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INTERNATIONAL SEARCH REPORT International application No,
PCT/JP2004/012418

A. CLASSIFICATION OF SUBJECT MATTER
Int.Cl’' A61K45/00, R61K31/365, A61P35/00, AG1P35/02, AG1P43/00//

C07D313/00, CO7D493/04

According to International Patent Classiftcation (IPC) or to both national olassification and IPC

B. FIELDS SEARCHED

Minimum documentation searched {classification system followed by classification symbels)
Int.Cl’ A61K45/00, AG61K31/365, AR61P35/00, A6LP35/02, A61P43/00,
CO7D313/00, CO7D493/04

Dacumentation searched other than minimuem docuroentation to the extent that such documents arc included in the fields searched

Electronic data base consulted during the international search {name of data base and, where practicable, search terms used)
CAP(STN), BIOSIS(5TN}, MEDLINE{STN), EMBASE(STN}, WPIDS(STN), JOIS

C. DOCUMENTS CONSIDERED TO BE RELEVANT

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

X SHIOTSU Y. et al., ‘Novel oxime derivative 1-12
of radicicol induce erthreoid differentiation
associated with preferential G{1l) phase
accumulation against chromic myelogenous
leukemia cells through destabilization cof
Becr-Abl with HspS0 complex.’, Blood, (2000},
Vol.96, No.6, pages 2284 to 2231; full text:
registry no.308244-21-5

X SHIOTSU Y. et al., ‘Heat shock protein 20- 1-12
antagonist destabilizes Bcr-Abl/HSP chaperone
complex.’, Leukemia and Lymphoma, (2002),
Vcl.43, No.5, pages 961 to 968; full text;
registry no.308244-21-5

Further documents are listed in the continuation of Bex C. D See patent family annex.
*  Special categories of vited documents: “T" later document published after the internatfonal filing date or priority
“A"  dopument defining the general siate of the art which 15 not considered date and not in conflict with the application but cited ta understand
1o be of particular relevance the principle or theory underlying the invention
“E” carlier application or patent but published on or after the intemnational ‘U document of particular relevance; the ¢laimed invention cannot be
filing date comsidered novel or cannot be considered to invalve an inventive
“L”  document which may throw doubts on priority claim(s) o which is step when the docatent is taken alone
cited to establish the publication date of another citation or other “¥”  document of particular relevance; the claimed invention cannat be
special reason (as specified) considered to involve an inventive step when the document is
“O"  dogument referring to an oral disclosure, use, exhibition er other means combined with on¢ or more other such documents, such combination
“P*  document published prior to the international filing date but later thar being obvious 1o a person skilled in the art
the pricrity date claimed “&"  document member of the same patent family
Date of the actual completion of the international search Date of mailing of the international seasch report
23 November, 2004 (23.11.04) 14 December, 2004 (14.12.04)
Mame and matling address of the ISAS Autherized offieer
Japanese Patent Office
Facsimile Na. Telephane No.

Form PCT/ISA/210 (second sheet) {Tanuary 2004)
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C (Continuation).

DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

Citation of docurent, with indication, where appropriate, of the relevant passages

Relevant to claim No.

X

WO 02/69900 AZ (COMFORMA THERAPEUTICS CQRP.},
12 September, 2002 (12.0%.02),

Full text; Claims 1, 6, 12, 13, 24, 27, 36, 37
& AU 2002/252179 B & BEP 1423080 AZ

GORRE ME. et al., ‘BCR-ABL point mutants
isclated patients with imatinib mesylate-
resistant chronic myeloid leukemia remain
sensitive to inhikitors of the BCR-ABL
chaperone heat shock protein %0.7, Blood
(2002), Vol.100, Na.B, pages 3041 to 3044;
full text

Chem.Bbstr. (2001), Vel.137, abstract no. 27882
& NAQE T. et al., ‘FLT3 tyrosine kinase as

a target molecule for selective antileukemia
therapy.”, Cancer Chemotherapy and Pharmacolcogy,
(2001}, Vol.48, no.suppl.l, p.S$27-830

