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SEQUENCE LISTING

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

<l60> 12

<170> PatentIn version 3.1

<210> 1
<21l> 889
<212> PRT

<213> Homo sapiens

<220>

<221> MISC_FEATURE

<222> (1)..(889)

<223> protein kinase N beta (PKN beta)

<400> 1

Met Glu Glu Gly Ala Pro Arg Gln Pro Gly Pro Ser Gln Trp Pro Pro
2 10 15

m

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

Ile Liys Glu Gly Val Glu Asn Leu Arg Arg Val Ala

> ]

hr Asp Arg Arg
5

His Leu Gly His Val Gln Gln Leu Leu Arg Ser Ser Asn Arg Arg Leu
50 55 ‘€0

Glu Gln Leu His Gly Glu Leu Arg Glu Leu His Ala Arg Ile Leu Leu
€5 70 75 80

Pro Gly Pro Gly Pro Gly Pro Ala Glu Pro Val Ala Ser Gly
g5 90

Arg

W gy
ul N
o

Pro Trp Ala Glu Gln Leu Arg Alea Arg His Leu Glu Ala Leu Arg Arg
100 105 110

Gln Leu vVal Glu Leu Lys Val Lys Gln Gly Ala Glu Asn Met Thr

120 125

Ll ot

[l o
ur n

His Thr Cys Ala Sex Gly Thr Pro Lys Glu Arg Lys Leu Leu Ala Ala
130 135 140

Ala Gln Gln Met Leu Arg Asp Ser Gln Leu
145 150

val Ala Leu Leu Arg
160

e
Ul
[0

1/11



Met

Glu

val

Thr

Ser

225

Glu

Leu

Lys

Glu

Ala

305

Arg

Ser

Glu

Phe

385

Leu

Lys
Leu
Ala
Gln
210
Ser
Gln
Arg
Pro
Gln
290
Ser
Gly
Asn
Trp
Ile
370

Leu

Ser

Ile

Leu

Glu

185

Asp

Gln

Leu

Ala

Thr

275

Leu

Arg

Arg

Asp

355

Gly

Arg

Leu

Ser

Ala

180

Gly

Arg

Lys

Pro

Ala

260

Ala

Leu

Pro

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

Asp

390

Gln

Glu

Leu

Asn

Leu

215

Lieu

Hig

Gly

Gly

val

285

Gly

Ala

Val

Arg

375

Phe

Gly

Ala

Gln

val

200

Ala

Leu

Pro

Tyxr

Thr

280

Pro

Trp

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 Ser
170

Arg Leu
Liys Leu
Ala Gln

Leu Ala
235

Arg Ser
250

Gln Pro
Gln val
Arg Ser

Arg Thr
315

Val Leu
330

Trp Gly
Leu Glu
Arg Gln.

