SEQUENCE LISTING

<110> SILENCE THERAPEUTICS AKTIENGESELLSCHAFT
<120> USE OF PROTEIN KINASE N BETA
<130> SP6674B

<160 12
<170> Patentln version 3.1

<210> 1

<21l> 889

<212> PRT

<213> Homo sapiens

<220>

<22l> MISC_FEATURE

«222> (1)..(88B3)

<223> ©proteir kinase N beta (PKN beta)

<400> 1

Met Glu Glu Gly Ala Pro Arg Gln Pro Gly Pro Ser Gin Trp Pro Pro

Glu Asp Glu Lys Glu Val Ile Arg Arg Ala Ile Glr Lys Glu Leu Lys
20 25 30

u Gly Val Glu Asn Leu Arg Arg Val Ala Asp Arg Arg
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H

His Liev Gly His Val Gln Gln Leu Leu Arg Ser Ser Asn Arg Arg Leu
60
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m
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Glu Gln Leu His Gly Glu Leu Arg Glu Leu Eis Ala Arg Iles Lieu Leu
€5 70 75 80

Pro Gly Pro Gly
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I
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"
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|
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A
[14]
2

, Arg His Leu Glu Ala Leu Arg Arg
100 105 1

Gln Liev His Val Glu Leu Lys val Lyvs Gln Gly Ala Asn Me: Thx

4

[V}

[

[¥]
el
o
N
u

His Thr Cys 2la &er Gly Thr Pro Lys Glu Arg Lys Leu Leu Ala Als

3¢ 133 1490
nlz Gln Gin Me: Leu Arg Asp Ser Gln Leu Lys Val Ria Leu Let Arg
143 150 185 150
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Met

