1
SEQUENCE LISTING
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Consejo Superior de Investigaciones Cientificas (CSIC)

<120> INHIBIDORES DE LA MEK 1/2 PARA EL TRATAMIENTO DE LA FIBROSIS
PERITONEAL

<130> PCT1997.1

<160> 58

<170> PatentIn version 3.5

<210> 1

<211> 393

<212> PRT

<213> Homo sapiens
<400> 1

Met Pro Lys Lys Lys Pro Thr Pro ITe Gln Leu Asn Pro Ala Pro Asp
1 5 10 15

Gly Ser Ala val Asn Gly Thr Ser Ser Ala Glu Thr Asn Leu Glu Ala
20 25 30

Leu GIn Lys Lys Leu Glu Glu Leu Glu Leu Asp Glu GIn Gln Arg Lys
35 40 45

Arg Leu Glu Ala Phe Leu Thr GIn Lys GIn Lys val Gly Glu Leu Lys
50 55 60

Asp Asp Asp Phe Glu Lys Ile Ser Glu Leu Gly Ala Gly Asn Gly Gly
65 70 75 80

val val Phe Lys val Ser His Lys Pro Ser Gly Leu val Met Ala Arg
85 90 95

Lys Leu Ile His Leu Glu Ile Lys Pro Ala Ile Arg Asn Gln Ile Ile
100 105 110

Arg Glu Leu GIn val Leu His Glu Cys Asn Ser Pro Tyr Ile val Gly
115 120 125

Phe Tyr Gly Ala Phe Tyr Ser Asp Gly Glu Ile Ser Ile Cys Met Glu
130 135 140

His Met Asp Gly Gly Ser Leu Asp Gln val Leu Lys Lys Ala Gly Arg
145 150 155 160

Ile Pro Glu Gln Ile Leu Gly Lys val Ser Ile Ala val Ile Lys Gly
165 170 175

Leu Thr Tyr Leu Arg Glu Lys His Lys Ile Met His Arg Asp val Lys
180 185 190
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2
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1
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Thr
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Tyr
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Leu
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Arg
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Leu

val
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Gln
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Ile
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Leu
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Trp
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390

Lys

Pro

Asn

Leu

215
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Trp

Ile

val

Arg
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Ser

Ile
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Leu
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Pro

Ser

Lys
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Ile

Pro

Ser

Pro

Glu
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Pro
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Lys

Phe
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val
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Lys
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265
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Leu

Leu

val

Asn

345

Ile
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val

Leu

Thr
25

Leu
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Arg Leu

235

Gly Leu

Pro Asp

Asp Ala

Ser Ser

Leu Asp

315

Phe Ser
330
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Lys Arg

Thr Ile

Ala

220

Gln
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TYyr

300

Tyr

Leu

Glu
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Lys

Asn
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Leu

Lys

Glu
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Ile

Glu
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Leu

Pro Ala Leu Thr
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Ser Glu Gly Ala

Glu Glu Leu Glu

Leu
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Thr

val
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Thr
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Ile
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Leu
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Asn

Gln
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Glu
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Leu

Glu
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3
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Gly

Asn

Tyr

Ile

145

Glu

val

Arg

Lys

Asn

225
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Leu

Lys
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val
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Gln

50

Glu

Asn

Met

Gln

Ile

130

Cys
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Leu
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Leu

