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"0 document reterting 1o an oral disclesure, Use, exhibition or
other maans.
'P* document published prior to the international filing date bu!
later than the priarity date claimed

m

*T* [ater document published after the international fiing date
or priority dale and not in conflict with the application but
cited 10 understand the principle or theory uhderlylng the
invenlion

*X' documant of particular relevance; the claimed invention
cannoi ba considerad novel or cannol be considered to
involve an invenlive stap when tha decument is taken atone

*y* document of padicular relevance; the claimed invenlion
cannot be considered 1o involve an invenlive siep when the
document is combined with one or more other such docu—
meﬁls. such combination being obvious to a person skilled
inthe art.

*&' document member of the same palent famity

Date of the aclual pletion of the i ional search

18 March 2003

Date of mailing of the international search report

03/04/2003

Name and mailing address of the 1SA
European Palent Cffice, P.B. 5315 Palantlaan 2
NL - 2280 HV Rijswilk
Tel {+31-70) 340-2040, Tx. 31 651 epo Al,
Fax: (+31-70) 340-3016

Authorized officer

Loher, F

Form PETSA/21¢ {second sheat) (July 1992)

page 1 of 3

Relevant to clafin Na.




L T e T e T e T e T s T e T s T e T s R e T e T T T s T s Y e T e, T e T e, IO e, TR e T e, T e T e TR e T e T e TR e TR e T e T e T e B s Y s B s B T T e T e T e T s T e T e B s |

O

(26)

INTERNATIONAL SEARCH REPORT

JP 2005-511658 A 2005.4.28

Int nak Appiication No

PCT/US 02/38439

C.[Continuation) COCUMENTS CONSIDERER TO BE RELEVANT

Gategory ® | Citalion of document, wilh indication, where appropriale, of the relevant passages

Relevant to claim Ne.

X DATABASE MEDLINE ‘Online!

June 1993 {1993-06)

IWADATE Y ET AL: "‘Intra-arterial ACNU,
CDDP chemotherapy for brain metastases
from Tung cancer: comparison of cases with
and without intra-arterial mannitol
infusion!”

Database accession no. NLM833680¢%
XP002233466

abstract

& NO SHINKEI GEKA. NEUROLOGICAL SURGERY.
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claims 1-17
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PROCEEDINGS OF THE AMERICAN ASSOCIATION
FOR CANCER RESEARCH ANNUAL,

val. 42, March 2001 (2001-03), page 923
%XP001145518

92nd Annual Meeting of the American
Association for Cancer Research;New
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FURTHER INFORMATION CONTINUED FROM  PCTASA/ 21(

Continuation of Box I.1

Although claims 16-33 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 composition.

Continuation of Box I.1

Rule 39.1(iv) PCT - Method for treatment of the human or animal body by
therapy

Continuation of Box 1.2

Present claims 1-14, 16-31 and 33 relate to an extremely large number of
possible compounds. In the present case a meaningful search over the
whole of the claimed scope is impossible, since "raf kinase inhibitor"
and "cytotoxic ar cytostatic agents" are functional definitions lacking a
structural definition. Bath the term "aryl urea compound” and the markush
formula disclosed in the claims relate to an extremely large number of
possible compounds. In fact, the claims contain so many options and
variabies that a meaningful search of the claims impossible.

Consequently, the search has been carried out for those parts of the
application which do appear to be concise and disclosed, namely those
compounds recited in the examples (i.e. the combination of
N-{4-chloro-3-(trifluoromethyl)phenyl)-N’-(4-(2-(N-methylcarbamoyl )-4-pyr
idyloxy)phenyl)urea with irinotecan, gemcitabine, vinorelbin, doxorubicin
and gefinitib).

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 pelicy when acting as an International
Preliminary Examining Autharity 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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Box | Observations where certain ¢laims were found unsearchable {Comimiation 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. m Claims Nos.: -
because they relate to subject matter not required to be searched by this Autherity, namely:

see FURTHER INFORMATION sheet PCT/ISA/210

2. m Claims Mos.:
because they relats to parts of the International Application that do not comply with the prescribed requirements to such
an extent that no meaningtul International Search can be carried out, specifically:

see FURTHER INFORMATION sheet PCT/ISA/210

3. D Claims MNos_:
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 mulliple inventions in this international application, as follows:

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

2. D As all searchable claims could be ssarched without effort justifying an additional fee, this Authgrity 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
cavers only those clalms for which tees were paid, specifically claims Nos.:

4. D No required additionat search fees were timely paid by the applicant. Gonsaguently, this Intemational Search Report is
rastrictad to the invention first mentiened 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.
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