Glu

Val

Thr

Ser

225

Glu

Leu

Lys

Glu

Ala

305

Asp

Ser

Glu

Phe

385

Leu

Lys

Leu

Ala

Gln
210
Sex
Gln
Arg
Pro
Gln
290
Ser
Gly
Asn
Trp
Ile
370

Leu

Ser

Ile

Leu

Glu

185

Asp

Gln

Leu

Ala

Thr

275

Leu

Ser

Arg

Arg

Asp

355

Gly

Arg

Leu

Ser

Ala

180

Gly

Arg

Lys

Pro

Ala

260

Ala

Leu

Gly

Val

340

Gln

Val

Leu

val

Ser

165

Glu

Ala

Lys

Leu

Pro

245

Val

Leu

Thr

Ser

Glu

325

val

Thr

His

Glu

Pro
405

Leu

Glu

Lys

Ala

Asp

230

Ala

Pro

Thr

Ala

Glu

310

Leu

Gly

Phe

Trp

AsSp

390

Gln

Glu

Leu

Asn

Leu

215

Leu

His

Gly

Gly

Val

295

CGly

Gln

Val

Arg

375

Phe

Gly

Ala

Gln

val

200

Ala

Leu

Pro

Thr
280

Pro

Trp

Ser

Thr

Ile

360

Asp

Leu

Leu

Ser

His

185

val

Glu

Arg

Leu

Pro

265

Leu

Gly

Leu

Glu

Gly

345

Pro

Trp

Asp

Leu

Gly
170
Arg
Lys
Ala
Leu
Arg
250
Gln
Gln
Arg

Arg

Val
330

Trp
Leu
Arg
Asn

Phe
410

Ser

Leu

Leu

Gln

Ala

235

Ser

Pro

val

Ser

Thr

315

Leu

Gly

Glu

Gln

Ala
395

Ala

2/11

Pro

His

Leu

Ala

220

Leu

Arg

Ser

Arg

Pro

300

Lys

Ala

Gln

Arg

Leu
380

Cys

Gln

Glu

Val

Ser

205

Gln

Glu

val

Gly

Leu

285

Ala

Ala

Val

val

Ala

365

Cys

vVal

Pro Gly
175

Glu Ala
190

Ser Arg

Leu Gln

Gln Leu

255

Thr Pro
270

Leu Gly
Ala Ala
Lys His
Leu Lysg

335
Ala Glu
350
Arg Glu
Gly Vval

Gln Leu

Thr Phe
415

Pro

Ala

Arg

Glu

Leu

240

Glu

Val

Cys

Leu

Gln

320

val

Gln

Leu

Ala

Ser

400

Cys



Asp

Phe

Leu

Cys

465

Pro

Leu

Pro

Arg

Bro

545

Cys

Gln

Gln

Leu
625

Phe

Pro

Pro

Ser

Gly

450

Ser

Thr

Pro

Pro

Thr

530

Pro

Leu

Phe

Glu

Iie

610

Leu

val

Glu

val

Lys

435

Met

Ser

Thr

Lys

Arg

515

Lys

Ala

Ala

Lys

Val

595

Leu

val

Pro

Pro

Ile

420

Arg

Ala

Pro

Leu

Lys

500

Leu

Ser

Val

Gly

580

Leu

Glu

Cys

Gly

Gln
660

Glu

Arg

Ala

Ser

Arg

485

Thr

Tyr

Pro

Pro

Leu

565

Thr

Ser

Ala

Phe

Gly

645

Ala

Arg

Gly

Trp

Thr

470

Glu

Pro

Leu

Thr

550

Gly

Gly

Arg

val

Gln

630

Asp

Arg

Arg

Gln

Gly

455

Ile

Ala

Leu

Pro

Met

535

Arg

Arg

Lys

Asp

Gly

815

Thr

Leu

Phe

Pro

Asp

440

Arg

Ser

Ser

Gly

Gln

520

Glu

Lys

Gly

Tyr

Glu

600

Cys

Ser

Met

Arg

425

Phe

Leu

Pro

Asp

Glu

505

Glu

Pro

Pro

His

-~

585

Ile

Thr

Ser

Met

val
665

Leu

Leu

val

Pro

Pro

4350

Glu

Pro

Arg

Pro

Phe

570

Ala

Glu

Gly

His

Gln

650

Ala

Gln

Arg

Met

Lys

475

Ala

Met

Thr

Thr

Arg

555

Gly

Ile

Ser

His

Ala

635

Ile

Cys

3/11

Axrg

Arg

Asn

460

Gly

Thr

Thr

Ser

Arg

540

Leu

Lys

Lys

Leu

Pro

620

Arg

His

Val

Gln

Ser
445

Leu

Cys’