210
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Thr

val

Glu
290
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35

Lys

Leu
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Ala

Ile

115
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Lys

Arg
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195

Cys

Phe

His

Glu

Leu

275

Pro

Gly

Lys

Lys
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Arg

Ile

Gly

Glu

Arg

Gly

Lys

Asp

val

Tyr

Leu

260

Glu

His

His

Arg

Asp

val

85

Lys

Arg

Phe

Ile

165

Leu

Pro

Phe

Gly

Ser

245

Ala

Ala

Ser

Gly

Leu

Asp

70

val

Leu

Glu

Tyr

Met

150

Pro

Ala

Ser

Gly

Thr

230

val

val

Ile

Met
310

Glu

55

Asp

Thr

Ile

Leu

Gly

Asp

Glu

Tyr

Asn

val

215

Arg

Gln

Gly

Phe

ser

295

Asp

40

Ala

Phe

Lys

Gln

120

Ala

Gly

Glu

Leu

Ile

200

Ser

Ser

Ser

Arg

Gly

Pro

Ser

Phe

Glu

val

Leu

105

val

Phe

Gly

Gly

Tyr

Asp

TYyr

265

Arg

Arg

Arg

Leu

Arg

Gln

90

Glu

Leu

Tyr

Ser

Leu

170

val

Gln

Met

Ile

250

Pro

Pro

Pro

Pro

Thr
Ile

75

His

His

Ser

Leu

155

Gly

Lys

Asn

Leu

Ala

235

Trp

val

Arg

Ala
315

Gln

60

Ser

Arg

Lys

Glu

Asp

Asp

Lys

His

Ser

Ile

220

Pro

Ser

Pro

val

Pro

300

Met

45

Lys

Glu

Pro

Pro

Gly

Gln

val

Gln

Met

Pro

Asp

285

Pro

Ala

Ala

Leu

sSer

Ala

110

Asn

val

ser

Ile

190

Gly

ser

Arg

Gly

Pro

270

Gly

Gly

Lys

Gly

Gly

95

Ile

Ser

Ile

Leu

Ile

175

Met

Glu

Met

Leu

Leu

255

Asp

Glu

Arg

Phe

val

Ala

80

Leu

Arg

Pro

ser

Lys

Ala

His

Ala

Gln

240

sSer

Ala

Pro

Glu
320



Leu Leu Asp

val Phe Thr

Ala
355

Asn Pro

Lys Arg

Lys Thr Leu

385

<210> 3

<211> 2222
<212> DNA
<213> Homo

<400> 3
attcggcacg

cccgggtcca
ggctctgcag
ctggaggagc
aagcagaagg
ggcaatggcg
aagctaattc
gttctgcatg
ggcgagatca
aaagctggaa
ctgacatatc
ctagtcaact
gactccatgg
gggactcatt
gcggttggga
tgccaggtgg
cttagctcat
atagtcaacg
tttgtgaata
gttcatgctt

tccaccatcg

Ile
325

Tyr

Pro
340

Asp
Glu Arg
Glu

Ser

Arg Leu

val

Phe

Ala

val

Asn

Asn Glu

Gln Glu

Leu
360

Asp

Glu Glu

375

Gln Pro

390

sapiens

agggaggaag
aaatgcccaa
ttaacgggac
tagagcttga
tgggagaact
gtgtggtgtt
atctggagat
agtgcaactc
gtatctgcat
gaattcctga
tgagggagaa
cccgtgggga
ccaactcctt
actctgtgca
ggtatcccat
aaggagatgc
acggaatgga
agcctecctcc
aatgcttaat
ttatcaagag

gccttaacca

cgagaggtgc
gaagaagccg
cagctctgcg
tgagcagcag
gaaggatgac
caaggtctcc
caaacccgca
tccgtacatc
ggagcacatg
acaaatttta
gcacaagatc
gatcaagctc
cgtgggcaca
gtcagacatc
ccctecctcca
ggctgagacc
cagccgacct
aaaactgccc
aaaaaacccc
atctgatgct

gcccagcaca

Pro Pro

330

Pro

Phe val

345

Asn

Lys Met Leu

val Asp Phe

Thr Pro

395

Gly

tgccctecccc
acgcccatcc
gagaccaact
cgaaagcgcc
gactttgaga
cacaagcctt
atccggaacc
gtgggcttct
gatggaggtt
ggaaaagtta
atgcacagag
tgtgactttg
aggtcctaca
tggagcatgg
gatgccaagg
ccacccaggc
cccatggcaa
agtggagtgt
gcagagagag
gaggaagtgg

