JP 2004-529207 A 2004.9.24

(19) BFREREHFT (JP) 22 | F 4 |A) ()L EARES
153 2004-529207
(P2004-5292074)
(49 A%EB  FR165£9H 248 (2004.9.24)
(51) Int.CL." Fl F—va—F (B%)
A61K 45/00 AB1K 45/00 4C084
AB61K 31/4184 AB1K 31/4184 4C0O86
A6 1K 31/4709 AB1K 31/4709
A61K 31/519 AB1K 31/519
AG1P 25/ AG1lP 25/28
SEEX FEX PRBEERE (& 4 H)
(2l HEES $5EE2003-504987 (P2003-504987) |(71) HEE A 503300502
(86) (22) BEEH SERL14EE4A 27H (2002.4.27) WzsANA FELT+T7 ITwh
(85) BIRRCiRHH ERE15510828H (2003.10.28) R a2V IZTFN NIV
(86) B HEES PCT/EP2002 /004677 KA VERLENE 752708 U7
B7) EERLHES ¥02002,/102401 AAIATS—2 25—k 45
(87 EEEAHA SERL14EE12H27H (2002.12.27) (74 A 100061815
(1) BEIBLFESE  60/287, 434 #E+ &F Wk
(32) & H ERE1354H 308 (2001. 4. 30) (FHREA 100094798
(32) BRETER  RE (US) #EE LR AE
(B1) fHEE EA (AM, AZ, BY, KG,KZ,MD, RU, TJ, T™) | (74) f¢EE A 100099483
,EP (AT, BE, CH, CY, DE, DK, ES, FI,FR, GB, GR, IE, IT, LU, MC,N HELT 2F B
L, PT,SE, TR) , AU, BG, BR, BY, CA, CN, CO, CZ, EE, GE, HR, HU, 1D| (74) {53 A 100114890
JIL, INC IS, JP, KG, KR, KZ, LT, LV, MK, MX, NO, NZ, PL, RO, RU, § fEHY FTAEN - ZVw T A=F1
G, SI,SK,UA, UZ, YU, ZA UL AN
BAE ¢

64) [RBADEM] LHRH7 X2 I=2A MOFHMORAETORARRUHEZERBDOER

(57)00 00

0000000000000 0000000000000000000000000000
0000000000000 0000000000000000000000000000
00000000000



=0 O0oDooo0oo0o0ooooooo0DooDoDooooooDoooogoQgoQgoQg

(9]

Oooooooooooooogooooao
Oooooooooooooogooooao

OoOo0oooooo0oooDooo4o0 oo ooooooooDooogQgogoaoQg

1
x>

Oo0ooooo4ooooooo4oDooDooo s Oooooao

Oo0oooooooooooogogoogogoao
OooocoooooooooooooOooOob

OoDoDooooogogooooood
OO0 o0DoDoooggooooood
Ooooooooooooood
Ooooooooooooood

I I [
Oooo0oogogoogod

Oo0oo0ogano

Iy |

O

O

O

O

O

(2)

JP 2004-529207 A 2004.9.24

OO0O0OO0DOO0O0D0OdD-63 153(Ac-D-Nal-D-pCl-Phe-D-Pal-Ser-N-Me-Tyr-D-Hci-N
g-Pro-D-Ala-NH2) O OO DO OOODODODODOODODODOODODOOOODOO

O

O

Ooooocooooooooogooooao
OooooooooooooogoQgog
Oooooooooooooogod
Oo0DoDoDooogog4gogoooooogd
Oo0oooooooooooood

