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INV. GOIN33/566 A61P35/00 A61P25/00 A61K31/19 C07K16/00
A61K38/00 A61K39/395 €12Q1/68

According to International Patent Classification (IPC) or to both natlonal classification and 1PC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)

GOIN

Documentation searched other than minimum documentation to the extent that such docurments are Included In the fields searched

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

EPO-Internal, BIOSIS, EMBASE, WPI Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

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

X MALNIC B ET AL: "Combinatorial receptor 19,
codes for odors." 30-33,
CELL. 5 MAR 1999, 56-61,

vol. 96, no. 5, 5 March 1999 (1999-03-05), 76-80
pages 713-723, XP002188611 :
ISSN: 0092-8674

Y page 721, column 2, paragraph 4 - page 1-18,20,
722, column 1, paragraph 2; figure 6 21
L "Blast sequences Q8TCB6 and 1-21,
Q9WU90"[OnTine] XP002356012 30-33,
Retrieved from the Internet: 37,
URL:http://genopole.toulouse.inra.fr/blast 42-47,
/wblast2.htm1> [retrieved on 2005-11-25] 55-61,
64-66,
69,70,
73,76~80

the whole document

Ny -

See patent family annex.

Further documents are listed in the continuation of Box C.

* Special categories of cited documents :
P g *T* later document published after the international filing date

ann - . or priority date and not in conflict with the application but
A* document defining the general state of the ar which is not citela:)d to anerstand the principle or theory u?ﬁierlying the
considered to be of particular relevance invention

*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
which is cited to establish the publication date of another
citation or other special reason (as specified)

*0" document referring to an oral disclosure, use, exhibition or
other means

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

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~
menis, such combination being obvious to a person skilled
in the art.

*&" document member of the same patent family

Date of the actual completion of the international search

19 July 2006

Date of mailing of the Intemational search report

02/08/2006

Name and mailing address of the ISA/
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

Authorized officer
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Encyclopedia of Chemicals, Drugs, and
Biologicals"
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Y US 2003/096299 Al (WITTAMER VALERIE ET AL) 1-18,20,
22 May 2003 (2003-05-22) 21
paragraph [0175]

A BROWN ANDREW J ET AL: "The Orphan G 1-21,
protein-coupled receptors GPR41 and GPR43 30-33,
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Box Il Observations where certain claims were found unsearchable (Continuation of item 2 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:

see FURTHER INFORMATION sheet PCT/ISA/210

o, m Clalms Nos.: 26-29,35,36,38-41,48-54,62,63,67,68,71,72,74,75
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. I:I Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(z).

Box lll Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

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

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

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

3. ]:I 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. D 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.

|:| No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (January 2004)
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Continuation of Box II.1

Although claim 19 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.

Continuation of Box II.2

Claims Nos.: 26-29,35,36,38-41,48-54,62,63,67,68,71,72,74,75

Claims 26-29, 35~36, 38-41 are directed to a second medical use of any
of the above listed compounds, i.e. propionic acid, butyric acid,
isocbutyric acid, valeric acid, isovaleric acid, hexanoic acid,
isohexanoic acids, heptanoic acid, isoheptanoic acids, octanoic acid,
isooctanoic acids, nonanoic acid, isononanoic acids, valproic acid,
isovaleramide, caproic acid, oenanthylic acid, caprylic acid,
hexahydrobenzoic acid, pelargonic acid and 5~hexenoic acid.

Claims 48-54 are directed to methods of diagnosing isovaleric-acid
related olfactory malfunction or a CNS-disorder (specifically epilepsy).
Claims 62 and 63 relates to the use of a kit according to claims 56-59
for screening anticancer compounds or compounds to treat a CNS disorder
or disease.

Claims 67 and 68 are directed to the use of a kit comprising RCC356 for
the diagnosis or prognosis of CNS-related diseases or isovaleric
acid-related olfactory malfunction, respectively.

Claims 71 and 72 envisage to the use of a transgenic animal for RCC356
or an ortholog thereof to study the progression of CNS disorders
(specifically epilepsy) or diseases and/or treatment of
(isovaleric-related) olfactory malfunction.

Claims 74 and 75 are directed to the use of a RCC356 knock out to study
the effect of RCC356 on the progression of isovaleric acid-related
olfactory malfunction or CNS disorders or diseases, respectively.

Claims 26-29, 35, 36, 38-41, 48-54, 62, 63, 67, 68, 71, 72, 74 and 75
lack however so severely support under Article 6 PCT and the application
as a whole Tacks so severly disclosure under Article 5 PCT, that the
subject-matter of these claims has not be searched according to Article
17(2)(a)(i1) and (b)) PCT.

The folTowing reasons are given for the objection under lack of support
and disclosure:

No experimental data has been provided for supporting the teaching that
1igands of RCC356 can influence any of the diseases mentioned above
(i.e. cancer of prostate, cervix, uterus, rectum, stomach or kidney or
epilepsy) nor does the prior art support this teaching. As regards the
dysfunction "isovaleric acid-related olfactory malfunction" no disease
with this name is known to the skilled person, and there is no data
suppporting the mere existence of the disease/dysfunction named.

On p.44: par.2 of the description it is described that RCC356 has been
observed in the prior art document US6790631 to be overexpressed in
certain cancer types. The mere fact that a protein is overexpressed in a




International Application No. PCT/EP2006 /001904

FURTHER INFORMATION CONTINUED FROM PCTASA/ 21(

disease does however not prove any causal relationship between this
protein and the disease. Even less it can be deduced that any 1igand
binding to this protein will have an influence in the course of the
disease.

As regards a potential treatment of epilepsy, it would appear from the
description (p.44: par.3) that it is not ensured that RCC356 is
expressed in brain and that isovaleric acid is involved in epilepsy, let
alone that RCC356 is involved in the mechanism of epilepsy and a
potential effect of isovaleric acid in epilepsy is due to binding to
RCC356.

The applicant’s attention is drawn to the fact that 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. If the application proceeds into the regional phase
before the EPO, the applicant is reminded that a search may be carried
out during examination before the EPO (see EPO Guideline C-VI, 8.5),
should the problems which led to the Article 17(2) declaration be
overcome.
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