ccaacccatg

Lys Leu Pro

Leu
350

Lys Cys

Thr Asn

365

Ala
380

Gly Trp

Thr Arg Thr

ccggagttgg
agctgaaccc
tggaggcctt
ttgaggcctt
agatcagtga
ctggcctggt
agatcataag
atggtgcgtt
ctctggatca
gcattgctgt
atgtcaagcc
gggtcagcgg
tgtcgccaga
gactgtctct
agctggagct
caaggacccc
tttttgagtt
tcagtctgga
cagatttgaa
attttgcagg

ctgctggegt

Asn
335

Gly
Ile Lys
Thr Phe
Leu

Cys

val
400

Ala

aagcgcgtta
ggcccccgac
gcagaagaag
tcttacccag
gctgggggct
catggccaga
ggagctgcag
ctacagcgat
agtcctgaag
aataaaaggc
ctccaacatc
gcagctcatc
aagactccag
ggtagagatg
gatgtttggg

cgggaggccc
gttggattac

atttcaagat
gcaactcatg
ttggctctgce

ctaagtgttt

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

1020
1080
1140
1200
1260



gggaagcaac
ttcccatgcec
gcatgtgcca
ttattgttcc
tcaaaacctg
tacaattgca
acatttgaca
tgtgagatcc
cagagagtgt
gttgacatcc
tgtctactgt
gtgtgggata
atttgaatgt
aagtaccaat
aaccatttta
aataaaaaaa
aa

<210> 4
<211>

<212>
<213>

DNA
<400> 4

cccctgcectce
ggctcgctcg
cccgecectceg
gcgccgaccg
cccgeggagce
ctaccatcgc
acctgcagaa
cctttctcac
cagagctggg
tcatcatggc
tccgcgagcet
ccttctacag
accaggtgct

cggttctccg

1759

aaagagcgag
tgtctctgtt
agattctact
cctaagtgga
tgccaggctg
ctgctgttcc
tttggtggac
ttcacaggca
acatcatgtt
aaatctagcc
ggtgatctgt
cttagtggta
cacaaattga
gctgttgtaa
acctagatgt

aaaggagaaa

Homo sapiens

tcggactcgg
cctcagcccc
gccgccccga
ctcccggecc
cccgatgctg
cgagggccca
gaagctggag
ccagaaagcc
cgcgggcaac
caggaagctg
gcaggtcctg
tgacggggag
gaaagaggcc

gggcttggcg

tcccctgecc
cagatgtgca
cttgtcattt
ttggctttgt
aattacagtg
tgctccatga
tttatcttgc
gtgcatgtga
attttattat
agagcccttc
agacttctgg
tgtctcttta
tcaagatatt
acaacgtgta
ttaacaaatc

gctaaaaaaa

gctgcggegt
agcgcccctc
cgccggectg
gccccctatg
gcccggagga
tcccctacca
gagctggaac
aaggtcggcg
g99cggggtgg
atccaccttg
cacgaatgca
atcagcattt
aagaggattc

tacctccgag

5
ggtggtttgc
tttcacctgt
ttaatattac
gcttggggct
aaatttttgg
ctggctgtct
tgggcatact
agcatgcttt
tattatttgc
actgccatga
ttgtatttct
agttttgatt
aaaatgtcgg
tagtgcctaa
taatctctta

ddadddaadaaa

cagccttctt
ggctaccctc
ggccgceggcec
ggccccggct
agccggtgct
gcgagggcgc
ttgacgagca
aactcaaaga
tcaccaaagt
agatcaagcc
actcgccgta
gcatggaaca
ccgaggagat

agaagcacca

catgtcgctt
gacaaaggat
tgtctttatt
atttgtgtgt
tgaatgtggg
gcctgtattt
ttctctctag
gctgctatga
ttttcatgta
tagctggggc
atatttattt
aatgtttctt
atttatcttt
aattgtatga
ttctaataaa