O

ugboobooouoboobobouoboooboooboobooboobooaod

O

Ooooooooooooodg

O
O
O
O

O
O
O
O

O 0OooQoooo
O Ooogooo
O Ooogogoao
O 0Oo0oo0ooao

O
O
O
O

O
O
O
O
O
O
O
O
O

O
g
u

gbobooboobobogboobooboan
gboooboobooobooobooboaooad

gboogdDbDtertD 0D O0OO0D0OOO0OOODOO
ugboouoboobobosobooobadd

oboooboobooboobooboooan
oo oooooooao
gbobooboobobogboobooboan

O
O
O
OJ
O
[
O
O

-0oooooooboboooooogooao
goooobooboboogobooboobonn
uboooboobooooobaoad

10

20

30

40

50



goboodgbad
oooooao
OCooDO0oo0ooooDO0O0oooODOo0O0oooDO0oOoOooODoDOO0OO0OO0ODOOd (intermediate do
ses)000D0OO0OOO0OODODDODOOODODOOODO
googbad
WO 01/787800 O O O FURUYAO SshuichiO OO O OOOOODOOODODODOOODDODODOOOGO
oooooooooobooooooooooboobooooooooboboobooooooooao
obooobooboboobobobooboobobod
goboodgbad
Bowen R.LOODDODODOODOOOOOODODDODODOOOOOOOOODOOOOOOOOOO
oboooboobooboooboobobooboobooooobobooboao
OoooooboObOOoOO0OO0OO0O0dBowen R.LOOODODODOOODOGOOCA
19990 60 40 OO0 09/326,180)0 0 0 0 00 O0DODOOOOOOOO
uobooobooboboooboooboooboobooooobobooboad
oad ooooooooobooooooooooao
oo ooano
uo gobooboooboobobouobobobooboobooobad
oad oooooooobobooooooooooboooooooao
oo gobooobooobooboobooboobooobooboobad
oad ooooooooboOooooooooooboooooogoao
oo goboboboooboboboobooboboogobooboobao
g o goooaoood
oad ood
oo goboobooobobobobooboboooboobooban
uo gobooboooboobobouobobobooboobooobad
oad oooooooobobooooooooooboooooooao
oo gobooobooobooboobooboobooobooboobad
oad ooooooooboOooooooooooboooooogoao
oo oono
g o gobooobooobooboboobooboooboobooobad
oad oooooooooOboooooooooboboooooooao
oo g
uo 4
6 (

w

OooooooooooooogoQgdg
Ooooooooooooooggog

[N
e e s e e e . [ e O e o I

w

Oo0DoOooDoogog4gogooDooogogdg
Oooooooooooooogoogdg
Ooooocooooooooogod
Ooooooooooooogdg

O 0O PCTO OWO 00/55190 A0 00D D0 OO0ODODDOOODDODDODODODOODODOOO D-
Ac-D-Nal-D-pCl-Phe-D-Pal-Ser-N-Me-Tyr-D-Hci-Nle-Arg-Pro-D-Ala-NH2)O O O

Ooooooogooooogdg

Oo0DoDooo4gogoooooogdg

)

Oo0oo0oo0oooooDoooooood
O (peptidomimetics)d OO OO

OooDoooooDoooooood
Oo0oooooooDoo-0000-0

(WO 977443390 00000 0D0O)O

oooooooooooooogoao
obooobooboooboobogan
OO0O0O0O0OWo 01729044000 00O
oooobooboobooobogno
uoboobooboobooooobogan

JP 2004-529207 A 2004.9.24

oono

oogad
ooao

tertd
Oooao

O

O

gooooboaoao
2,309,395 (US
gooooboao
goooaooboaoaao

O 0oo0oogoo
Iy |
I [ |
O Ooogogoog
O O ogogog
I [ |
I [y |
I s [ |
O OoogogooQg
OO ogogog

O 0Ooo0ooOoo
O Oooo
O Oooo
O Oooo
O Oooo
O 0ooo
O 0Oooo

goooaooboaoaao

O Oooo
O Oooo
O 0ood

O Oooo
O Oooo
O Oooo

uon

O 0O (cetrorelix)O O
(teverelix)OU OO OO (antide)D OO OO00O0DO0DO (abarelix)D OO ODODOAO

goooobooao

ooooooano

-0-0oboooboao

O
0

ooooooao
ooooooao

000)0

oono
uon

O

goooobooao

ooo

oogaod
ood

goao
ooao

ooo

ooooooooooano
-0ocooooooobooocoo0ooooooboboooooOooan
(wo 00/698590 0 0D 0O O0O0O)DO
oooooooobooboooo-0co0oooooooobobooboooOoao
oooooooo-ooo0o-ooooobobobooo0oooooooboDoao

