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INTERNATIONAL SEARCH REPORT Intemational application Ne.
PCT/DEO0/0653

A. CLASSIFICATION OF SUBJECT MATTER
IPCT. AGLK 33/30, 33/34, 3324, GOIN 33/68, AG1P 2500

According to Tnternational Patent Classification (TPC) or to both natienal elassification and IPC
B. FIELDS SEARCHED
Minimum documentation searched (classification system followed by classification symbols)
IPCT. A6IK GOIN
Documentation searched other than minimum docurnentation to the extent that such documents are included in the fields searched

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

WPO-Internal, BIOSIS, WPI Data, PAT, EMBASE, CHEM ARS Data, MEDLINE

C. DOCUMENTS CONSIDERED TO BE RELEVANT

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

X W 93 10459 A (UNTV MELBOURNE) 27 May 1993 {27.03.93) abstract 1-4
page 21; ¢laims 15-17; examples 3-6

X WO 98 40071 A (GEN HOSPITAL CORP; BUSH ASHLEY I(US); ATWOOD | 14
CRAIG § (US);, HUANG) 17 September 1998 ¢17.09.98) pages 41-45; claims 13-
15, 26-29.31-33; example 6

X Page 52; claimy 59, 66, 73, 81, 93; example 3 3-9

PX WO 99 45907 A (GEN HOSPITAL CORP) 16 September 1999 (16.09.99) 1-4
abstract; claims 16, 21, 25; example §

‘Z| Further documents are listed in the centinuation of box C. E‘ Patent famiiy members are [isted in annex.

¥ Spesial categories of cited documents: “T7 later document published after the international fiiing date or
priority date and net in conflict with the application bt cited fo
“A” doument defining the general state of the art which is not consi- understand the principle ot theory underlying the mvention
dered 1o be of particular refevance
“X* document of particular relevence; the claimed invention cannot be
“B* earlier doeumen but published on or after the international (ing comsidered novel or cannot be consideted to involve an inventive
date step when $he documcnt is taken alone
“L”  document which may ihrow doubts on priority claim(z) or which “Y* document of particular relevance; the claimed invention canmot
is cited to establish the publication dute of anather citation or heconsidered to volve an inventive step when the document is
othex special reason (as specified) combined with one ar more other such documents, such

. . s combination being obvicus ta a person skifled in the art
“(¥" document seferring ta an aral disclosuce, use, exhibition o other

means “&” document member of the same patent family

“p*  document published prior to the intemational filing date hui later
than the priovity date claimed

Date of the actug! completien of the international search Date of mailing of the internationa] search report
29 January 2001 (29.01.01) 8 February 2001 {08.02.61)
Name and mailing address of the ISA Authorized officer
Furopean Patent Office

Form PCT/ISA/210 (second sheet) (July 1992} page 1 of 2
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INTERNATIONAL SEARCH REPORT International application No.
PCT/DE 00/00693

C. (Contimaation]. DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

Citation of document, with indication, where appropriate, of the relevant passages | Belevant te claim No,

X

xp

xp

X.P

HESSE, LARS ET AL: "The beta-A4 amyloid precursor protein binding to 1-4
copper.” FEBS (FEDERATION OF EURCPEAN BIOCHEMICAL SOCIETIES)
LETTERS, (1994} volume 349, No. 1, PP. 109-16., XP000929645 abstract,
page 109, column 1; Ggures 6,7

NOSTRAND: "Zine(Il} selectively enhances the inhiibition of coagulation factor 1-4
XIa by protease Nexin-2/amyloid b protein precursor” THROMBOSIS
RESEARCH, valume 78, No. 1, April 1395 (04.1995), pages 43-53
XP0O00933824, see discussion,. absfract; figure 4

BORCHARDT T ET AL: "Differential effects of zinc on amyloid precurser 1-9
protein (APP) processing in copper resistant variants of cuitured chinese hamster
ovary cells" CELLULAR AND MOLECULAR BIOLOGY, XPO00933558 see
discussi, abstract, figures 3, 3

