Pro Arg Ser Pro Asp Lys Pro Gly Lys Gly Ser Phe Trp Thr
225 230 235 240

Leu His Pro Asp Ser Gly Asn Met Phe Glu Asn Gly Cys Tyr Leu Arg
245 250 255

Arg GIn Lys Arg Phe Lys Cys Glu Lys Gln Leu Ala Leu Lys Glu Ala

Ala Gly Ala Ala Gly Ser Gly Lys Lys Ala Ala Ala Gly Ala Gln Ala
275 280 285

Sser GIn Ala GIn Leu Gly Glu Ala Ala Gly Pro Ala Ser Glu Thr Pro
290 295 300

Ala Gly Thr Glu Ser Pro His Ser Ser Ala Ser Pro Cys GIn Glu His
305 310 315 320
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Lys

ser

Ala

Asn

385

His

Tyr

val

ser

Arg

Pro

His

Leu

370

Asn

Gln

Pro

Thr

Tyr
450

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

<220>
<221>
<223>

<400>
cgaacauguu gcccgaguca gggug

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

Gly Gly

Pro Glu
340

Leu Leu
355

Lys Pro

Leu Met

Pro His

Gly Tyr
420

Asn Lys
435

Tyr GIn
4

25

RNA

Leu

325

Pro

Gly

Glu

ser

Lys

Gly

Thr

Gly

Artificial

misc_feature

corresponds to residues 1310-1334 of SEQ ID NO: 2

4

5
25

RNA

Artificial

Gly

Ala

Pro

Ser
390
Met
ser

Gly

val

Fra 21 EP

Glu Leu Lys

Pro

Pro

His

375

Glu

Asp

Pro

Leu

TYyr
455

ser
His
360
Tyr
GlIn
Leu
Met

Asp

ser

Pro

345

His

Ala

GIn

Lys

Pro

425

Ala

Arg

Sequenzen.ST25. txt

Gly Thr Pro Ala Ala

330

Gly Gln

Pro Gly

Phe Asn

His His

395

Ala Tyr
410
Gly Sser

Ser Pro

Pro Ile

Seite 6

Gln

Leu

His

380

His

Glu

Leu

Leu

Met
460

Gln

Pro

365

Pro

Ser

GlIn

Ala

Ala

445

Asn

Gln
350
Pro
Phe
His
val
Met
430

Ala

ser

Ala

335

Ala

Glu

Ser

His

Met

415

Gly

Asp

ser

Leu

Ala

Ala

His
400

Pro

Thr



Fra 21 EP Sequenzen.ST25.txt
<220>
<221> misc_feature

<223> corresponds to residues 1983-2007 of SEQ ID NO: 2

<400> 5

auaguagcug cuccagucgg acggc 25
<210> 6

<211> 25

<212> RNA

<213> Artificial

<220>
<221> misc_feature

<223> corresponds to residues 1838-1862 of SEQ ID NO: 2

<400> 6

acgacgacau guucauggag cccgc 25
<210> 7

<211> 25

<212> RNA

<213> Artificial

<220>
<221> misc_feature

<223> corresponds to residues 1945-1969 of SEQ ID NO: 2

<400> 7

uucauguugc ucacggagga guagc 25
<210> 8

<211> 25

<212> RNA

<213> Homo sapiens

<220>
Seite 7



Fra 21 EP Sequenzen.ST25.txt
<221> misc_feature

<223> corresponds to residues 909-933 of SEQ ID NO: 1

<400> 8
cacccugacu cgggcaacau guucg

<210> 9
<211> 25
<212> RNA

<213> Homo sapiens

<220>
<221> misc_feature

<223> corresponds to residues 236-260 of SEQ ID NO: 1

<400> 9
gccguccgac uggagcagcu acuau

<210> 10
<211> 25
<212> RNA

<213> Homo sapiens

<220>
<221> misc_feature

<223> corresponds to residues 381-405 of SEQ ID NO: 1

<400> 10
gcgggcucca ugaacauguc gucgu

<210> 11
<211> 25
<212> RNA

<213> Homo sapiens

<220>

<221> misc_feature
Seite 8

25

25

25



<223>

<400> 11

Fra 21 EP Sequenzen.ST25.txt

gcuacuccuc cgugagcaac augaa

<210> 12

<211> 1398
<212>

<213>

DNA

Homo

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

HNF6
D.