BRLAGOSKLONNY MV. et al., ‘The Hsp%0 inhibitor
geldanamycin selectively sensitizes Ber-Abl-
expressing leukemia cells to cytotoxic
chemetherapy.’, Leukemia, (2001), Vel.l3,
ne.10, pages 1537 to 1543:; full text

DATABASE BIOSIS, (ENTERED STN: 06 August, 2003
{06.08.03)), abstract no. 2003:356443 abstract
& MITSIADES CS et al., ‘Bsp%0 inhibitors
proleng survival in a SCID/NOD mice model

of diffuse multiple myeloma: therapeutic
implications.’, Bleood, (2002), vol.100, Ne.ll,
abstract no.39%2

DATABASE BIOSIS, (ENTERED STN: 23 July, 2003
(23.07.03)) abstract no.2003:336889 abstract

& YRO Q. et al., ‘FLT3 expressing MLL fusion
gene leukemias are selectively sensitive to
inhibitors of the meolecular chaperene hsp80
through destabilization of signal-transduction
~associated kinases.’, Blood (2002) Vel.100,
Neo.1ll, abstract no.2192

DATABASE BIQSIS (ENTRED STW: 13 May, 2002
(13.05.02)) abstract ne. 2002:186727 abstract
& MITSIADES CS et al., ‘The hsp20 molecular
chaperon as a novel therspeutic target in
hematelogic malignancies.’, Bleood (2001},
Vol.98, No.ll, part 1 abstract no.377a

1-12

1-3,5-12

1-3,5-12

1-3,5-12

1-3,5-12

1-3,5-12

1-3,5-12
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DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

Citation of decument, with indication, where appropriate, of the relevant passages

Relevant {o claim MNe.

X

DATABASE BIOSIS, (ENTERED STN: 06 February,
2002 (06.02.06)), abstract no. 2002:129931
abstract & MINAMI Y. et al., ‘Selective
apoptosis of mutant FLT3~-transformed leukemia
cells by hsp90~inhibitors.’, Blocod (2001),
vol.%8, No.ll, part 1, abstract no.377a

DATABASE BIOSIS, (ENTERED STN: 07 November,
2001 (07.11.01)), abstract no.2001:521611
abstract & BONVINI P. et 1., "17-allylaminoa
-17-demethoxygeldanamycin (17~AAG} decreases
NPM-ALK steady-state and perturbs NPM-ALK
dependent tyrosine phosphorylation by
inhibiting NPM-ALK/hsp30 complex.’, British
Journal of Cancer (2001}, Vol.B5, No.suppl.l,
p.%1

FINELLI PF. et al., ‘Detecticn of t(4:;14)
{pl6. 3;g22) chromosomal translocation in
multiple myeloma by double-celer flucrescent
in sitwe hybridization.’, Blocd (19299),
Vol.94, No.2, pages 724 to 732, full text

RONCHETTI D. et al., ‘Deregulated FGFR3
mutants in multiple myeloma cell lines

with t£(4:14): comparative analysis of Y373C,
KE650E and the novel G384D mutations.'
Oncogene, (2001), Vol.20, No.27, pages 3553 to
3562; full text

RICHELDA R. et al., ‘A novel chromosomal
translocation t(4:14) (pi6.3:;g32) in multiple
myeloma involves the fibreoblast growth-factor
receptor 3 gene.’, Blood, (1%9%7), Vol.20,
No.10, pages 4062 to 4070; full text

DATABASE BIOSIS, (ENTERED STN: 20 July, 2001
{(z0.07.01)), abstract no. 2001:299%9266 abstract
& FONSECA R. et al., ‘Dysrequlation of ¢-MAF
is associated with t{14:;16) (g32;923},
breakpoints that flank the fra 16D fragile
site within the WWOX gene, and can be greater
than 1 Mb from-c-maf.’, Bleeod, (2000},

Vol.96, No.ll, part 2, p.15Bb

1-3,5-12

1-3,5-12

Form PCT/ISA/210 (continuation of second sheet) (January 2004)
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Box Ne. II Observations where cerfain cleims were found unsearchable (Continuation of item 2 of first sheef)

This infernational search report has not been established in respect of certain claims under Article 17(2)a} for the following reasons:

I Claims Nos.: 13~16
because they relate to subject matter not required to be searched by this Authority, namely:

Claims 12 to 15 involve embodiments concerning methods for treatment of
the human body by diagnostic methods and claim 16 involves embodiments
concerning methods for treatment of the human body by therapy and thus relate
to a subiect matter {continued to extra sheet.)

