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Asn

His

Gly

Arg

Leu

360

val

Ile

Ala

Arg

Tyr

440

Tyr

Asp

Asp

Trp

265

Met

Tle

Trp

Bsn

Leu

245

Thr

Phe

Val

Glu

Asn

425

Leu

Leu

Thxr

Val

250

Asn

Phe

Phe

Asn

Asp
330

Ala

Thr

Val

Gly

Phe

4190

Val

Txp

Pro

Leu

(61)

235

Leu

Tyr

Glu

Arg

Ala

315

Thr

Arg

Ile

val

Asn

3925

Gin

Ser

Thxr

AsSp

Lys
475

Ser

Pro

Fhe

Ile

300

Cys

Trp

Iys

Gly

Val

380

Ile

Lys

Lys
460

Lys

Leu

Glu

Phe

285

Ser

Val

Val

Tyr

Glu

365

Rsp

Gly

Arg

Asp

Lys

445

Leu

Val

Ile

Ile

270

Gln

Asn

Phe

Tyr

Val

350

Thr

Phe

Ser

Ile

Met

430

Lys

Arg

AXg

Pro

255

Bry

Arg

Leu

Ty

Pro

335

Tyr

Pro

Leu

Met

Asp

415

Glu

Thr

Ala

Ile

JP 2006-500910 A 2006.1.12

240

Thr

Leu

Thr

Val

Ser

320

Asp

Ser

Pro

Ile

Ile

400

Ala

Lys

Val

Phe
480
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Ala

Pra

Gly

Asp

Gly

545

Arg

Ser

Thr

Leu

Glu

625

Phe

Gln

Glu

Asp

Gln

Arg

Asp

530

Glu

Thr

Lys

Met

Asp

610

Lys

Bla

Arg

Phe

Thr
630

Cys

Val

Glu

515

Gly

Ile

ala

Asp

Leu G

535

Leu

Val

Arg

Leu

Ser
675

Glu

Tyr

500

Met

Val

Ser

Asn

Asp

580

Asn

Ile

Thr
560

Ser

Ala

485

Ser

Tyr

Thr

Ile

Ile

585

Leu

Glu

ile

Arg

Leu

645

Lys

Ile

Gly

Fro

Ile

Gln

Leu

350

Lys

Met

Lys

Ala

Met

€30

Ala

val

Glu

Leu

Gly

Tle

Phe

535

Asn

Ser

Gly

Asn

615

Glu

Glu

Glu

Gly

Leu

Asp

Lys

520

Val

Ile

Tle

Ala

Lys

500

Ala

Gly

Tvyr

Lys

Pro
680

Val

Tyr

505

Glu

Val

Lys

Gly

Leu

385

Gly

Ser

Glu

Phe

665

Trp

(62)

Glu Leu
480

Ile Cys

Gly Lys

Leu Ser

Gly Ser
555

Tyr Ser
570

Thr Glu

Tle Leu

Ser Asp

Val Asp

635

Ser Met
650

Leu Lys

Ser Glu

val

Lys

Leu

Asp

540

Lvys

Asp

Tyr

Mel

Pro

620

Leu

Gin

Ser

Leu

Lys

Ala

325

Gly

Ala

Leu

Pro

Lys

605

Lys

Leu

Gln

L=su

Gly
E85

Lys

Gly

510

Val

Ser

Gly

Phe

Asp

580

Asp

Gln

Lys

Ile

€70

Pro

JP 2006-500910 A 2006.1.12

bLeu

495

Val

Thr

Asn

Cys

575

Ala

Gly

Leu

Thr

Leu

655

Lsp

Ile

Gln

Ile

Ala

Phe

Arg

260

Leu

Lys

Leu

Glu

Arg

640

Lys

Thx

Asp

10

20

30
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(63)