<400> 12
atgaacgcgc

gtgccecgecc
cgcggcagec
ggcggcageg
ggcccectgce
accacctaca
aagttccccc
ctggcgggcea
atgaataacc
cccctcteca
gcccacccgg
caccacccgg
atggtgccca
cacgggcaac
agcaatggaa
atcaccaccg
tgccgetecc
aaatccggcc

cgcatgtccg

sapiens

cDS
. (1398)

agctgaccat
ctgccgacct
acctgccccc
gcggcggaga
atcccaccat
ccaccttgac
accatcacca
acgtgagcgg
tctatacccc
gctccggtct
gggccgcecat
ccatgctcgg
tcaacggcct
tcctgggeac
gtaattcagg
agctcaagceg
aggggaccct
gggagacctt

cgctccgett

ggaagcgatc
gctgggeggc
cgcgcacccg
ttaccaccac
gaccatggcc
ccctctgeag
ccaccaccat
tagcttcacg
ctaccacaag
gggcagcatc
gcccaccgac
ccgccacggg
tcctccgeac
agcccgggag
gcagatggaa
ctacagcatc
ctcggacctg
ccggaggatg

agcagcatgc

ggcgagctge
agcccccacg
cgctccatgg
caccaccggg
tgcgagactc
ccgetgectce
caccaccacc
ctcatgcggg
gacgtggccg
cacaactccc
aagatgctca
gagcagcacc
catccccacg
cccaaccctt
gagatcaata
ccacaggcca
ctgcgcaacc
tggaagtggc

aaaaggaaag
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corresponds to residues 274-298 of SEQ ID NO: 1

acggggtgag
cgcgcagctc
gcatggcgtc
cccctgagea
ccccaggtat
ccatctccac
acccgcacca
atgagcgcgg
gcatgggcca
agcaagggct
ccecccaacgg
tcacgcccac
cccacctgaa
cggtgaccgg
ccaaagaggt
tcttecgegea
ccaaaccctg
tgcaggagcc

dadCadgaaca

ccatgagccg
cgtggcgcac
cctgctggac
cagcctggec
gagcatgccc
agtctcggac
ccaccagcgce
gctggectcc
gagcctctcg
cccccactat
cttcgaagcc
ctcggecggce
cgcccagggc
cgcgcaggtc
ggcgcagegt
gagggtgctc
gagcaaactc

ggagttccag
tgggaaggat

25

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960

1020
1080
1140



agaggcaaca
catgcaatat
cagctggggt
ctggacaagt

acttgtacca

<210> 13
<211> 465
<212> PRT

Fra 21 EP Sequenzen.ST25.txt
cacccaaaaa gcccaggttg gtcttcacag atgtccagcg tcgaactcta