dddadadaadaa

cgggcctcgg

ggcccaggcc
gcagccccgg
agaggcgccg
gccggegcetc
ctccgaggcea
gcagaagaag
cgatgacttc
ccagcacaga
ggccatccgg
catcgtgggc
catggacggc
cctggggaaa

gatcatgcac

ttgggcctcc
gaagaacaca
cttattacta
atgctgatga
tagtcattct
tcggactttg
gagggagcct
aaatgagcat
gaactcagca
ttcaccagtc
tcagtatact
aaatggaatt
ccccatatcc
aaatcctttt
tatactatga

dddadadadaa

cagcggtagc
cgcagcgccg
gctcgcgtag
ccgccgecgg
accatcaacc
aacctggtgg
cggctggaag
gaaaggatct
ccctcgggec
aaccagatca
ttctacgggg
ggctccctgg
gtcagcatcg

cgagatgtga

1320
1380
1440
1500
1560
1620
1680
1740
1800
1860
1920
1980
2040
2100
2160
2220
2222

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



agccctccaa
gcggccagct
cggagcggtt
ccctggtgga
aggccatctt
ctcggccgag
tggccatctt
gtgtgttcac
agcgggcegga
aagtggattt
cgcgcaccgc
tccctgtcca
gcctcacccc
ctctcctgcec
tcagaggctc
aaaaaaaaaa
<210> 5
<211> 18
<212> DNA
<213>

<220>
<223>

<400> 5
tctcgcettec

<210> 6
<211> 18
<212> DNA
<213>

<220>
<223>

<400> 6
taacgcgctt

<210> 7
<211> 18
<212> DNA
<213>

<220>
<223>

<400> 7
ggcgtcggct

catcctcgtg
catcgactcc
gcagggcaca
gctggccgtc
tggccggcecc
gccccccggg
tgaactcctg
ccccgacttc
cctgaagatg
tgccggctgg
cgtgtgacag
tgccccgecc
tgcggagagc
cgtcctggec
tgcttcctta

ddadadadada

Artificial

tccctegt

Artificial

ccaactcc

Artificial

tcttcttg

aactctagag
atggccaact
cattactcgg
ggaaggtacc
gtggtcgacg
cgccccgtca
gactatattg
caggagtttg
ctcacaaacc
ttgtgtaaaa
tggccgggct
ttccagctga
accgtggcgg
ggggtgcctc

ggttacaaaa

6
gggagatcaa
ccttcgtggg
tgcagtcgga
ccatcccccc
gggaagaagg
gcggtcacgg
tgaacgagcc
tcaataaatg
acaccttcat
ccctgegget
ccctgegtec
ggacaggctg
ggcgacagcg
tggggacggg

caaaacaggg

oligonucledtido antisentido

oligonucledtido antisentido

oligonucleétido antisentido

gctgtgtgac
cacgcgctcc
catctggagc
gcccgacgec
agagcctcac
gatggatagc
acctcctaag
cctcatcaag
caagcggtcc
gaaccagccc
cgctggtgac
gcgcctccac
catgcaggaa
cgacgctgct

agagaaaaag

ttcggggtga
tacatggctc

atgggcctgt
aaagagctgg
agcatctcgc
cggcctgcca
ctgcccaacg
aacccagcgg
gaggtggaag
ggcacaccca
ctgcccaccg
ccaccctect
cgggggtctc
gtgtgtggtc