Asn Ala
395

Phe Ala
410

2/11

Pro

Higm

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

vVal

val

Ala

365

Cys

His

Val

Pro

Glu

190

Ser

Leu

Gln

Thx

Thr

270

Leu

Ala

Lys

Leu

Ala

350

Arg

Gly

Gln

Thr

Gly
175
Ala
Arg
Gln
Leu
Arg
258
Pro
aly
Ala
His
Lys
338
Glu
Glu
val

Leu

Phe
415

Pro

Ala

Arg

Glu

Leu

240

Glu

Val

Cys

Leu

Gln

320

val

@ln

Leu

Ala

Ser

400

Cys




Asp

Phe

Leu

Cys

465

Pro

Leu

Pro

Pro

545

Gln

Gln

Leu
625

Phe

Pro

Pro

Ser

Gly

450

Ser

Thr

Pro

Pro

Thr

530

Pro

Leu

Phe

Glu

Ile

610

Leu

val

Glu

Val

Liys

435

Met

Ser

Thr

Lys

ATy

515

Lys

Ala

Ala

Lys

val

585

Leu

val

Pro

Pro

Ile

420

Arg

Ala

Pro

Lau

Lys

500

Leu

Arg

Ser

Val

Gly

580

Leu

Glu

Cys

Gly

Glin
660

Glu

Ary

Ala

Ser

Arg

485

Thr

Tyr

Pro

Pro

Leu

565

Thr

Ser

Ala

Phe

Gly

645

Alz

Arg

Trp

Thr

470

Glu

Pro

Leu

Thr

550

Gly

Gly

Arg

Vval

Gln

630

Asp

Arg

Arg

Gln

Gly

455

Ile

Ala

Leu

Pro

Met

535

Arg

Arg

Lys

Asp

aly

615

Thy

Leu

Phe

Pro

Asp

440

Arg

Ser

Ser

Gly

Gln

520

Glu

Lys

Gly

TYr

Glu

600

Cys

Ser

Met

Tyr

Arg

425

Phe

Leu

Pro

Asp

Glu

505

Glu

Pro

Pro

Hisg

Tyr

585

Ile

Thr

Ser

Met

val
665

Leu

Leu

Val

Pro

Pro

430

Glu

Pro

Arg

Pro

Phe

570

Bla

Gly

Gln
650

Ala

Gln

Arg

Met

Lys

475

Ala

Met

Thr

Thr

Arg

588

Gly

Ile

Ser

His

Ala

635

Ile

cys

3/11

Arg

Arg

Asn

460

Gly

Thr

Thr

Ser

Arg

540

Leu

Lys

Lys

Leu

Pro

620

Arg

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

Bsp

Leu

Leu

580

Leu

val

Asp

Leu
670

Arg

Mat

Pro

Arg

Asn

495

Pro

Thr

Pro

Phe

Leu

575

Lys

Glu

Leu

Thr

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

Higs

BES

Phe

Phe

Leu

690

Cys

Thr

Gln

Val

Cys

770

Gly

Leu

Phe

Pro

Gly

B850

Ser

Val

<210>
<211l>

<212>
<213>

<220>

<221>

Leu

678

Leu

Lys

Pro

Ala

Gly

755

Ile

Leu

Gly

Arg

Phe

835

Glu

Leu

Ser

2670
DN2A
Homo

mMRNA

Lieu

Glu

Glu

Val

740

Glu

Val

Glu

Ala

Thr

820

val

Phe

Leu

Glu

Glu

Asp

Gly

Phe

725

hsp

Cys

Asn

Phe

Gly

805

Thr

Pro

Thr

Thr

Arg
885

saplens

Lys

ala

Ile

710

Leu

Trp

Pro

Met

Ile

720

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

Asp

Gln

Cys
840

Pro

Gln

Ile

Phe

Gly

Glu

Lau

745

Gly

Leu

Ala

Ala

25

Gly

Pro

Gln

Pro

Ty
Leu
Val
730
Gly

Asp

Leu
Glu
810
Leu
Pro

Ala

Ala

Arg

Lys

Arg

715

Leu

val

Thr

Pro

Gln

795

Glu

Leu

Ala

Leu

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

Lys

Arg

Leu

845

Pro

Arg

Lys

Asp

Thr

Glu

Tyr

750

Glu

Leu

Pro

val

Thr

830

Arg

Pro

Asp

Leu

Phe

Phe

Ala

735

Glu

Val

ser

Glu

Gln

815

Ile

TYr

Ala

Phe

Asp

Gly

Cys

720

Tyx

Met

Phe

val

Lys

800

Pro

Gln

Phe

Pro

Asp
880




<222>
<223>

<400> 2
atggaggagg

gaggtgatcc
cggegegtgy
aaccgocogec

cceggeocty

cagetcaggyg

azacaggggyg
cteccttgeag
atgaagatca
gaggégctac
gtgaaactge
cagctacagg
gagcaactgce
gtgectggat
ctgeaggtec
goggcegeac
cgtugecgay
gtggggcaga
ccactggage
tgtggegrag
ctcagecotygg
gagaggeggce
ttectgagge
ctgctgecce
ccaacaacac
accceettgy
gageccaacat
cgtgggecat
tgcttagetyg

acagggaaat

(1) .
mRNA / ¢DNA of

.{2870)

