A 0 0 0RO O A0

WO 01/16176 A3

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

(19) World Intellectual Property Organization
International Bureau

(43) International Publication Date
8 March 2001 (08.03.2001)

A 0 0O

(10) International Publication Number

WO 01/16176 A3

(51) International Patent Classification’: CI12N 15/12,
5/10, 1/21, 1/19, CO7K 14/47, AO1K 67/027, A61K 49/00,
C12Q 1/68

(21) International Application Number: PCT/EP00/08071

(22) International Filing Date: 18 August 2000 (18.08.2000)

(25) Filing Language: English

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

99116766.9 30 August 1999 (30.08.1999) EP

(71) Applicant (for all designated States except US):
BIOFRONTERA PHARMACEUTICALS AG
[DE/DE]; Hemmelrather Weg 201, D-51377 Leverkusen
(DE).

(72) Inventor; and .
(75) Inventor/Applicant (for US only): LUBBERT, Hermann
[DE/DE]; Hohenstrasse 59, D-51381 Leverkusen (DE).

(74) Agent: STERNAGEL, FLEISCHER, GODEMEYER
& PARTNER; Braunsberger Feld 29, D-51429 Bergisch
Gladbach (DE).

(81) Designated States (national): CA, JP, US.

(84) Designated States (regional): European patent (AT, BE,
CH, CY, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC,
NL, PT, SE).

Published:
with international search report

(88) Date of publication of the international search report:
27 September 2001

For two-letter codes and other abbreviations, refer to the "Guid-
ance Notes on Codes and Abbreviations" appearing at the begin-
ning of each regular issue of the PCT Gazette.

(54) Title: TRANSGENIC ANIMAL MODEL FOR NEURODEGENERATIVE DISEASES

(57) Abstract: The present application refers to a mouse parkin2 DNA- and protein sequence, containing mutations or deletions
causing Parkinson’s disease in a human if occurring in the according human sequence, the construction of a transgenic non-human
animal containing such a mutated DNA sequence and therefore expressing no or a less active or non-active parkin protein as well as
the use of this transgenic animal as a model for neurodegenerative diseases.



INTERNATIONAL SEARCH REPORT

Int tional Application No

PCT/EP 00/08071

A._CLASSIFICATION OF SUBJECT MATTER
IPC 7 Cl12N15/12 C12N5/10 C12N1/21 C12N1/19 C07K14/47
A01K67/027  A61K49/00 €12Q1/68

According 1o International Patent Classification (iPC) or to both national classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classitication symbols)

IPC 7 Cl12N CO7K AO0IK A61K Cl12Q

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

Elecironic data base consulted during the international search (name of data base and, where practical, search terms used)

EPO-Internal, WPI Data, PAJ, MEDLINE, STRAND

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category ° | Citation of document, with indication, where appropriate, of the relevam passages

Relevant to claim No.

X KESSLER J ET AL: "Investigation of the 1-22
pathogenic mechanism of parkin mutations"
SOCIETY FOR NEUROSCIENCE ABSTRACTS,
vol. 25, no. 1-2, 1999, pages 52-Abstract
27.20, XP000884113
29th Annual Meeting of the Society for
Neuroscience, Part 1, Miami Beach,
Florida, USa, October 23-28, 1999
L -% DALIE J E (PROGRAM MANAGER - SOCIETY
FOR NEUROSCIENCE): "Publication dates for
the 1999 Abstract Volumes”
SOCIETY FOR NEUROSCIENCE ABSTRACTS,

16 August 1999 (1999-08-16), XP002157614

-/

Further documents are listed in the continuation of box C.

Patent family members are listed in annex.

° Special categories of cited documents :

*A* document defining the general state of the art which is not
considered to be of particular relevance

*E* earlier document but published on or after the international
filing date

*L* document which may throw doubts on priority claim(s) or
which is cited to establish the publication date of another
citation or other speciai reason (as specified)

*O" document referring to an orai disclosure, use, exhibition or
other means

*P* document published prior to the international filing date but
later than the priority date claimed

*T* later document published after the international filing date
or priority date and not in conflict with the application but
cited to understand the principle or theory underlying the
invention

*X* document of particuiar relevance; the claimed invention
cannot be considered novel or cannot be considered 1o
involve an inventive step when the document is taken alone

*y* document of particular relevance; the claimed invention
cannot be considered to involve an inventive step when the
document is combined with one or more other such docu—
ments, such combination being obvious to a person skilled
inthe art.

*&* document member of the same patent family

Date of the actual compietion of the international search

27 February 2001

Date of mailing of the international search report

07/03/2001

Name and mailing address of the ISA
European Patent Office, P.B. 5818 Patentiaan 2
NL - 2280 HV Rijswijk
Tel. (+31-70) 340-2040, Tx. 31 651 epo nl,
Fax: (+31-70) 340-3016

Authorized officer

Lonnoy, O

Form PCT/ISA/210 (second sheet) (July 1992)

page 1 of 3




INTERNATIONAL SEARCH REPORT Int tional Application No
PCT/EP 00/08071

C.(Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT

Category © | Citation of document, with indication.where appropriate, of the relevant passages Relevant to claim No.