10

20

30

40

50



Ooo0ooooooo o0 oo oooo00 oo oDooooD oo oDoooo0ooooodg

OO0 oooooogoogog
OO0 oooooogogdg
OO0 oooooogogdg
Ooooooooood

A OO0 O0Do0DoDoooo0ooooooooooooodg

OOoDooooog4oooooooogoDoooogogogaog

(4) JP 2004-529207 A 2004.9.24

OCOoOD0ODO0O0OO0OO0ODODO0OO0OO0OO0DOOWo o02/025330 0 0000O00O0O)

(monthly dose)d O
0000000000000 Uoo0ooDoDOo0DoooODoDOoDoDoOoooOo0oo0Oogaon

Oooooooodg
O
O
O
O
O
O
O
O
O
O
O
O
O
[
O
O
O
O
OJ
O
O
O
O
[
O

O 0Ooo0oooao
O OooQgooao
O O0OoQgooao
O 0Oo0oo0ooao
O 0Ooo0oooao
O 0Ooo0oooao
O Ooogooao
O OooQgooao
O 0Oo0oo0ooao
O 0Ooo0oo0ooao
O 0Ooo0oooao

O Oooo
O Ooogo
O 0O ogo
O O0ooo
O O0ooo
O Oooo
O Oooo
O 0O ogo

O

O

O

O

O

O

O

O

O

O

O

(]

O

O

O

Ooooooooooooooogogogoooao
O
O
O
O
O
O
O
O
O
]
O
O
O
O
(]
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O

Oo0oooooogoogodg

0o
000O0DODO0OO0D0OO0D0O0OO0D0OdOK.H. Bauerd K.-H. Froemmingd O C. Fuehrerd
Lehrbuch der Pharmazeutischen Technologied 0O 60 O Stuttgart 19990 163-186

OoooOoooOhoooDoooooooooooodg

oog)ooza227-38s0 (o) oooooboobooU0ooooooobooboboooooooaoD

gboooboooobooboobooboooboooboobobooboooan

O Ooooo
O
O
O
O

gboobobobbooboobobooboooooboobooboooan

ugboobooouoboobobouoboooboooboobooboobooaod
ooooooobooobooooooooooobooooooooooao
obooobooboobooboooboaodab

O 0Oooo
O
O
O
O

10

20

30



L T e T e T e T e T e T s T T T e T e T s T e T e T e T e T e T e T e T e B e R T e T e T e T e T e R e T e B e

ugbooobooodoboado

WO 02/102401 Al

()

(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(19) World Intellectual Property Organization
International Bureau

(43) International Publication Date
27 December 2002 (27.12.2002)

PCT

0 OO0

(10) International Publication Number

WO 02/102401 Al

(51) International Patent Classification”
AGIP 25/28

AG61K 38/09,

{21) International Application Number:  PC1/LP02/04677

{22) International Filing Date: 27 April 2002 (27.04.2002)

{25) Filing Language: English

(26) Publication Language: English
(30) Priority Data:

60/287.434 30 April 2001 (30.04.2001)  US

{71) Applicant: ZENTARIS AG [DE/DE]; Weismiillersirasse
45, 60314 Franklurt (DE).

(72) Inventors: ENGEL, Jirgen; lilenweg 3, 63755
Alzenau (DE). VOEGELI, Rainer; Am Berg 4, 63599
Bicbergemiind-Bicber (DE).

(81) Designated States (national): AU, BG, BR, BY, CA, CN,
"0, C7, T, GE, HR, HU, I, I, TN, IS, JP, KG, KR, K7,
LT, LV, MK, MX, NO, NZ, PL, RO, RU, SG, SI, SK, UA,
UZ, YU, ZA.