gggcgeeged
geogggocat
ccacagaceg
tggagcaget
ggcatggacce
ctoggeacet
ctgagaacat
ctgcccagea
goageotgga
agcatcgact
ttagtageeg
agtcctetea
ctectgeoeca
acccccaged
gectectyggy
tggceagcag
gegagettge
cgggctggay
gageoegtga
cottoctgag
taccgcaggg
ceceggctgea
gttegeagat
cctgeagete
tgcgagagge
gtgaagagat
ccgaggagac
cteecaccage
tgctgagcey

actacgeeat

PKN beta

geagectgygg
ccagaaagag
coegacacttyg
gcatggcgag
agctgagect
agaggecteotc
gacccacacg
gatgctgegg
ggccagtggg
goacgttgag
gagaacacag
gaaactggac
ceetttgege
ttecagggaca
cbtgtgaacayg
cecctoeogag
cagtgaggty
gcaggtggece
getggagatt
acttgaagac
actgottttt
gaggcaggaa
gaacctogge
ccocgageoaca
ctetgaccet
gacaccccca
tocgegeace
ctecocceace
gggacacttt

caaagcacty

ccgagecagt
ctgaagatca
ggccatgtge
ctgcgggage
gtgécctcag
cggaggcage
tgegecagtg
gacagecage
teccocggage
gcageggtag
gaccgoaagg
cteetgegoco
agcagagtga
cotgtoaage
ttgctgacag
ggetggette
ctggctgtgc‘
gaacagtect
ggggtacact
ttectggaca
gcecaggtga
cgecatcttet
atggeggect
atcageccecee
geccacteeca
cocaageocoo
aaacgtcoce
aggaaacccce

gggaaggtoc

aagaageagy

511

ggoecccaga
aggaggaggt
agcagotgoet
tgcacgcccg
gacceeggee
tygecatgtgga
goaccoecaa
tgaaggtagce
cagggcetga
ctgagggoge
cactggctga
tggeocttgga
cecgagagtt
ceacegooct
cegtgectgy
ggaccaagge
taaaggtgga
gggaccagac
ggcgggactyg
atgoectgtea
cecttetgega
ctaaacgrag
gggggcegect
ctaaaggatyg
gtaatttcoct
cacgeectcta
atatggagec
ctaoggcettea
tectggtcoca

aggrgcteag

ggatgagaag
ggagaacctg
geggtectec
aatcctgcety
gtgggcagag
getgaaggty
ggagaggaag
cectgctgegy
gctactggeyg
caagaacgty
ggoccaggec
geagetgetyg
gegggetgeg
aacagggaca
gogetoocea
caagcacceag
caaccgtgtt
ctttgtecate
gcggecagcta
ccaactgtec
tectgteatt
aggocaggac
cgtoatgaac
ceccteggacce
gcecaagaag
cotooeceay
taggactega
ggacttoege
gttcaagggy

cecgggacgag

60

120

180

240

300

360

420

480

540

600

660

720

780

840

800

960

1020

1080

© 1140

1200

1260

1320

1380

1440

1500

1560

1620

1680

1740

1800




tgtactgega
ccctecttgt
gtggtgacct
acgtggettyg
acctgaagtt
gactctgcaa
agttectgge
cgctgggtgt
aggaagaggt
tgecaagggot
caggtgagea
aagcecetget
acctgegeta
cccacagect

agegatteoct

misec_feature
.. (8)

misc_feature
(18}
DNA linked through phosphorothioate linkages

uisc_feature

{21)

atagagagcec
tteectgetot
tttgtgeetyg
gececegettet
atttacaggg
gcagactttg
ggeaccecegy
gactggtggg
ggggacacag
tttetgtegy
cgectegggg
accaactgge
ggcectgegg
ccacectgeac
tbtgtgteay
<210> 3
<21l> 21
<212> DNA
<213>
<220>
<223>
<220>
<221>
<222 (1)
<223> RNA
<220>
<221>
<222> (7}
<223>
<220>
<221>
<222> (16)..
<223> RNA
<400> 3

gaagoggatce
ctgetteccag
catgatgeay
tgttgteoty
ggataacctt
ggaagggatc
toocgaggtyg
getgetetac
gtttgactge
tgagttcatt
ggatgeegag
cgeceogoace
ctttgaggge
cetcactgec