Ccaadaadaaa

900

960
1020
1080
1140
1200
1260
1320
1380
1440
1500
1560
1620
1680
1740
1759

18

18

18



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

<220>
<223>

<400>

8

18

DNA
Artificial

oligonucledétido antisentido

8

gttggtctcc gcagagct

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

<220>
<223>

<400>

9

18

DNA
Artificial

oligonucleétido antisentido

9

tctgcttctg ggtaagaa

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

<220>
<223>

<400>

10

18

DNA
Artificial

oligonucledtido antisentido

10

cccagctcac tgatcttc

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

<220>
<223>

<400>

11

18

DNA
Artificial

oligonucleétido antisentido

11

gcttgtggga gaccttga

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

<220>
<223>

<400>

12

18

DNA
Artificial

oligonucleétido antisentido

12

gtacggagag ttgcactc

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

<220>
<223>

13

18

DNA
Artificial

oligonucleétido antisentido

18

18

18

18

18



<400>

13

tgcagatact gatctcgc

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

<220>
<223>

<400>

14

18

DNA
Artificial

oligonucledtido antisentido

14

ttccagcttt cttcagga

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

<220>
<223>

<400>

15

18

DNA
Artificial

oligonucleétido antisentido

15

ggccttttat tacagcaa

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

<220>
<223>

<400>

16

18

DNA
Artificial

oligonucleétido antisentido

16

ctctgtgcat gatcttgt

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

<220>
<223>

<400>

17

18

DNA
Artificial

oligonucledtido antisentido

17

ctaggatgtt ggagggct

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

<220>
<223>

<400>

18

18

DNA
Artificial

oligonucleétido antisentido

18

agtcacagag cttgatct

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

19

18

DNA
Artificial

18

18

18

18

18

18



<220> )
<223> oligonucledtido antisentido

<400> 19
agtcgatgag ctgcccgc

<210> 20

<211> 18

<212> DNA

<213> Artificial
<220>

<223> oligonucledtido antisentido

<400> 20
tggagtcttt ctggcgac

<210> 21

<211> 18

<212> DNA

<213> Artificial
<220>

<223> oligonucledtido antisentido

<400> 21
ctgactgcac agagtaat

<210> 22

<211> 18

<212> DNA

<213> Artificial
<220>

<223> oligonucledtido antisentido

<400> 22
taccagagac agtcccat

<210> 23

<211> 18

<212> DNA

<213> Artificial
<220>

<223> oligonucledtido antisentido

<400> 23
catctggagg agggatgg

<210> 24

<211> 18

<212> DNA

<213> Artificial
<220>

<223> oligonucledtido antisentido

<400> 24
cacccaaaca tcagctcc

<210> 25
<211> 18

18

18

18

18

18

18



<212> DNA

<213> Artificial

<220>

<223> oligonucledtido antisentido
<400> 25

tctcagccge atctcctt

<210> 26

<211> 18

<212> DNA

<213> Artificial

<220>

<223> oligonucledtido antisentido
<400> 26

gcagttttgg aggaggct

<210> 27

<211> 18

<212> DNA

<213> Artificial

<220>

<223> oligonucleétido antisentido
<400> 27

attaagcatt tattcaca

<210> 28

<211> 18

<212> DNA

<213> Artificial

<220>

<223> oligonucledtido antisentido
<400> 28

catgaaccat gagttgct

<210> 29

<211> 18

<212> DNA

<213> Artificial

<220>

<223> oligonucledtido antisentido
<400> 29

caaaatccac ttcctcag

<210> 30

<211> 18

<212> DNA

<213> Artificial

<220>

<223> oligonucledtido antisentido
<400> 30

aggccgatgg tggagcag

10

18

18

18

18

18

18



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

<220>
<223>

<400>

31

18

DNA
Artificial

oligonucledtido antisentido

31

agcagcatgg gttggtgt