Homo sapiens phosphodiesterase 6B,

enital stationary night blindness 3,

<213> homo sapilens
<220> ?
<221> (DS

<222>  {22)..(2586)
<223>

<400>

ctccagggac aggcagecac ©

ttt
Phe

ctg
Lau

gac
Asp

ctg
Leun

gty
Val
75

cgc
Arg

gce
Ala

ctg
Leu

gtg
Val

gcc
Ala
155

aag
Lys

ctg
Leu

age
Ser

tge
Cys

ctg
Leu
60

gtc
Val

tgo
Cys

acc
Thr

gty
Val

ggc
Gly
1490

gag
Glu

aca
Thr

gac
Asp

cet
Pro

gac
Asp
45

gag
Glu

tte
Phe

agce
Ser

agg
Arg

cco
Pro
125

cac

His

tgc
Cys

aag
Lys

cag
Gln

gag
Glu
30

age
Ser

ctg
Leu

aay
Lys

ctc
Teu

ctt
Leu
110

ccc

Pro

gtg
Val

cct
Prao

aat
Asn

z2ac
Asn
15

zat
Asn

cte
Leu

gtg
Val

gtc
Val

ttc
Fhe
85

-

Phe

cr

gac
AsD

gct
Ala

cac
His

atg
Met
175

coce
Pro

gtt
Val

cgg
Bry

cag
Gln

cty
Leu

atg
Met

ago
Ser

tee
Ser

cag
Gln

titc
Phe
1560

ctg
Leu

atg
Met

gat
Asp

gge
Gly

gac
Rsp

gat
Asp
65

cyg
Arg

tac
Tyr

gtg
Val

gag
Glu

aga
Ser

ttt
Fhe

cgce
Arg

ctc
Leu
50

atg
Met

cge
Arg

cgc
Ar

cay
Glo

atc
Ile
130

aaa
Lys

teca

Ser E

daca
Thr

cte
Leu

gce
Ala

ggec
Gly
35

tge
Cys

cag
Gln

cte
Len

cag
Gln

ccyg
Pro
115

gtc
Val

aag
Lys

ttt

coc
Pro

agt
Ser

cge
Arg
20

tge
Cys

cag
Gln

gag
Glu

tge
Cys

cge
Aryg
100

gac
Asp

tte
Fhe

atg
Met

gct
Ala

atc
Ile
180

gag
Glu

cag
Gln

gag
Glu

gtg
Val

agc
Ser

ace
Thr

aac
Asn

agc
Ser

cca
Pro

gtg
Val

gac
Asp
165

atg
Met

cGMP-specific,

JP 2006-500910 A 2006.1.12

rod, beta

autosomal dominant)

gag
Glu

tac
Tyr

gac
Asp

gag
Glu

ate
Ile
70

cte
Leu

gge
Gly

gte
Val

ctg
Leu

aac
Asn
150

gag
Glu

aat
Asn

cag
Gln

£ttt
Phe

ggd
Gly

gayg
Glu

aac
Asn

ctg
Leu

gty
Val

ctg
Leu

gac
Asp
135

gtc
Val

cte
Leun

ggc
Gly

gcc
Ala

999
Gly

tgc
Cys
40

age
Ser

atg
Met

cag
Gln

goc
Ala

gag
Glu
120

atc

Ile

gag
Glu

act
Thr

aaa
Lys

cgg
Arg

aag
Lys
25

ccg
Pro

acg
Thr

gag
Glu

[efalal
Ala

gag
Glu
105

gac
Asp

ggg
Gly

gac
Asp

gac
Asp

gac
Asp
185

agc
Ser
10

aaa
Lys

cog
Pro

geg
Ala

cge
Arg

gac
Asp
80Q

ctyg
Leu

tge
Cys

gte
val

gtg
Val

tac
Tyxr
170

gtc
Val

{cong

51

29

195

243

291

33%

387

435

531

579
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40
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gtg
Val

