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A. CLASSIFICATION OF SUBJECT MATTER

CO7K14/47

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

IPC 7 A61K38/48 GOIN33/50 A61P25/28 //C12N15/57 ,C12N9/64,

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)

IPC 7 A61K CI2N

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

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

EPO-Internal, WPI Data, PAJ, MEDLINE, BIOSIS, SEQUENCE SEARCH, CHEM ABS Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category ° | Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X EP 0 848 062 A (SMITHKLINE BEECHAM PLC 1-27,
; SMITHKLINE BEECHAM CORP (US)) 51-56
17 June 1998 (1998-06-17)
page 1, line 25 - line 38
page 9, line 29 - Tine 33
page 12, line 11 - line 12; claims
P,X WO 01 23533 A (GURNEY MARK ;BIENKOWSKI 1-31,
MICHAEL JEROME (US); UPJOHN CO (US)) 36-45,
5 April 2001 (2001-04-05) 51-56
page 1, line 14 - Tline 17
page 2, line 14 - line 17
page 3, line 9 - line 10
page 10 -page 26; claims; examples 13-15
S
m Further documents are listed in the continuation of box C. E Patent family members are listed in annex.

° Special categories of cited documents :

“T* later document published after the international filing date
or priority date and not in conflict with the application but

"A* document defining the general state of the an which is not i iy i
considered to be of particular relevance ﬁltvee(:l :ic:) rl:nderstand the principle or theory underlying the
‘e’ earlier document but published on or after the international *X* document of particular relevance; the claimed invention
filing date cannot be considered novel or cannot be considered to
*L* document which may throw doubts on priority claim(s) or involve an inventive step when the document is taken alone
which is cited to establish the publication date of another *Y* document of particular relevance: the claimed invention
Citation or other special reason (as specified) cannot ba considered to involve an inventive step when the
*O* document referring to an oral disclosure, use, exhibition or document is combined with one or more other such docu-
other means ments, such combination being obvious 1o a person skilled
*P* document published prior fo the international filing date but in the art.
{ater than the priority date claimed *&" document member of the same patent family
Date of the actual completion of the international search Date of mailing of the international search report
10 October 2002 24/10/2002
Name and maifing address of the ISA + Authorized officer
European Patent Office, P.B. 5818 Patentlaan 2
NL - 2280 HV Rijswijk
Tel. (+31-70) 340-2040, Tx. 31 651 epo nl,
Fax: (+31~70) 340-3016 Bayrak, S

Fonm PCT/ISA/210 (second sheet) (July 1982)
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C.(Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT

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

Relevant to claim No.

A BENNETT BRIAN D ET AL: "Expression
analysis of BACE2 in brain and peripheral
tissues."

JOURNAL OF BIOLOGICAL CHEMISTRY,
vol. 275, no. 27,

7 July 2000 (2000-07-07), pages
20647-20651, XP002214379

ISSN: 0021-9258

cited in the application

the whole document

A ACQUATI F ET AL: "The gene encoding DRAP
(BACE2), a glycosylated transmembrane
protein of the aspartic protease family,
maps to the Down critical region”

FEBS LETTERS, ELSEVIER SCIENCE PUBLISHERS,
AMSTERDAM, NL,

vol. 468, no. 1,

18 February 2000 (2000-02-18), pages
59-64, XP004260998

ISSN: 0014-5793

cited in the appliication

the whole document

1-45,
51-56

1-45,
51-56

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




international application No.

INTERNATIONAL SEARCH REPORT PCT/US 01/20465

Box | Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet)

This International Search Report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. Claims Nos.:

because they relate to subject matter not required to be searched by this Authority, namely:

Although claims 1-27 (as far as in vivo application is concerned) and claims
51-56 are directed to a method of treatment of the human/animal body, the
search has been carried out and based on the alleged effects of the
compound/composition.

2. m Claims Nos.: -

because they relate to parts of the International Application that do not comply with the prescribed requirements to such
an extent that no meaningful International Search can be carried out, specifically:

see FURTHER INFORMATION sheet PCT/ISA/210

3. D Claims Nos.:

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box Il Observations where unity of invention is lacking (Continuation of item 2 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

—_

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

2. As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment
of any additional fee.

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

4. No required additional search fees were timely paid by the applicant. Consequently, this International Search Report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest D The additional search fees were accompanied by the applicant’s protest.