tcaaggaaaa taagcgtcca tccaaagaat tgcaaatcac catttcccag

tggagctgag cactgtcagc
ggcaggacga gggcagctcc

aagcatga

<213> Homo sapiens

<220>

<221> MISC_FEATURE

<223> HNF6 gene product

<400> 13
Met Asn Ala
1

Ser His Glu

His Ala Arg
35

His Pro Arg
50

Gly Gly Asp
65

Gly Pro Leu

Met Ser Met

Pro Pro Ile
115

His His His
130

val ser Gly

Gln

Pro

20

Ser

ser

Tyr

His

Pro

100

Ser

ser

Leu

val

ser

Met

His

Pro

85

Thr

Thr

His

Phe

Thr

Pro

val

Gly

His

70

Thr

Thr

val

His

Thr

Met

Ala

Met

55

His

Met

Tyr

ser

Pro

135

Leu

Glu

Pro

His

40

Ala

His

Thr

Thr

ASp

His

Met

aacttcttca tgaacgcaag aaggaggagt

aattcaggca actcatcttc ttcatcaagc

Ala Ile Gly Glu Leu His Gly val
10 15

Ala Asp Leu Leu Gly Gly Ser Pro
25 30

Arg Gly Ser His Leu Pro Pro Ala
45

Ser Leu Leu gsp Gly Gly Ser Gly
0

Arg Ala Pro Glu His Ser Leu Ala
75 80

Met Ala Cys Glu Thr Pro Pro Gly
90 95

Thr Leu Thr Pro Leu Gln Pro Leu
105 110

Lys Phe Pro His His His His His
125

His His GIn Arg Leu Ala Gly Asn
140

Arg Asp Glu Arg Gly Leu Ala Ser
Seite 10

1200
1260
1320
1380
1398



145

Met

Gln

Ser

Thr

Met

225

Met

Asn

Pro

Met

Leu

305

Cys

Trp

Trp

Ala

Pro

385

His

Thr

Asn

ser

Gln

AsSp

210

Leu

val

Ala

Ser

Glu

290

Lys

Arg

ser

Leu

cys

370

Lys

Ala

Ile

Asn

Leu

Gln

195

Lys

Gly

Pro

Arg

ser

Lys

Gln

355

Lys

Lys

Ile

ser

Leu

Ser

180

Gly

Met

Arg

Ile

Ile

Tyr

Gln

Leu

340

Glu

Arg

Pro

Phe

Gln

Tyr

165

Pro

Leu

Leu

His

Asn

245

Gly

Asn

Ser

Gly

Lys

Pro

Lys

Arg

Lys

Gln

150

Thr

Leu

Pro

Thr

Gly

Gly

Gly

Ala

Thr

Ile

310

Thr

Ser

Glu

Glu

Leu

390

Glu

Leu

Fra 21 EP

Pro

Ser

His

Pro

215

Glu

Leu

Gln

Gln

Lys

295

Pro

Leu

Gly

Phe

Gln

375

val

Asn

Gly

Tyr

Ser

Tyr

200

Asn

Gln

Pro

Leu

val

280

Glu

Gln

ser

Arg

Gln

360

Glu

Phe

Lys

Leu

His

Ser

185

Ala

Gly

His

Pro

Leu

265

Ser

val

Ala

Asp

Glu

345

Arg

His

Thr

Arg

Glu

Sequenzen.ST25.txt

155

Lys Asp val Ala Gly

170

Gly

His

Phe

Leu

His

250

Gly

Asn

Ala

Ile

Leu

330

Thr

Met

Gly

Asp

Pro
410

Leu

Pro

Glu

Thr

235

His

Thr

Gly

GlIn

Phe

315

Leu

Phe

Ser

Lys

val

395

ser

Gly

Gly

Ala

220

Pro

Pro

Ala

ser

Arg

Arg

Ala

Asp

Gln

Lys

Leu Ser Thr
Seite 11

ser

Ala

205

His

Thr

His

Arg

Asn

285

Ile

Gln

Asn

Arg

Leu

365

Arg

Arg

Glu

val

Ile

190

Ala

His

ser

Ala

Glu

270

Ser

Thr

Arg

Pro

Met

350

Arg

Gly

Arg

Leu

Ser

Met
175
His
Met

Pro

Ala

Pro

Gly

Thr

val

Lys

335

Trp

Leu

Asn

Thr

Gln

415

Asn

160

Gly

Asn

Pro

Ala

Gly

Leu

Asn

Gln

Glu

Leu

320

Pro

Lys

Ala

Thr

Leu

400

Phe



Fra 21 EP Sequenzen.ST25.txt
420 425 430

Phe Met Asn Ala Arg Arg Arg Ser Leu Asp Lys Trp Gln Asp Glu Gly
435 440 445

Sser Ser Asn Ser Gly Asn Ser Ser Ser Ser Ser Ser Thr Cys Thr Lys
450 455 460

Ala
465
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