age
Ser

tac
Tyr

cge
Arg
235

acg
Thr

tac
Tyr

gag
Glu

ccg
Pro

aaa
Lys
315

ccc
Pro

tac
Tyr

gac
Asp

cte
Leu

att
Ile
385

gac

Asp

tgg
Trp

acg
Ala

gaa
Glu

ctg
Leu
220

ggc
Gly

gac
Asp

cte
Leu

aag
Lys

tac
Tyr
300

gtg
Val

aca
Thr

gtg
val

gaa
Gla

atc
ile
380

gtg
Val

gaa
Glu

tca
Ser

gtg
Val

gac
Asp
205

aag
Lys

cag
Gln

atc
Ile

aac
Asn

gaa
Glu
285

tog
Ser

atc
ILle

ccc
Pro

gca
Ala

atg
Met
365

aag

Lys

gda
Gly

cag
Gln

gtg
Val

atc
Ile
180

gaa
Glu

atc
Ile

gty
Val

gag
Glu

tgc
Cys
270

ttt
Phe

ggc
Gly

gac
ASp

tca
Ser

gaa
Glu
350

tte
Phe

aat
Asn

gtc
Val

gac
Asp

atg
Met
430

atg
Met

gat
Asp

tat
Tyr

ctg
Leu

2y
Arg
255

gayg
Glu

ttt
Phe

cca
Pro

tac
Tyxr

goo
Ala
335

agc
Ser

aaa
Lys

gtg
Val

gce
Al=

gag
Glu
415

aac
Asn

gca
Ala

gty
Val

cac
His

cktg
Leu
240

cag
Gin

cgg
Arg

gac
Asp

cgc
Arg

atc
Ile
320

gat
Lsp

gge
Gly

ttt
Phe

oty
Leu

aca
Thr
400

gtt
Val

acc
Thr

gty
Val

ttec
Phe

ctg
Leu
225

tgg
Trp

tte
Phea

tac
Tyr

gty
Val

acyg
Thr
305

cte
Leu

cac
His

Tttt
Phe

cag
Gln

toe
Ser
385

ttt
BPhe

ctc
Leu

gac
Asp

FaAC
Asn

ttg
Leu
210

agc
Ser

tog
Ser

cac
His

tco
Ser

tgg
Trp
290

cet
Pro

cac
His

tgy
Trp

atk
Ile

gaa
Glu
370

atg

Met

tac
Tyr

atg
Met

acc
Thr

aag
Lys
185

aag
Lys

tac
Tyr

gce
Ala

aag
Lys

gty
Val
275

tet
Ser

gat
ASpP

ggc
Gly

gec
Ala

tgt
Cys
355

ggg
Gly

cCcC
Pro

aac
Asn

gag
Glu

tac
Tyxr
435

(64)