2. D 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:

3] Claims Nos.:
because they are dependent clzims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box Neo. HI Observatiens where unity of invention Js lacking (Continuation of item 3 of first sheet)

This Internationa!l Searching Authority found multiple inventions in this international application, as follows:

L. D As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
¢laims.

2. D As all searchable claitng eould be searched without effort justifying an additional feg, this Authority did not invite payment of
any additional fee.

3. [:[ As only some of the required additional search fegs 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 inventien first mentiencd in the elaims; it is covered by claims Nos.:

Remark on Protest [ The sdditional search fees were accompanied by the applicant’s protest.

D N protest accompanied the payment of additional search fees.

Form PCT/1SA/219 (continuation of first sheet {2)) (January 2004)
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Continuation of Box No.II-1 of continuation of first sheet(2)

which this Internaticnal Searching authority is not reguired, under the
provisions of Article 17(2} (a) (1) of the PCT and Rule 39.1(iv) of the
Regulaticens under the PCT, to search.

<Scope of search>

Claim 1 relates to a remedy for “diseases associated with the
translocation of immuncgleobulin gene” which contains, as the active
ingredient, a compound defined hy a desired property “having an Hsp%0
inhibitory effect”. Although claim 1 involves any compounds having such
a property, it is recognized that only small part of the ¢laimed compounds
are supported by the description in the meaning within PCT Article 6
and disclosed therein in the meaning within PCT Article 5.

Although the common technical knowledge at the point of the application

is taken into consideration, the scope of the compound having the property
as “a compound having an Hsp%0 inhibitery effect” cannot be specified.
Thus, claim 1 does not comply with the requirement of c¢learness in the
meaning within PCT Article 6 too.
Suchbeing the case, the searchwasmademainly on the relationship between
the Hsp®0 inhibiteory effect and “diseases associated with the
translocation of immuneglebulin gene” cor hematopeietic organ tumors
typified by leukemia, multiple myeloma and lymphoma and remedies for
hematopoietic organ tumers which contain, as the active ingredient,
radicicol or its derivatives such as K58333 that are defined in elaim
4 and employed in the specification in practice.

Form PCTASA/210 {extra sheet} (January 2004}
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A, RECBRTLIAHOSE (EBHHTSE (1PC) )

Int.C1*  AGIKAG/00, ABLK3L/365, A6IP35/00, A61P35/02, ABIP43/00 // COWD313/00, COTD493/04

B. WEERTESH

WE AT R REE (ERSroE (1PC) )

Int.CI"  AGLK45/00, ABLK31/365, AG6IP35/00, AGLP35/02, AG1P43/00, CQTD313/00, CO7D493/04

B REFEA OER TRHEL T 2B Ehad bo

EESHE CER LB F = =2 (FF i 2 OHH, WEITER L AE)
CAP(STN), BIOSIS(STN), MEDLINE(STN), EMBASE(STN), WPIDS(STN), JOIS

C. M5 LEbLILS R

2R3 Bt s
AFFY —% FURXHA R BoBERAEE TS &3, FORETAEHOET ko EEOES
X SBIOTSU Y et al. ‘Novel oxime derivatives of radicicol induce erthroid differen 1-12
tiation associated with preferential G{l) phase accumulation against chronic mye
logenous leukemia cells through destabilization of Ber-Abl with Hsp90 complex.
Blood, (2000) vol.96 no. 6 p.2284-220f  SCRREHk Registry no. 308244-21-5
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