Pro

Pro

Glu

525

Arg

Gln

val

Ala

Tyr

605

Phe

Phe

Glu

Val

Glu

430

Gln

Leu

Pro

Ser

Pro

510

Glu

Gly

Asp

Leu

Leu
590

Cys

Leu

Val

Asp

Leu
670

Arg

Mat

Pro

Arg

Asn

495

Pro

Thr

Pro

Phe

Leu

575

Lys

Glu

Leu

val
655

Gly

Ile

Asn

Pro

Thr

480

Phe

Lys

Pro

Ser

Arg

560

Val

Lys

Lys

Ser

Glu

640

Phe

Leu



Gln

Asn

Leu

705

Gly

Thr

Leu

Asp

Gln

785

Arg

Phe

Pro

Glu

His

865

Phe

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

Phe

Leu
690

Cys

Thr

Gln

Val

Cys

770

Gly

Leu

Phe

Pro

Gly

850

Ser

val

<220>

<221>

2
2670
DNA
Homo

Leu

675

Leu

Lys

Pro

Ala

Gly

755

Ile

Leu

Gly

Arg

Phe

835

Glu

Leu

Ser

mMRNA

His

Leu

Glu

Glu

Val

740

Glu

Val

Glu

Ala

Thr

820

val

Phe

Leu

Glu

Glu

Asp

Gly

Phe

725

Asp

cys

Asn

Phe

Gly

805

Thr

Pro

Thr

Thr

Arg
885

sapiens

Lys

Ile
710

Leu

Trp

Pro

Met

Ile

790

Glu

Asn

Thr

Gly

Ala

870

Phe

Lys

Gln

695

Gly

Ala

Trp

Phe

Asp

775

Gln

Gln

Trp

Leu

Leu

855

Arg

Leu

Ile

680

Gly

Phe

Pro

Ala

Pro

760

Ala

Lys

Gln

Cys

840

Pro

Gln

Glu

Ile

Phe

Gly

Glu

Leu

745

Gly

Pro

Leu

Ala

Ala

825

Gly

Pro

Gln

Pro

Tyr Arg
Leu Lys

Asp Arg
715

Val Leu
730

Gly Val

Asp Thr

Tyr Pro

Leu Gln
795

Glu Glu
810

Leu Leu
Pro ala

Ala Leu

Ala Ala
875

4/11

Asp

Ile

700

Thr

Thr

Leu

Glu

Gly

780

Lys

Ile

Ala

Asp

Thr
860

Phe

Leu
685

Ala

Ser

Gln

Leu

Glu

765

Phe

Cys

Lys

Arg

Leu

845

Pro

Arg

Lys

Asp

Thr

Glu

750

Glu

Leu

Pro

val

Thr

830

Arg

Pro

Asp

Leu

Phe

Phe

Ala

735

Glu

val

Ser

Glu

Gln

815

Ile

Ala

Phe

Asp

Gly

Cys

720

Met

Phe

vVal

Lys

800

Pro

Gln

Phe

Pxro

Asp
880
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gaageggatce
ctgcttcecag
catgatgcag
tgttgteectg
ggataacctt
ggaagggatc
tceccgaggtyg
gctgetctac
gtttgactge
tgagtteatt
ggatgcegag
cgecccgeace
ctttgagggc
cctecactgece

ggaaccctga

antisense oligonucleotide

atagagagcc tgtactgega
ttcectgectet ceccteocttgt
tttgtgeetyg gtggtgacct
goeegetteot acgtggettg
atttacaggg acctgaagtt
gcagactttg gactctgecaa
ggcacceegg agttectgge
gactggtggg cgctgggtgt
ggggacacag aggaagaggt
tttetgtegyg tgeaagggct
cgectegggg caggtgagea
accaactgge aagcectgot
ggccctgegg acctgegeta
ccacctgcac cccacagect
tttgtgtcag agegattcct
<210> 3

<21l> 21

<212> DNA

<213> Artificial Sequence
<220>

<223>

<220>

<221> misc_feature
<222> (1} ..(6)

<223> RNA

<220>

<221> misc_feature
<222> (7)..(15)
<223>

<220>

<221> muisc_feature
<222> (16)..(21)
<223> RNA

<400> 3

ggagguccag tttctgagag g

<210> 4
<211l> 21

ctggaggetg
acctccagec
atccacgagg
gggctgecagt
ctgectggatg
ggcttegggg
ctgacccagg
gagatgctgg
atcgtcaaca
cagaagctec
gagatcaagg
ateccagccce
gagttcacag

cgccaacagg
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tgggetgeac
atgcccgett
atgtettcce
tcttacacga
cccagggatt
accggactag
aggcatacac
tgggtgagtg
tggacgceec
tccagaagtg
tccagceatt
ccttegtgece
ggctgecegee

cecgectteeyg

DNA linked through phosphorothioate linkages

agggcaccct
tgtgactgag
cgagccccag
gaagaagatc
cctgaagatce
caccttctgt
acaggecegte
cecgttecca
ctacccocegge
cccggagaag
cttcaggacc
tacecctgtgt
tgcectgace

ggacttcgac

©1860

1920

1980

2040

2100

2160

2220

2280

2340

2400

2460

2520

2580

2640

2670

21



<212> DNA
<213> Artificial Sequence

<220>
<223> antisense oligonucleotide

<220>

<221> misc_feature
<222> (1)..(6)
<223> RNA

<220>

<221> misc_feature

<222> (7} ..(15)