cte
Leu

tac
Tyr

ctc
Leu

zac
Asn

geco
Ala
260

ggc
Gly

gtg
Val

ggc
Gly

aag
Lys

ctyg
Leu
340

aac
Asn

gcc
Ala

atc
Il=

agg
Ary

tee
Ser
420

gac
Asp

aac
Asn

ctg
Leu

cac
His

aag
Lys
245

tte
Phe

ctc
Leu

ctyg
Leu

cgg
Arg

gag
Glu
325

goo
Ala

atec
Ile

ctg
Leu

gtc
Val

aaa
Lys
405

cty

Leu

aag
Lys

gge
Gly

aat
Asn

aac
Ran
230

gtg
Val

tac
Tyr

cty
Leu

atg
Met

gaa
Glu
310

gag
Glu

agc
Ser

atg
Met

gac
Asp

aac
Asn
390

gac
Asp

aca
Thr

atg
Met

cca
Pro

tkt
Fhe
215

tge
Cys

Tttt
Phe

acg
Thr

gac
Asp

gga

Gly
295

att
Ile

atc
Ile

ggc
cly

aat
Asn

gac
Asp
375

aag

Lys

gag
Gly

cag
Gln

aac
Asn

tte
Phe
200

geo
Ala

gag
Glu

gay
Glu

gtg
Val

atg
Met
280

gag
Glu

gte
vVal

aagy
Lys

ottt
Leu

gct
Ala
360

tce
Ser

aag
Lys

aag
Lys

ttc
Phe

aag
Lys
440

JP

ttc
Phs

acg
Thr

acy
Thr

gag
Glu

cgg
Arg
285

acc
Thr

tco
Ser

ttc
Phe

gtc
Val

cca
Pro
343

tee
Ser

g9y
Gly

gag
Glu

cce
Pro

ctg
Leu
425

ctg
Len

2006-500910 A 2006.1.12

acc
Thr

ttg
Leu

cge
Arg

ctg
Leu
250

gce
Ala

aag
Lys

cag
Gln

tac
Tyr

att
Ile
330

agec
Ser

gct
Ala

tgg
Trp

gag
Glu

ttt
Phe
4i0

gge
Gly

gag
Glu

627

675

723

771

81%

ga7

915

963

1011

1059

1107

1155

1203

1251

1299

1347
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aac
Asn

gac
Asp

aag
Lys
475

gayg
Glu

tct
Ser

atg
Mat

gtc
Val

acc
Thr
555

acg
Thr

goo
Ala

gge
Gly

ctc
Leu

ttc
Phe
635

cgg
Axrg

acy
Thr

gty
Val

cgc
Arg

agd
Arg
160

gay
Glu

gayg
Glu

gac
Asp

tac
Tyr

ctg
Leu
540

tac
Tyr

ctg
Leu

tto
Fh=

acc
Thr

cac
His
620
ctg

Leu

cag
Gln

gac
Asp

gat
Asp

aag
Lys
445

gac
Lsp

cct
Pro

ctg
Leu

ctg
Leu

tac
Tyr
525

gty
Val

cac
His

ckto
Leu

goc
Ala

aac
Ban
605

gy
Gly

cte
Leu

cac
His

ctg
Lau

gag
Glu

gac
Asp

gag
Glu

gct
Ala

cca
Pro

gag
Glu
510

gag
Glu

cgyg
Arg

zac
Asn

Met

atg
Met
530

aac
2sn

tee
Ser

teg
Ser

gag
Glu

gcc
Ala
570

tec
Ser

ate
Ile

atc
Tie

gac
Asp

gdg
Gly
495

tge
Cys

ctyg
Leu

ttc
Phe

tgy
Trp

acc
Thr
375

gtg
val

ctg
Leu

teg
Ser

gayg
Glu

cac
His
655

ctyg
Leu

aag
Lys

gca
Ala

cag
Gln

Tge
Cys
480

etete
Pro

ace
Thr

ggc
Gly

ctyg
Leu

cge
Arg
560

ggc
Gly

aca
Thr

tac
Tyr

att
Iie

gag
Glu
640

gty
Val

tac
Tyr

aac
Asn

cag
Gln

cte
Leu
465

gat
BsD

ace
Thr

gaa
Glu

gty
Val

tte
Phe
545

cac
His

aaa
Lvs

gca
RAla

cag
Gln

ttg
Leu
625

acc

Thr

atc
Ile

tte
Phe

tac
Ty

gac
Asp
450

ate
Ile

gag
Glu

aca
Thr

ctg
Leu

gtc
Val
530

teco
Ser

gge
Gly

ctyg
Leu

ggc
Gly

atg
Met
610

gag
Glu

ctg
Leu

cac
His

aag
Lys

cag
Gin

atg
Met

cty
Leu

gac
Asp

ttt
Phe

gac
Asp
515

cga
Arg

atea
Ile

tta
Phe

aag
Lys

ctg
Leu
585

aag
Lys

cgg
Arg

aac
Asn

ctyg
Len

aag
Lys
675

gac
Asp

(65)