LI Q. X. ET AL: "Proteolytic processing of Alzheimers disease bA4 amyloid 1-4
precursor profein in human platelets" JOURNAL OF BIOLOGICAL
CHEMISTRY, volurme 270, No. 23, 9 June 1995 (09.06.95), pages 14140-14147
XPO00929730 see discussiomn, abstract, page 14143, column 2, paragraph 2

RUSSO T. ET AL: "Fe65 and the protein network centered around the cytosolic | 14
domain of the Alzheimer's b-amyloid precursor protein” FEBS LETTERS,
volume 434, 1998, pages 1-7, XP000929646, abstract, page 3, figure 3

ERMEKOVA K. S. ET AL: "Proteins implicated in Alzheimer disease. The role 14
of Fe63, a new adapter which binds to b-amyleid precursor protein”
MOLECULAR AND CELLULAR MECHANISMS OF NEURONAL
PLASTICITY, velume 10, 1998, pages 161-180, XPOOOS33860, page 170 -
page 172; figures 5,6

WO 00 28331 A (DU PONT PHARM CO) 18 May 2000 (18.05.00), abstract, 59
figures 1,19

US 5 981 208 A (DREYER ROBERT N ET AL} % November 1999 (09,11.99), 59
abstract, claim [; example 5

WO 99 21836 A (MERCKEN LUC; CZECH CHRISTIAN (FR); PRADIER -9
LAURENT (FR); REBOUL BE)} § May 1999 (06.05.99) abstract
Page 35, line 20 — page 36, line 6; claims 24, 28, 35; example & 3-9

WO 97 18476 A (UNIV WESTERN AUSTRALIA; RAMSAY HEALTH CARE | 5-9
PTY LTRD (AU); MARTINS R) 22 May 1997 (22.05.97), abstract; claims 1, 8, 9;
example 1

Form PCT/ISA/210 (contiouation of second sheet) (July 1992) Page 2 of 2
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INTERNATIONAL SEARCH REPORT International application Ne.
PCT/DED0/00653

Box I  Observations where certain claims were found unsearchable (Continuation of item £ of first sheet)

This international search repor has not been establishedin respect of certatn claims undey Article t 7(2)(a) forthe following reasons:

1. n Claims Nos.:
because they relate to subject matter not required 1o be scarched by this Autharity, namely:

Although claim 4 relates to & method for treatment of the human or animal body, the
search was camried out and was based on the cited effects of the compound/composttion.

2. ChimsNeos:  1-4
because they relate to parts of the inlemational application that do not comply with the prescribed requirements to such
an extent that no meaningfinl international search ¢an be carried out, specifically:

Sec Supplemental Sheet ADDITIONAL MATTER PCT/ISA/210

3. [:l ClaimsNos.:
because they are dependent ciaims and are nol drafled in accordanes with the second and third sentences of Rule 6.4(a).

Box II  Observations where unity of invention is lacking {Continnation of item 2 of first sheet)

This [nternational Searching Authority found muliple inventions in this international application, as follows:

See supplemental sheet

1. As al} required additional search fees were timely paid by the applicant, this international search report covers all
searchableclaims.

1. D As all searciable claims could be searched withoutcfort justifying snadditionsl fee, this Autherity did pot invite payment
of any edditional fee.

3. D As only some of the required additional search fees were timely paid by the applicant, 1his intemational search repaort
covers only those clairns for which fees were paid, specifically claims Nos.:

4. D No required addilional search fees were timely paid by the applicant. Consequertly, this international search report is
restocted to the invention first mentioned in the claims; il is covered by claims Nos.:

Remark mn Provest D The additional search fees were accompanied by the applicant*s protest.
Na protest accomypanied the payment of additional search fees.

Form PCTAISA2 10 (cantinuation of first sheet (1)) (July 1992}
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INTERNATIONAL SEARCH REPORT - -
Internanonsi applicanon Ne.