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

<220>
<223>

<400>

32

18

DNA
Artificial

oligonucleétido antisentido

32

ctctttgttg cttcccaa

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

<220>
<223>

<400>

33

18

DNA
Artificial

oligonucleétido antisentido

33

aggaggccca aaagcgac

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

<220>
<223>

<400>

34

18

DNA
Artificial

oligonucleétido antisentido

34

aagagtagaa tcttggca

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

<220>
<223>

<400>

35

18

DNA
Artificial

oligonucleétido antisentido

35

ctacccacat tcaccaaa

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

<220>
<223>

36

18

DNA
Artificial

oligonucleétido antisentido

11

18

18

18

18

18



<400>

36

gaaggatctc acaaggct

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

<220>
<223>

<400>

37

18

DNA
Artificial

oligonucleétido antisentido

37

gagttctaca tgaaaagc

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

<220>
<223>

<400>

38

18

DNA
Artificial

oligonucledtido antisentido

38

tgaagcccca gctatcat

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

<220>
<223>

<400>

39

18

DNA
Artificial

oligonucledtido antisentido

39

aaccagaagt ctacagat

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

<220>
<223>

<400>

40

18

DNA
Artificial

oligonucleétido antisentido

40

actaagtatc ccacacag

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

<220>
<223>

<400>

41

18

DNA
Artificial

oligonucleétido antisentido

41

tacaacagca ttggtact

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

42

18

DNA
Artificial

18

18

18

18

18

18



13
<220>
<223> oligonucledtido antisentido

<400> 42
aaggattttc atacaatt

<210> 43

<211> 23

<212> DNA

<213> Artificial
<220>

<223> siRNA (MEK-1)

<400> 43
aagcaactca tggttcatgc ttt

<210> 44

<211> 21

<212> DNA

<213> Artificial
<220>

<223> siRNA (MEK-1)

<400> 44
aagtcctgaa gaaagctgga a

<210> 45

<211> 21

<212> DNA

<213> Artificial
<220>

<223> siRNA (MEK-2)

<400> 45
aagaaggaga gcctcacagc a

<210> 46

<211> 21

<212> DNA

<213> Artificial
<220>

<223> siRNA (MEK-2)

<400> 46
aaggtcggcg aactcaaaga c

<210> 47

<211> 21

<212> RNA

<213> Artificial
<220>

<223> siRNA (MEK-1)
<400> 47
agaaccucca uccaugugcu u

<210> 48
<211> 21

18

23

21

21

21

21



<212> DNA
<213> Artificial

<220>
<223> siRNA (MEK-1)

<400> 48
ucaaaucugc ucucucugcu u

<210> 49
<211> 21
<212> DNA

<213> Artificial

<220>
<223> SsiRNA (MEK-1)

<400> 49
aguugcuuca aaucugcucu u

<210> 50
<211> 21
<212> DNA

<213> Artificial

<220>
<223> SsiRNA (MEK-1)

<400> 50
agaugaauua gcuuucuggu u

<210> 51
<211> 20
<212> DNA

<213> Artificial

<220>
<223> cebador

<400> 51
tgaaggtgac agagcctctg

<210> 52
<211> 20
<212> DNA

<213> Artificial

<220>
<223> cebador

<400> 52
tgggtgaatt cgggcttgtt

<210> 53
<211> 18
<212> DNA

<213> Artificial

<220>
<223> cebador

<400> 53
gcaaatactg caacaagg

14

21

21

21

20

20

18



<210> 54

<211> 19

<212> DNA

<213> Artificial
<220>

<223> cebador

<400> 54
gcactggtac ttcttgaca

<210> 55

<211> 21

<212> DNA

<213> Artificial
<220>

<223> cebador

<400> 55
aaagccgctc gcaagagtgc g

<210> 56

<211> 20

<212> DNA

<213> Artificial
<220>

<223> cebador

<400> 56
acttgcctcc tgcaaagcac

<210> 57

<211> 27

<212> DNA

<213> Artificial
<220>

<223> cebador

<400> 57
ttcaaatgag attgtggaaa aattgct

<210> 58

<211> 24

<212> DNA

<213> Artificial
<220>

<223> cebar

<400> 58
agatcatctc tgcctgagta tctt

15

19

21

20

27

24