gte
Val

cea
Pro

gag
Glu

gac
Asp
500

ctg
Leu

aag
Tys

agc
Ser

aac
Asn

agc
Ser
580

tge
Cys

tee
Ser

cac
His

ate
Ile

atg
Met
660

aga

Arg

aaqg
Lys

ctt
Leu

acc
Thr

ctyg
Leu
485

atc
Ile

gtc
val

tte
Phe

aaa
Lys

gty
val
565

tac
Tyr

cat
Bis

cayg
Gln

cac
His

tac
Tyxr
6do

gac

Asp

gcg
Ala

aag
Lys

tac
Tyx

aga
Arg
470

ggc
Gly

tac
Tyxr

a3a
Lys

cag
Gln

g9g
Gly
550

gce
Ala

tac
Tyx

gac
Asp

aac
Asn

ctg
Lau
£30

cag

Gln

ate
Ile

atg
Met

agc
Ser

cac
Bis
455

geg
Ala

gaa
Glu

gaa
Glu

tagt
Cys

atc
Ile
535

tac
Tyr

cag
Gln

zcg
Thr

atc
Ile

cce
Pro
615

gag
Glu

aac
Asn

goo
Ala

Tttt
Phe

tag
Trp

atyg
val

ogc
Arg

atc
Ile

ttec
Phe

ggc
Gly
520

ceo
Pro

cgg
Arg

acg
Thr

gac
Asp

gac
Asp
&00

ttg
Len

it
Fhsa

ctyg
Leu

atc
Iie

cag
Gln
680

gty
Val
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aag
Lys

ctg
Leu

cty
Leu

cac
His
505

atc
Ile

cag
Gln

aga
Arg

atg
Met

ctyg
Leu
585

cac
His

get
Ala

999
Gly

aac
Asn

atc
Tle
665

aag

Lys

gag
Glu

tgc
Cys

ggg
Gly

aad
Lys
420

ttc
Fhe

cag
Gln

gag
Glu

atc
Ile

ttc
Phe
570

gag
Glu

cge
Arg

aag
Lys

aag
Lys

fedele]
Arg
650

gco
Lla

atc
Tle

tac
Ty

1395

1443

1481

1539

1587

1635

1683

1731

1778

1827

1875

1923

1871

2019

2067

2115
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685
ctg tcec ctg
Leu Ser Leu

700
aca gcc tge
Thr Ala Cys
715
aag gtc gca
Lys Val Ala

gaa agg &aca
Glu Arg Thr

aag gog goc

Lys Ala Ala

765

tgce aca tte

Cys Thr Phe
780

coca atg tte

Pro Met Phe
795

gct gat gag
Ala BAsp Glu

gag gag agg
Glu Glu Arg

ggce cca gea
Gly Pro Ala
845

cgtggggace
tatttyctac
aatttttttt
ccgtggeacyg
cteagectee
ttttcagtac
ggtgatcacc
goctgttitt
ttttggatag
gaacatttge

tttctcatce

gag acg
Giu Thr

gac ctg
Asp Leu

ctt cte
Leu Leu
735

gte ttyg
Val Leu
750

gag ctce
Glu Leu

gtg tac
Val Tyr

gac cga
Asp Arg

tat gag
Tyr Glu
815

gtg gca
Val Ala
830

ccc aag
Pro Lys

acc
Thr

tet
Ser
720

gty
Val

gat
hAsp

cce
Pro

aag
Lys

ctyg
Leu
800

gcc

Ala

o fule)
Rla

tct
Ser

cgy
Arg
705

geoco
Ala

gct
Ala

cag
Gln

aag
Lys

gag
Glu
785

caqg
Gln

aaa
Lys

aag
Lys

tca
Sexr

650

aag
Lys

atc
Ile

gct
Ala

cag
Gln

ctg
Leu
770

tte
Phe

aac
Asn

gtg
Val

aaa
Lys

ace
Thr

gag
Glu

acec
Thr

gag
Glu

coc
Pro
753

caa
Gln

tet
Ser

aat
Asn

aag
Lys

gta
Val
835

tge
Cys

(66)