FCT/DEDD/00693

The Iniernational Search Authority has found that this international application contains
several (groups of) inventions as follows:

1. Claims: Part 1-4
Metal jon as copper agonist that binds to the amyloid precursor protein {APP) and/or

reduces or inhibits the release of amyloid AB peptide. Medicaments containing the
copper agonists.

2. Claims: 5-9

Method for identifying a copper agonist that binds to the amyloid precursor protein
(APP) and/or reduces or inhibits the release of amyloid AB peptide.

Form PCTASA/Z] 0 (patent familv snnex) (July 1992)
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INTERNATIONAL SEARCH REPORT

Imemantonai appiicanca No.
PCT/DEG0/00693

Continugtior: of Box 1.2
Claims: 1-4
Patent claims 1-4

Patent claims 1-4 relate to an excessively large number of possible compounds, of which only
a small proportion is supported by the description as defined by PCT Article 6 and/or can be
considered as disclosed in the patent application as defined by PCT Article 5. In the present
case, the patent claims lack the necessary support and the patent application lacks the
necessary disclosure to such an extent that a meamngful search covering the entire scope of
profection sought for appears to be impossible. The patent claims relate to compounds which
are characterized by the desired characteristic feature or property, i.e. “copper agonist “.
Hence, the patent claims encompass all products, etc. having said characteristic or property,
whereas the patent application supports only a limited amount of said products as defined by
PCT Article 5. In the present case, the patent claims lack the necessary support or the patent
application lacks the necessary disclosure to such an extent that a meaningful search covering
the entire scope of protection sought for appears to be impossible.

Fir this reason, the search regarding the first invention was directed towards those parts of the
patent claims that appeared to be supported or disclosed as previously defined, namely those
parts referring to the utilization of Zn jons as cited in the embodiment cxamples. Since the
other variants included in claim 2 are not sufficiently characterized and the necessary suppori
is lacking, a meaningful search for said variants was not deemed possible.

The applicant’s attention is drawn to the fact that patent claims, or parts of patent claims,
relating to inventions in respect of which oo international search report has been established
need not be the subject of an international preliminary examination (PCT Rule 66.1{e)). The
applicant is advised that the EPO policy when acting as an Internationzl Preliminary
Examining Authority is normally not ta carry out a preliminary examination on matter which
‘has not been searched. This is the case imrespective whether or not the patent claims are
amended following receipt of the International Search Report (PCT Art. 19) or whether or not
the applicant files new patent claims during any PCT Chapter 11 procedure.

Fone PCTASA210 (patent famiiy annex) (July 1992)
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Imernatianal Applicarion No
PCT/DE 00/00693

Patent documeni FPublication Patent familiy Publication
cited in search report date member(s) date
WG 9310459 A 27-05-1993 Al 669493 B 13-06-1996
All 2926392 A 15-06-1993
CA 2123211 A 27-05-1293
DE 69227380 D 26-11-1998
DE 69227380 T 68-04-1999
EP 0613560 A 37-09-1994
JP 7503316 T 06-04-1995
us 5705401 A 06-01-1998
WO 9840071 A 17-09-1998 Al 6548498 A 29-09-1998
EP 1007048 A 14-06-2000
WO 9945907 A 16-09-1999 Al 2998139 A 27-09-1999
EP 1061923 A 27-12-2000
W0 0028331 A 1B8-05-2000 AU 1618000 A 29-05-2000
us 5981208 A 09-11-1999 AU 3318793 A 14-10-1993
CA 2086165 A 10-10-1993
EP 0564346 A 13-16-1993
IL 105216 A 16-10-1996
JP 7051096 A 28-02-1995
MX 9302021 A 31-08-1994
NZ 247356 A 27-04-1995
W0 9921886 A 06-05-199% FR 2770217 A 30-04-1299
' AU 3129500 A 14-12-2000
BR 9813105 A 15-08-2000
CK 1277616 T 20-12-2000
EP 1025121 A (19-08-2000
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