(84) Designated States (regional): Burasian palent (AM, AZ.,
BY, KG, KZ, MD, RU, TJ, TM), European patent (AT, BE,
CII, CY, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC,

Published:

—  with international search report

For two-letter codes and other abbreviations, refer io the "Guid-
ance Notes on Codes and Abhreviations™ appearing at the begin-
ning of each regular issue of the PCT Gazetre.

{54) Title: TREATMENT OF DEMENTIA AND NEURODEGENERATIVE DISEASES WITII INTERMEDIATE DOSES OF

LHRH ANTAGONISTS
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Treatment of dementia and neurodegenerative diseases with intermediate doses
of LHRH antagonists

The present invention relates to the treatment of dementia and neurodegenerative
diseases with intermediate doses of LHRH antagonists which do not cause a

castration.

FURUYA, Shuichi et al. in WO 01/78780 teach preventives and remedies for
Alzheimer’s disesase containing a compound having GnRH antagonism have
effects of preventing and treating Alzljeimer’s disease with little toxicity.

It has been shown in a study by Bowen R.L et al. that serum concentrations of
follicle-stimulating hormone (FSH) and luteinizing hormone (LH) were significantly
higher in individuals suffering of dementia , e.g. Alzheimer’s disease. Bowen R.L.
et al. propose in their patent application CA 2,309,395 (US priority June 4, 1999,
09/326,180) to lower FSH and LH to minimal levels by the use of castrating doses
of analogues of the LH-releasing hormone (LHRH), either super-agonists or
antagonists.

This treatment would be accormnpanied by highly undesirable side effects as
lowering sex hormone levels to castration levels would result in loss or reduction
of libido, sexual desire and sexual potency. In men and pre-menopausat women
this treatment would also result in the typical symptoms of drop of sex hormones
like hot flushes, etc. Women would additionally suffer from loss of bone minerals
that would limit the treatment.

These side effects could be reduced by hormone replacement therapy.

It has been found now that the treatment with intermediate doses of LHRH
antagonists results in a sub-maximal lowering of FSH and LH to normal levels that
leaves sex hormone levels above the castration treshold.

This treatment is highly advantageous as it gives the desired results of
normalising FSH and LH levels without the undesirable side-effects of sex
hormone blockade. Thus the additional treatment of sex hormone replacement

becomes superfluous.

JP 2004-529207 A 2004.9.24
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The present invention relates to the treatment of dementia and neurodegenerative
diseases with intermediate doses of LHRH antagonists, wherein the antagonist is
preferably cetrorelix, teverelix, antide or abarelix. The antagonist can also be the
LHRH antagonist D-63 153 (Ac-D-Nal-D-pCi-Phe-D-Pal-Ser-N-Me-Tyr-D-Hci-Nle-
Arg-Pro-D-Ala-NH2) as described in the PCT application WO 00/55190 A1.

The mentioned LHRH antagonists can also exhibit a heterocyclic skeletal

structure. Such peptidomimetics can be for example

- 1-[7-Chloro-3-(3,5-dimethyl-phenyl)-2-oxo-4-(2-piperidin-2-yl-ethoxy)-1,2-
dihydro-quinolin-6-yi]-3-pyridin-2-yl-urea (described in WO 97/44339),

- 3-[Benzyl-methyl-amino)-methyl}-2-teri-butyl-8-(2-fluoro-benzyl)-6-(3-methoxy-
phenyl)-7-methyl-8 H-imidazo[1,2-alpyrimidin-5-one (described in WO
01/29044),

- 2-(2,5-Dimethyl-furan-3-yl)-8-(2-fluoro-benzyl)-3-([methyl-(2-pyridin-2-yl-ethyl)-

amino]-methyl)-5-oxo-5,8-dihydro-imidazo[1,2-a]pyrimidine-6-carboxylic acid 1-
ethyl-propylester (described in WO 00/69859),

- 3-{{2-[2-(3,5-Difluoro-phenyl)-1-(2-methoxy-benzoyi)-2-oxo-ethylidene]-2,3-
dihydro-1H-benzoimidazol-5-yl-amino)-methyl)-benzonitrile (described in WO
02/02533).