ate
Ile

aag
Lys

ttc
Phe
740

att
Ile

gtg
Val

cgt
Arg

agg
Arg

gct
Ala
820

ggc
Gly

tgt
Cvs

gtc
Val

ccC
Pro
725

tyyg
Trp

cect
Pro

gge
Gly

ttc
Phe

acda
Lys
205

ctg

Leu

aca
Thr

ate
Ile

atg
Met
710

tgg
Trp

gag
Glu

atg
Mat

tteo
Phe

cac
His
790

gag
Glu

gag
Glu

gaa
Glu

ctyg
Leu

695
goo

Ala

gaa
Glu

caa
Gln

atg
Met

atc
Ile
775

gaa
Glu

tgg
Trp

gag
Glu

att
Ile

tga
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atg atg atg
Met Met Met

gtc cag agc
Val Gln Sexr
730

ggt gac ttg
Gly Asp Leu
745

gac cgg aac
Asp Arg Asn
7860

gac tte gtg
Asp Phe Val

gag atc ctg
Glu Ile Leu

aag gcg ctg
Lys Ala Leu
810

aag gag gag
Lys Glu Glu
825

tge aat ggc
Cys Bsn Gly
840

gecactggtco

ctatggectec
aagaggrtag
trtttttttt
atctcagecte
tgagtagetyg
agatggggtt
gcctcagett
ataaactgaa
ttaccactgg
agceacacat

agtttaggaa

850
ctcaatette
gaagcccaag
ttittgagatg
actgcaacct
ggactacagy
tcaccatatt
cctgaagtge
gccaactgtg
gagacctttg
gtacatatgt

aacacacatg

acccactagy
aaaatgactg
gagtcttget
ceaccteocea
cgocecaccac
gggcaggctg
tgggattaca
aataaactgt
aaaagggtcc
gtacacaggt

ctecag

atttgggttce
aagatcattc
ctgtcaccca
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Phe
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Lys
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Val
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Lys
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Thr
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Glu
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285

Ser

Ile

Pro

Ala

Met

365

Lys

Gly

Gln

Val

Lys
445

Ile

Val

Glu

Cys

270

Fhe

Gly

Asp

Ser

Glu

350

Phe

Asn

Val

Asp

Tyr

Leu

Arg

255

Glu

Phe

Pro

Tyr

Ala

335

Ser

Lys

val

Ala

Glua
415

£ Asn

Ile
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Gln

Leu

465

Asp
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Ile

Asp

Gly

485

Cys

Leu
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Trp
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Arg Lys Glu Ile Val Met
705 710

Ala Ile Thr Lys Pro Trp
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Bla Ala Glu Phe Trp Glu
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Gln &1ln Pro Ile Pro Met
755

Lys Leu Gln Val Gly Phe
770

Glu Phe Ser Arg Phe His
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Gln Asn Asn Arg Lys Glu
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<400> 6
gcaageougac ccugaaguu

<210> 7
<211> 19
<212> RNA

<213> Arvtificial

<400> 7
sacuucaggd ucagouugo

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

<213> Artificial

<400> 8

aattctocecga acgtgtcacg ©
<210> 9

<211l> 21
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<400> 9
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<210>» 10

<211> 21
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<400> 10
acqugacacyg uucggagaat t
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"'“Iriterrm;)plicaﬁon No.

INTERNATIONAL SEARCH REPORT PCT/EP 03/04003

. Box I Observations where cerfain claims were faund unsearchable {Continuation of item 1 of first sheet)

This International Bearch Repert has nat been established In respect 01 certain claims under Article 17{2){®) for the following reasons:

1, Claims Nos.:

because they relate to subject matter net required to be searched by this Autharity, namely:

Although claims 1 and 3-23 are directed to a methed of treatment of the
human/animal body, the search, has been carried aut and based on the alleged
effects of the compound/composition,

g "‘ Chaire M.

~ because they relate to parts of the International Application that do not camply with the prescribed requirements o such
an exient that no meaningful Intemationel Search can be carried out, specifically:

3. D Claims Nes.:

because they are dependant dakns and are nat drafted in accordance with the second and third sentences of Rule 6.4(a).

Box [l Observations where unity of invention is facking {Continuation of item 2 of first sheet)

This international Searching Authorlly found muliple inventians in this international application, as follows;

see additional sheet

1. D As all required additional search fees were timely paid by the applicant, this International Search Report covers all
searchable oalms.

2. I:I As all searchable claims could be searched without etfort Justiftying an additional fee, this Autharlty did not invite payment
of any additional fee,

3. III As only some of the required additional search fees were timely paid by the applicant, this Intemational Search Repart
covers only those claims for which fees were paid, specifically claims Nos.:

1-23, all partially insefar as they refer to subject-matter related to the
inventions 1, 6 and 7.