ggaaccctga

Artificial Sequence

antisense oligonucleotide

ggagguccag tttetgagag g

<210> 4
<211l> 21

ctggaggety
acctccagec
atccacgagg
gagectgeagt
ctgetggatyg
ggcttegggy
ckgacccagg
gagatgetgg
ategtceaaca
cagaagcotoe
gagatcaagg
atccagecece
gagttcacag

cgccaacagy

6/11

tgggetgeac
atgcecgett
atgtecticee
teottacacga
cecagggatt
accggactag
aggeatacac
tgggtgagtyg
tggacgeecce
tccagaagtg
tccageeatt
ccttogtgee
ggctgecgoe

cegectteey

agggraccct
tgtgactgag
cgagcececag
gaagaagatc
cctgaagatce
cacctketgt
acaggeegte
ccogttecea
ctaccoegge
ccoggagaag
cttecaggacc
taccetgtgt
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) ..(86)
<223> RNA

<220>

<221> misc_feature

<222> (7} ..(15)

<223> DNA linked through phosphorothioate linkages

<220>
<221> misc_feature
<222> (16)..(21)

<223> RNA

<400> 4

uguuucacet teagcouccac a 21
<210> 5

<21l» 23

<212> DNA

<213> Artificial Sequence

<220>
<223> antisense oligonucleotide

<220>

<221> misc_feature
<222 (L) ..{7)
<223> RHNA

<220>

<221> misc_feature

<222> (8)..(16)

<223> DNA linked through phosphorothicate linkages

<220>
<221> misc_feature
«222>  (17)..(23)

<223> RNA

<400> 5

aggacaacac aagccacgua gaa 23
<210> &

<211l> 23

<212> DNA

<213> Artificial Seguence

<220
7/11




<223> antisense oligonucleotide

<220>

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

<220>

<221> misc_feature

<222> (8)..{18)

<223> DNA linked through phosphorothicate linkageg

<220>

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

<400> 6
gcucugacac aaagtcgaag ucc

<210> 7
<211l 23
<212> DNA

<213> Artificial Sequence

<220>
<223> antisense oligonucleotide

<220>

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

<220>

<221> wmisc_feature

<222> {8)..{18)

<223> DNA linked through phosphorothiocate linkages

<220>

<221> misc_feature
<222>  {(17)..1{23)
<223> RNA

<400> 7
gcagucaaac acctctuccu cug

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

<213> Artificial Seguence

<220>
<223> antisense oligonucleotide

<220>
<221> wisc_feature
8/11
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«<222>
<223

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

<220>
<221>
<222>»
<223>

<4 00>

(1) ..(8)

nisc_feature
{7) .. (15)
DNA linked through phosphorothicate linkages

misc_feature
(16) .. (21}

DNA linked through phosphorothicate linkages ™~

8

caacacggtt gtccaccuuu a

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

<220>
<223>

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

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

<220>
<221>
<222>
<223

<400>

9

21

DNA

Artificial Sequence

antisense oligonucleotide

misc feature
(1) ..(86)
RNA

misc_feature
(7)..(L5)
DNA linked through phosphorothicate linkages

misgc_feature
(16) ..(21)
RNA

S

ucagugcettt gatggoguag u

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

<320>
<223>

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

10

21

DNA

Artificial Sequence

antigsense oligonucleotide

misc_feature
(1) ..(8)
RNA
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<220>

<221> misc_feature

<222> (7)..(1%)

<223> DNA linked through phosphorothiocate linkages

<220>

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

<400> 10
cuucucgecag tacaggcucu ¢

<210>» 11
<21ll> 21
<212> DNA

<213> Artificial Sequence

<220>
<223> antisense olligonucleotide

<220>

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

<220>

<221> misc_feature

<222> {7)..{15)

<223> DNA linked through phosphorothiocate linkages

<220>

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

<400> 11
caagacgett gtgeacguuu a

<210> 12
<211l> 21
<212> DNA

<213> Artificial Sequence

<220>
<223> antisense oligonucleotide

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

<223> RNA

<220>

<221> misc_feature
«222>  (7)..(15)

<223> DNA linked through phosphorothicate linkages
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<220>

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

<400> 12
ucagagctta gttggeguug u

11/11

21