The LHRH antagonist is given in a monthly dose of 10 to 100 mg per month and
the treatment is repeated monthly, two-monthly or lasting several months.

In a preferred embodiment the LHRH antagonist is given in a monthly dose of 30
to 60 mg per month and the treatment is repeated monthly, two-monthly or lasting

several months.

Pharmaceutical formufations of the LHRH antagonist suitable for the therapeutic

management of dementia and neurodegenerative diseases may be for example

JP 2004-529207 A 2004.9.24
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a) acetate salt formulations of the active compounds in the concentration of 1
mg/1 ml or lower where the lyophilisate powder may be dissolved in water for

injection or in gluconic acid;

b) acetate salt formulations of the active compounds in the concentration of 1.5
mg/1 mil to 5.0 mg/1 ml, préferably 2.5 mg/t ml where the lyophilisate powder
may be dissolved in water for injection or in gluconic acid;

¢) pamoate salt formulations of the active compounds in the concentration of 10
mg/1 ml to 30 mg/1 ml, preferably 15 mg/1 ml where the lyophilisate powder

may be dissolved in gluconic acid or in water for injection.

Suitable excipients and dosage forms are for example described by K.H. Bauer,
K.-H. Frdmming and C. Fihrer, Lehrbuch der Pharmazeutischen Technologie, 6"
edition, Stuttgart 1999, pages 163-186 (excipients) and pages 227-386 (dosage
forms), including the references as cited therein.

The LHRH antagonist can be administered for example subcutaneous, oral,

intramuscular or inhalative.

The disease as mentioned, for example can be treated in accordance with the
following scheme.

Example

In one embodiment of the invention a single dose of 30-60 mg of cetrorelix is
administered by injection per month. The treatment is continued monthly.

In another embodiment the treatment is continued two-mothly or lasting several
months after the administration of the single dose.

JP 2004-529207 A 2004.9.24
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Claims

1. Use of a LHRH antagonist for the preparation of a medicament for the
treatment of dementia and neurodegenerative diseases in humans by
administration of intermediate doses, which do not cause a castration.

[\>]

. Use according to claim 1, characterized in that the monthly single dose is in
the range of 10 — 100 mg LHRH antagonist.

. Use according to claims 1 and 2, characterized in that the monthly single dose

w

is about 30 to about 60 mg LHRH antagonist.

4. Use according to one of claims 1 to 3, characterized in that the administration

is continued on a monthly or two-monthly or lasting several months base.

o

Use according to one of claims 1 to 4, characterized in that the treated disease

is Alzheimer's disease.

@

Use according to one of claims 1 to 5, characterized in that the LHRH

antagonist is cetrorelix.

~

Use according to one of claims 1 to 5, characterized in that the LHRH

antagonist is teverelix.

i

Use according to one of claims 1 to 5, characterized in that the LHRH
antagonist is antide.

9. Use according to one of claims 1 to 5, characterized in that the LHRH

antagonist is abarelix.

JP 2004-529207 A 2004.9.24



L T e T e T e T e T e T e T e T T e T e T s O s O s O e TR s T e O e, T s T e, O e, T e, O e T e TR e O e, IO e T e T s R |

(10)

WO 02/102401 PCT/EP02/04677

10.Use according to one of claims 1 to 5, characterized in that the LHRH
antagonist is D-63 153 (Ac-D-Nal-D-pCl-Phe-D-Pal-Ser-N-Me-Tyr-D-Hei-Nle-
Arg-Pro-D-Ala-NH2).

11.Use according to one of claims 1 to 5, characterized in that the LHRH
antagonist is a peptidomimetic.