4. I:‘ No required additionz) search fees were timely pald by the applicant, Consequently, this International Search Reportis

restricted to the invention first menticned in the claims; it is covered by claims Nos.:

Hemark on Protest D The additional seasch fees were accompanied by the applicent's protest,

No protest accompanled the payment of additional search fees,

Forrn PCT/ISA/210 {continuation of first sheet (1)) (July 1998)
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Internationa! Application No. PCTEP 03 04003

FURTHER INFCRMATION CONTINUED FROM  PCTASA/ 210

This International Searching Authority found multiple {groups of)
inventions in this international application, as follows:

1. Claims: 1, 2, 9, 11-18, 20-22 311 partially

A method for the treatment of a disorder of the central
nervous system {(CNS) comprising administering to a subject a
campasit.lon: comprising-a- compennd. capable. of. modulating.a. - .
target gene or gene product in a therapeutically effective
amount, wherein said composition is administered outside the
biood-brain barrier.

Use of a compound capable of modulating a target gene or
gene product for the preparation of a pharmaceutical
composition for the treatment of a disorder of the central
nervous system (CNS), wherein said composition is designed
to be applied outside the bload-brain barrier.

Said method or use wherein said compound is an
inhibitor/antagontst of said target gene or gene product,
satd inhibitor/antagonist being derived from a nucleic acid
malecule (ribozyme, antisense).

Methods or uses related thereto.

2. Claims: 1, 2, 9, 11-18, 20-22 ail partially,
if and where applicable

A methed for the treatment of a disorder of the central
nervous system (CNS) comprising administering to a subject a
compositien comprising a compaund capable of meduiating a
target gene or gene product in a therapeutically effective
amount, wherein said cemposition is administered outside the
blood-brain barrier.

Use of a compound capable of modutating a target gene or
gene product for the preparation of a pharmaceutical
compesition for the treatment of a disorder af the central
nervous system (CNS), wherein satd composition is designed
to be applied cutside the blaod-brain barrier.

Said method or use wherein said compound is an
inhibitor/antagonist of said target gene or gene product,
sald inhibitor/antagonist being derived from a nucleic acid
molecule {sense nucleic acid molecule).

Methods or uses related thereto.

3. Claims: 1, 2, 9, 11, 20-22 all partially

A method for the treatment of a diserder of the central
nervous system (CN$) comprising administering to a subject a
composition comprising a compound capable of modulating a
target gene or gene product in a therapeutically effective
amount, wherein said composition is administered cutside the
blood-brais barrier.

Use of a compound capable of modulating a target gene or
gene product for the preparation of a pharmaceutical
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FURTHER INFORMATION CONTINUED FROM  PCTASA/ 270

compositien for the treatment of a disorder of the central
nervous system (CNS}, wherein said composition is designed
to be applied outside the bload-brain barrier.

Said method or use wherein said compound is an
inhibitor/antagonist of said target gene or gene product,
satd inhibitor/antagonist being derived from a palypeptide.
Methods or uses related therets.

4, Clafms: 1, 2, 9-11, 20-22 all partially

A method for the treatment of a disorder of the central
nervous system {CNS) comprising administering to a subject a
composition comprising a compound capable of modulating a
target gene or gene product in a therapeutically effective
amount, wherain said composition is administered outside the
blead-brain barrier.

Use of a compound capable of modulating a target gene or
gene product for the preparation of a pharmaceutical
composition for the treatment of a disorder of the central
nervous system (CN$), wherein said composition is designed
to be applied outside the blood-brain barrier.

Said method or use wherein said compound 1s an
inhibiter/antagonist of sajd target gene or gene product,
said inhibitor/antagonist being derived from an antibody.
Methods or uses related thereta.

5. Claims: 1, 2, 9, 11, 20-22 all partially

A method for the treatment of a disorder of the central
nervous system (CNS) cemprising administering to a subject a
composition comprising a compound capable of modulating a
target gene or gene preduct in a therapeutically effective
amount, wherein said composition is administered outside the
bleod~brain barrier.