<223> DNA linked through phosphorothiocate linkages

<220>

<221> misc_feature
<222> (16)..(21)
<223> RNA

<400> 4
uguuucacct tecagcuccac a

<210> 5
<21ls> 23
<212> DNA

<213> Artificial Sequence

<220>
<223> antisense oligonucleotide

<220>

<221> misc_feature
<2225  {1)..(7)
<223> RNA

<220>

<221> misc_feature

<222> (8)..(16)

<223> DNA linked through phosphorothioate linkages

<220>

<221> misc_feature
<222>  (17)..(23)
<223> RNA

<400> 5
aggacaacac aagccacgua gaa

<210> &
<211l> 23
<212> DNA

<213> Artificial Sequence

<220>
7/11



<223> antisense oligonuclectide

<220>

<221> misc_feature
<222> (1) ..(7)
<223> RNA

<220>

<221> misc_feature

<222> (8)..(16)

«223> DNA linked through phosphorothiocate linkages

<220>

<221> misc_feature
<222> (17)..(23)
<223> RNA

<400> 6
gcucugacac zaagtcgaag ucc

<210 7
<21l> 23
<212> DNA

<213> Artificial Seguence

<220>
<223> antisense oligconucleotide

<220>

<221> misc_feature
<222> (1)..(7)
<223> RNA

<220>

<221> misc_feature

<222> (8)..(16)

<223> DNA linked through phosphorothiocate linkages

<220>

<221> misc_feature
<222> (17)..(23)
<223> RNA

<400> 7
gcagucaaac acctctuccu cug

<210> 8
<211l> 21
<212> DNA

<213> Artificial Sequence

<220>
<223> antisense oligonucleotide

<220>
<221> misc_feature
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<222> (1) ..(8)
<223> RNA

<220>

<221> misc_feature

<222> (7)..(15)

<223> DNA linked through phosphorcthiocate linkages

<220>

<221> misc_feature

<222> (16)..(21) .

<223> DNA linked through phosphorothiocate linkages '~

<400> 8
caacacggtt gtccaccuuu a

<210> 8
<211> 21
<212> DNA

<213> Artificial Sequence

<220>
<223> antisense oligonucleotide

<220>

<221> misc_feature
<222> ({1)..(s)
<223> RNA

<220>

<221> misc_feature

<222> (7)..(15)

<223> DNA linked through phosphorothiocate linkages

<220>

<221> misc_feature
<222> (16)..(21)
<223> RNA

<400> S
ucagugcttt gatggeoguag u

<210> 10
<211l> 21
<212> DNA

<213> Artificial Sequence

<220>
<223> antisense oligonucleotide

<220>

<221> misc_feature
<222> (1)..(8)
<223> RNA
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<220>
<221>
<222>
<223>

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

<400>

misc_feature
{7)..(15)
DNA linked through phosphorcthiocate linkages

misc_feature
(16) .. (21)
RNA

10

cuucucgcag tacaggcucu ¢

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

<220>
223>

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

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

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

<400>

11
21
DNA
Artificial Seguence

antisense oligonucleotide

misc_feature
(1)..(8)
RNA

misc_feature
(7)..(15)
DNA linked through phosphorothioate linkages

misc_feature
(16) .. {21)
RNA

11

caagacgctt gtgcacguuu a

<210>
<211>
<212
<213>

<220>
<223>

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

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

12

21

DNA

Artificial Seguence

antisense cligonucleotide

misc_feature
(1) ..(8)
RNA

misc_feature
(7) .. (15) ‘
DNA linked through phosphorothiocate linkages
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<220>

<221> misc feature
<222> (16)..(21)
<223> RNA

<400> 12
ucagagctta gttggcguug u
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