12.Use according to claim 11 in which the peptidomimetic is a compound

- 1-[7-Chloro-3-(3,5-dimethyl-phenyl)-2-oxo-4-(2-piperidin-2-yl-ethoxy)-1,2-
dihydro-quinolin-6-yl}-3-pyridin-2-yl-urea

- 3-[Benzyl-methyl-amino)-methyl]-2-tert-butyl-8-(2-fluoro-benzyl)-6-(3-
methoxy-phenyl)-7-methyl-8 H-imidazo[1,2-a]pyrimidin-5-one

- 2-(2,5-Dimethyl-furan-3-yl)-8-(2-fluoro-benzyl)-3-([methyl-(2-pyridin-2-yl-
ethyl)-amino]-methyl)-5-oxo-5,8-dihydro-imidazo[1,2-a]pyrimidine-6-
carboxylic acid 1-ethyl-propylester or

- 3~{(2-[2~(3,5-Difluoro-phenyl)-1-(2-methoxy-benzoyl)-2-oxo-ethylidene]-2,3-
dihydro-1 H-benzoimidazol-5-yl-amino)-methyl)-benzonitrile.

JP 2004-529207 A 2004.9.24



L T e T e T e T e T e T s T T T e T e T s T e T e T e T e T e T e T e T e B e R T e T e T e T e T e R e T e B e

(11)

gbooogbodaoan

INTERNATIONAL SEARCH REPORT

Intermional Application No

PCT/EP 02/04677

CLASSIFICATION OF SYBJECT MATTE

TP T AGIKTB/00  RG1P25/28

According to International Paient Classification (IPC) or to both national dlassification and IPG

B. FIELDS SEARCHED

Minimum documentation searched (classllication system followed by dlasskicallon symbols)
A61K

IPC 7

= searched other than minis tion to the extent that such d¢ i included in Ihe fields searched

B gy g he

EPO-Internal, EMBASE, CHEM ABS Data, BIOSIS, PHARMAPROJECTS

(name of data base and, where practical, search 1erms used)

page 11, Tine 26 -page 12, line 10
page 12, 1ine 15

Y WO 00 55190 A (ASTA MEDICA AG) 1-1¢
21 September 2000 (2000-09-21)
cited in the application
claim 4

Y WO 97 44339 A (GOULET MARK ;JIANG JINLONG 1-12
(US); ALLEN ERIC E (US); DEVITA ROBERT)
27 November 1997 (1997-11-27)

cited in the application

example 1

-/

C. DOCUMENTS CC TO BE RELEVANT
Category ° | Citation of documsnt, with indication, where appropriate, of the refevant passages Relevant to claim No,
X CA 2 309 395 A (BOWEN RICHARD LLOYD) 1
4 December 2000 (2000-12-04)
Y page 10, line 10 - Tine 20 1-12

m Further documents are listed in the continuation of hox C. E Patent tamily members ars fisted in annex.

= Special calegories of dlled documents :
pécial calegeries of cled dof y T e Sosumentpubiehag anorr Hiemationat g ale
- iate and ot In conitict wi application but
A documment defining he genoral state o the at which s ot 0T undaretand i brndip o theory undensing e
& of particular relevance Tvenion
= samsr documembu( published on or after the international “X* docurment of paricular relevance: the claimad Invertion
cannol be cansidered novel or cannot be considered 10
L dec n}!]em v{hlgliv 0y trow doubts on Fmrgy'éclaflm(s)‘gr favalve an inventive siep when ihe document s Taken ons
‘Which is citad to ish the publication date of another *Y* document of parlcular retevance; the claimed invertion
cilation or other special reason (as speoff cannot be considered 1o invotve an inventive step when the
0" dogument elering toan oral disclosure. usa, extibiion or documenl s combined with one or more other such docu~
e i Comanesion Bom G person skilled
P decumanl publlsned prior to th International filing date but inthe
Taler than the priority dale claimed *a* document member of tie sams pateat famiy

Dete of the actual completion of the intemational search Date of mailing of the international search report

2 August 2002 28/08/2002

Nanie and malliug address of the ISA ‘Authorized officer
European Patent Office, P.B. 5618 Patentiaan 2
N 2080 HV Rl