Use of a compound capable of modulating a target gene or
gene product for the preparation of a pharmaceutical
composition for the treatment of a disorder of the central
nervous system {CNS), wherein said compesition is designed
to be applied outside the blood-brain barrier.

Said method or use wherein said compound is an
inhibitar/antagenist of said target gene or gene product,
said inhibitor/antagonist being derived from a Tigand
binding melecule of said gene or gene product.

Methods ar uses related thereta.

6. Claims: 1-23 a1l partially

A method for the treatment of a diserder of the aye
comprising administering to a subject a composition
comprising a compaund caable of modulating a target gene or
gene product in a therapeutically effective amount, wherein
said composition is administered outside the blecd-retina
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barrier.

Use of a compound capable of modulating a target gene or
gene product far the preparatien of a pharmaceutical
compositien for the treatment of a disorder of the eye,
wherein said composition is designed to be applied outside
the blood-retina barrier.

Sald method or use wherein said compound is an
inkibitor/antagenist. of sald-targed gene. or. gena. product.. .
sald inhibitor/antagonist being derived from a nucleic acid
molecule {ribozyme, antisense}.

Methods or uses related thereto.

7. Claims: 1-23 all partially, if and where applicable

A method for the treatment of a disorder of the eye
comprising administering to a subject a compesition
camprising a compound caable of modutating a target gene or
gene product in a therapeutically effective amount, wherein
said composition is administered outside the biood-retina
barrier.

Use of a compound capahlie of modulating a target gene or
gene product for the preparation of a pharmaceutical
composition for the treatment of a disorder of the eye,
wherein said composition is designed to be applied outside
the blopd-retina barrier.

Said method or use wherein said compound is an
inhibitor/antagonist of said target gene or gene product,
said inhibitor/antagonist being derived from a nucleic acid
moiecule (sense nucleic acid molecule).

Methads or uses relafed thereto.

8. Claims: 1-11, 19-23 all partially

A& method for the treatment of a disorder of the eye
comprising administering to a subject a compesition
comprising a compound caabte of medulating a target gene or
gene product in & therapeutically effective amount, wherein
said composition is administered cutside the blood-retina
barrier.

Use of a compound capable of modulating a target gens or
gene product for the preparation of a pharmaceutical
composition for the freatment of a disorder of the eye,
wherein said composition is designed to be applied outside
the bioed-retina barrier.

Said method or use wherein said compound 1s an )
inhibiter/antagonist of said target gene or gene product,
said inhibitor/antagonist being derived from a polypeptide.
Methods or uses related thereto,

9. CTaims: I1-1%1, 19-23 all partially

A method for the treatment of a disorder of the eye

C
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comprising administering to a subject a composition
compristng a compound caable of medulating a target gene or
gene product in a therapeutically effective amount, wherein
said composition is administered outside the bleod-retina
barrier.

Use of a compound capable of modulating a target gene or
gene product for the preparation of a pharmaceutical
compesition.-for. the. treatment-of. 2. disorder. of-the. eya..
wherein said camposition is designed to be appliied outside
the blood-retina barrier.

Saild method or use wherein said compound is an
inhibitor/antagonist of said target gene or gene product,
said inhibitor/antagonist being derived from an antibody.
Methods or uses related thereto.

10. Claims: 1-11, 19-23 all partially

A method for the treatment of a diserder of the aye
comprising administering te a subject a compasition
comprising a cempound caable of modulating a target gene or
geng product in a therapeutically effective amount, wherein
said compositfon is adwinistered outside the blood-retina
barrier.

Use of a campound capable of modulating a target gene ar
gene product for the preparation of a pharmaceutical
composition for the treatment of a disorder of the eye,
wherein sald composition is designed to be applied outside
the blood-retina barrier.

Said method or use wherein said compound is an
inhibitor/antagonist of said target gene or gene product,
said inhibitor/antagonist being derived from a ligand
binding malecule of said gene or gene product.

Methods or uses related thereto.

11. Claims: 24-90 all totally

A method as defined in claim 24.
Methods, products, compasitions, uses, kits, chips related
thereto.
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