Y DATABASE EMROD 1-22
E.M.B.L. Databases;

Accession Number: AB019558,

13 July 1999 (1999-07-13)

SHIMIZU N ET AL: "Mus musculus mRNA for
parkin, complete cds”

XP002131476

cited in the application

100% identity in 1644 bp overlap with
SeqIdNo.1

abstract

Y WO 98 59050 A (JOHNSON WILLIAM G ;LAVEDAN 8-22
CHRISTIAN (US); NUSSBAUM ROBERT L (US);)
30 December 1998 (1998-12-30)

claims 62,63

Y GOLDBERG M S ET AL: "STUDIES OF WILD-TYPE 8-22

AND MUTANT ALPHA-SYNUCLEIN IN TRANSGENIC
MICE"

ANNUAL MEETING SOCIETY NEUROSCIENCE,XX,XX,
vol. 24, no. 1/02, 1998, page 966
XP000884112

the whole document

Y KITADA ET AL: "Mutations in the parkin 1-7
gene cause autosomal recessive juvenile
parkinsonism"

NATURE,GB,MACMILLAN JOURNALS LTD. LONDON,
vol. 392, no. 6676,
9 April 1998 (1998-04-09), pages 605-608,
XP002108469

ISSN: 0028-0836

cited in the application

figure 4C

& WO 99 40191 A (SHIMIZU NOBUYOSHI ;MIZUNO
YOSHIKUNI (JP))

12 August 1999 (1999-08-12)
Y LUCKING ET AL: "Homozygous deletions in 1-7
parkin gene in European and North African
families with autosomal recessive juvenile
parkinsonism"

LANCET THE,GB,LANCET LIMITED. LONDON,

vol. 352, no. 9137,

24 October 1998 (1998-10-24), pages
1355-1356, XP002108466

ISSN: 0140-6736

cited in the application

the whole document

Eorm PCT/SA/210 (continuation of second sheet) (July 1992)

page 2 of 3



INTERNATIONAL SEARCH REPORT

Int tional Application No

PCT/EP 00/08071

C.(Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT

Category ° | Citation of document, with indication.where appropriate, of the relevant passages Relevant to claim No.
Y HATTORI ET AL: "Point Mutations 1-7
(Thr240Arg and Ala311Stop) in the Parkin
Gene"
BIOCHEMICAL AND BIOPHYSICAL RESEARCH
COMMUNICATIONS,US,ACADEMIC PRESS INC.
ORLANDO, FL,
vol. 249, no. 3, 1998, pages 754-758,
XP002108468
ISSN: 0006-291X
cited in the application
figure 1
Y LEROY ET AL: "Deletions in the Parkin 1-7
gene and genetic heterogeneity in a Greek
family with early onset Parkinson’s
disease”
HUMAN GENETICS,DE,BERLIN,
vol. 103, no. 4, October 1998 (1998-10),
pages 424-427, XP002108470
cited in the application
figure 1
Y ABBAS ET AL: "A wide variety of mutations 1-7
in the parkin gene are responsible for
autosomal recessive parkinsonism in
Europe"
HUMAN MOLECULAR GENETICS,GB,OXFORD
UNIVERSITY PRESS, SURREY,
vol. 8, no. 4, April 1999 (1999-04), pages
567-574, XP002108471
ISSN: 0964-6906
cited in the application
the whole document
Y HATTORI N ET AL: "Molecular genetic 1-7
analysis of a novel Parkin gene in
Japanese families with autosomal recessive
juvenile parkinsonism: evidence for
variable homozygous deletions in the
Parkin gene in affected individuals”
ANN NEUROL.,
vol. 44, no. 6, December 1998 (1998-12),
pages 935-941, XP000877155
cited in the application
table 2
P,X WO 00 31253 A (INST NAT SANTE RECH MED 1-22
:BOULEY SANDRINE (FR); BRICE ALEXIS (FR);)
2 June 2000 (2000-06-02)
claims 39,40

Form PCT/ISA/210 (continuation of second sheet) (July 1992)

page 3 of 3




INTERNATIONAL SEARCH REPORT

information on patent family members

int  tional Application No

PCT/EP 00/08071

Patent document Publication Patent family Publication
cited in search report date member(s) date
WO 9859050 A 30-12-1998 AU 8163798 A 04-01-1999
WO 0031253 A 02-06-2000 FR 2786199 A 26-05-2000
FR 2797272 A 09-02-2001
AU 1276900 A 13-06-2000

Form PCT/ISA/210 (patent family annex) (July 1992}




	Abstract
	Bibliographic
	Search_Report