Tel. (+31-/0) 3402040, Tx. 31 651 epo i, i

Fas (+31-70) 340-3016 Giacobbe, S

Form PCT/S4/210 {sacond sheet) (July 1992)

JP 2004-529207 A 2004.9.24



L T e T e T e T e T e T e T e T T e T e T s O s O s O e TR s T e O e, T s T e, O e, T e, O e T e TR e O e, IO e T e T s R |

INTERNATIONAL SEARCH REPORT

(12)

Intermeional Application No
PCT/EP 02/04677

C.{Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT

MASAAKI (JP); KAWAMINAMI EIJI (JP); OKAD)
10 January 2002 (2002-01-10)

cited in the application

the whole document

Gategory * | Citalion of document, wilh indication,where apprapriate, of the relevant passages Relevant to claim No.
Y WO 01 29044 A (CHEN CHEN ;ZHU YUN FEI 1-12
(US); GAO YINGHONG (US); GROSS TIMOTHY D
(U) 26 April 2001 (2001-04-26)
cited in the application
claim 25
Y WO 00 69859 A (STRUTHERS R SCOTT ;CHEN 1-12
CHEN (US); TUCCI FABIO C {(US); ZHU YUN
FEI) 23 November 2000 (2000-11-23)
cited in the appiication
claim 30
P,Y WO 02 02533 A (MORITOMO HIROYUKI ;HIRANC 1-12

Form PCTASA/210 leontinuatien of sacand sheet) {luly 1952)

JP 2004-529207 A 2004.9.24



L T e T e T e T e T e T e T e T T e T e T s O s O s O e TR s T e O e, T s T e, O e, T e, O e T e TR e O e, IO e T e T s R |

(13) JP 2004-529207 A 2004.9.24

INTERNATIONAL SEARCH REPORT Intormedoral Applcation Ho
Information on patent family members PCT/EP 02/04677
Patent document F Publication 1 Patent family ‘ Publication
cited in search report date mamber(s) date
CA 2309395 A 04-12-2000 US 6242421 Bl 05-06-2001
CA 2309395 Al 04-12-2000
WO 0065190 A 21-09-2000 DE 19911771 Al 28-09-2000
A 3288700 A 04-10-2000
BR 0009472 A 27-11-2001
cN 1348462 T 08-05-2002
CZ 20013318 A3 15-05-2002
Wo 0055190 Al 21-09-2000
EP 1163264 Al 19~12-2001
NO 20014486 A 02-11-2001
TR 200103339 T2 22-04-2002
WO 9744339 A 27-11-1997 AU 710926 B2 30~09-1999
AU 3008997 A 09-12-1997
CA 2254769 Al 27-11-1997
EP 0901489 Al 17-03-1999
JP 2000511532 T 05-09-2000
WO 9744339 Al 27-11-1997
us 6150352 A 21-11-2000
ZA 9704321 A 20-11-1997
WO 0129044 A 26-04-2001 AU 1208901 A 30-04-2001
EP 1220857 Al 10-07-2002
Wo 0129044 Al 26-04-2001
WO 0069859 A 23-11-2000 AU 4845700 A 05-12-2000
EP 1185530 Al 13-03-2002
WO 0069859 AL 23-11-2000
WO 0202533 A 10-01-2002 AU 7102201 A 14-01-2002
WO 0202533 Al 10-01-2002

Fom POTASATZ1D (patont famly s (July 192)



(14) JP 2004-529207 A 2004.9.24

gobogooaon

(72000 OooOOoogooo
gooooooooooooobobooooooooooo

(2)000 OO0OoooDooooo
gbobooboooboobobooboobobooobooboboooonon

OO0O0O0O(@DO) 4084 AAL7 DB71 MA52 MAG66 NAO6 NA14 ZAl161

0o0O0 OO 4C086 AAOL BC28 BC70 CBOS GAO2 GAO7 GAO8 MAO4 MA52 MAS9

good oo MAG6 NAO6 NA14 ZA16



	bibliographic-data
	abstract
	claims
	description
	international-document-image-group
	search-report
	overflow