D No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (1)) (July 1998)
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Continuation of Box I.2

1. Claims 1-45,51-56 relate to compounds defined by reference to a
desirable characteristic or property, namely "antagonist", "agonist",
"modulator", "fragment thereof", "an enzyme having a pH optimum at about
pH 6.5-7.0, and an estimated MW of about 32-39 kDa as calculated from
radiation inactivation analysis of HEK293 cell membrane extracts, or
about 20-26 kDa as calculated from radiation inactivation analysis of
human brain samples, with a candidate compound”, "an enzyme having a pH
optimum at about pH 4.5-5.0, and an estimated MW of about 50-60 kDa as
calculated from radiation inactivation analysis of HEK293 cell membrane
extracts, or human brain samples (BACE1)". The claims 1-45,51-56 cover
all compounds having this characteristic or property, whereas the
application provides support within the meaning of Article 6 PCT and
disclosure within the meaning of Article 5 PCT for only a very limited
number of such compounds. In the present case, the claims so lack
support, and the application so lacks disclosure, that a meaningful
search over the whole of the claimed scope is impossible. Independent of
the above reasoning, the claims also lack clarity because the expressions
"antagonist", "agonist","modulator", "fragment thereof", "an enzyme
having a pH optimum at about pH 6.5-7.0, and an estimated MW of about
32-39 kDa as calculated from radiation inactivation analysis of HEK293
cell membrane extracts, or about 20-26 kDa as calculated from radiation
inactivation analysis of human brain samples, with a candidate compound”,
"an enzyme having a pH optimum at about pH 4.5-5.0, and an estimated MW
of about 50-60 kDa as calculated from radiation inactivation analysis of
HEK293 cell membrane extracts, or human brain samples (BACE1)" used in
claims 1-45,51-56 are unclear and leave the reader in doubt as to the
meaning of the technical feature to which they refer, thereby rendering
the definition of the subject-matter of said claims unclear (Article 6
PCT). Again, this lack of clarity in the present case is such as to
render a meaningful search over the whole of the claimed scope
impossible.

1.2 Claims 1-27, 51-56 relate to the use of a pharmaceutical preparation
for prophylaxis or treatment of a disease involving "modulating/
inhibiting the enzymatic production of beta-amyloid peptide from APP", "
of beta-amyloid deposits in the CNS", or "an AD-type

pathology", "inhibiting the release of a full-length beta-amyloid
polypeptide from beta-amyloid precurcor protein (APP) or a fragment
thereof, comprising cleaving said APP or APP fragment by a BACE2
polypeptide or an agonist thereof at a site interfering with
beta-secretase processing of said APP or APP fragment” which encompass a
multitude of different diseases. The claims thus cover a rather large
number of diseases, whereas the application provides support within the
meaning of Article 6 PCT and disclosure within the meaning of Art. 5 PCT
for only a very limited number of diseases. In the present case, the
claims so lack support, and the application so lacks disclosure, that a
meaningful search over the whole of the claimed scope is impossible.
Independent of the above reasoning, the claims 1-27, 46-56 also lack
clarity because it is not fully possible to determine the diseases for
which protection might legitimately be sought (Art. 6 PCT). Again, this
lack of clarity in the present case is such as to render a meaningful
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FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

search over the whole of the claimed scope impossible.

Consequently, the search has been carried out for those parts of the
claims which appear to be clear, supported and disclosed, namely those
parts relating to the use of BACEZ or Aspl or SEQ ID No 1 in the
treatment of Alzheimer’s disease and cerebral amyloid angiopathy.

3. Claims 46-50 encompass a genus of compounds defined only by their
function wherein the relationship between the structural features of the
members of the genus and said function have not been defined. In the
absence of such a relationship either disclosed in the as-filed
application or which would have been recognized based upon information
readily available to one skilled in the art, the skilled artisan would
not know how to make and use compounds that lack structural definition.
The fact that one could have assayed a compound of interest using the
claimed assays does not overcome this defect since one would have no
knowledge beforehand as to whether or not any given compound (other than
those that might be particularly disclosed in an application) would fall
within the scope of what is claimed. It would require undue
experimentation (be an undue burden) to randomly screen undefined
compounds for the claimed activity. Therefore, no search has been
performed for claims 46-50 (Art. 5 and 6 PCT).

The applicant’s attention is drawn to the fact that claims, or parts of
claims, relating to inventions in respect of which no international
search report has been established need not be the subject of an
international preliminary examination (Rule 66.1(e) PCT). The applicant
is advised that the EPO policy when acting as an International
Preliminary Examining Authority is normally not to carry out a
preliminary examination on matter which has not been searched. This is
the case irrespective of whether or not the claims are amended following
receipt of the search report or during any Chapter II procedure.
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