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INTERNATIONAL SEARCH REPORT

internationg| application No

PCT/US2008/007594

A. CLASSIFICATION OF SUBJECT MATTER

TNV,  A61K31/00 A61K31/12
ADD. A61P33/00

A61K31/121

B. FIELDS SEARCHED

According to Intermational Patent Classification (IPC) or to bolh natioral classiiication apd IPC

A61K A6BIP

Minimum documentation searched {(ciassilication sysiem followed by classification symbels)

-] Documentation searehad othar than minimum documentation 1o the extent that such documents are included in the Hslds ssarchad

Electronic data base consulled during the internalional search (name of dala bage and, whera praciical, saarch tarms used)

EPO~Intarnal, EMBASE, CHEM ABS Data, BIOQSIS, WPI Data

C. POCUMENTS CONSIDERED TO BE RELEVANT

Catagory* | Chation of document, with Indication, whera appropriale, of the relevant passages

related to curcumin”

SCIENCE LTD, GB,

TSSN: 0968-0896

page 4007, abstract:

page 4008, figure 4,

page 4009, table 1;

page 1010, tabies 2 and 3;

BIOORGANIC & MEDICINAL CHEMISTRY, ELSEVIER

vol. 13, no, 12, 2 June 2005 (2005-06-02),
pages 4007-4013, XP004903735

X ROBINSON T P ET AL: "Synthesfs and 1-74
biological evaluation of aromatic enones

Futther decurments ars listed In tha conlinuation of Box G.

See patent family annex.

* Special calegories of cited dacuments :

*A* document defining the genaral state of the art which is nol

\ciered (o ba of parlicular ral

"E" oariisr documanl bul pubtished on or afler the international
ing dele

*L* document which may Lhrew doubls on priority claim(s) or
which is citad 1o establish the publication dale of anolher
cilalion or ¢ther speclal reason (as specified)

*0" document reterring ic an oral disclosure, use, exhibiion or
other means

*P* documeni published prior to the international 1lling date but
lziet than the priorily date clalmed

*T" lalar documant published siter 1he intermational fling dele
or priority date and not in condlicl wilh The application but
cited io undersland the principie or theory undstlving the
Invaniien

*x* documant of particular relsvance; the claimed invention
cannot be consldered novel or cannot be considerad to
involve an Invenlive slap whan 1ha documenl s taken alona

*Y* dogument of pasticular ralavanca; the claimed inveniion
canhol be considared to invelve an invenlive step when the
document I8 combined with one or more other such docu-—
menis, such comblnatlon being obvlous 1o a person skilled
Inthe at,

8" documsnt member of the sama patent famify

Dale of the aciual completlon of the internatlonal search

8 October 2008

Dala of mailing of tha iMemational search repon

27/05/2609

Neme and malling addrass of the 1SA/
Eurapean Patant Cifica, P.B. 5818 Patenitaan 2
ML - 2280 HV Rijswijk
Tal. (+31-70) 340=2040,
Fax: (+31-70} 340-3016

Authorizad officar

Hortner, Michael

Fowm POTASA/210 (sacond sheat) (April 2006)

Relevant 1o ctaim No.
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C{Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT

Categery* | Ghatlon of documant, with indlcatfion, where approptate, of the relavant passages

Plalovant to clalm Mo,

X YARROW J C ET AL: "PHENOTYPIC SCREENING
OF SMALL MOLECULE LIBRARIES BY HIGH
THROUGHPUT CELL IMAGING"

CURRENT TOFICS IN MEDICINAL CHEMISTRY,
BENTHAM SCIENCE PUBLISHERS, HILVERSUM, NL,
vol. 6, no. 4, 1 June 2003 (2003-06-01),
pages 279-286, XP009053202

ISSN: 1568-0266

page 279, abstract;

page 282, left col., par. 2;

page 284, right col, lines 12-13:

page 284, figure 5;

X SILVA ET AL: "Molecular dynamics,
database screening, density functional and
docking studies of nove?l RAR 1igands in
cancer chemotherapy”

BIOPHYSICAL CHEMISTRY, NORTH-HOLLAND,
AMSTERDAM, NL,

vol. 117, no. 1,

22 August 2005 {2005-08-22), pages 73-77,
XPOO5020370

ISSN: 0301-4627

page 73, abstract;

page 73, left col., Tast sentence;

page 74, right col., fig.1;

X TIRIKURA T ET AL: ™ANTI TUMOR ACTIVITY OF
3 SUBSTITUTED CINNAMOYL PYRIDINE AND 1
OXIDE"

CHEMICAL AND PHARMACEUTICAL BULLETIN,
PHARMACEUTICAL SOCIETY OF JAPAN, TOKYO,
vol. 18, no. 7,

1 Janvary 1970 (1970-01-01), pages
1408-1413, XP009105981

ISSN: 0009-2363

page 1408, abstract;

page 1409, table 1; left col.;

page 1412, par.2;

XY WO 2006/045010 A (RESVERLOGIX CORP [CAIl;
WONG MORMAN C W [CAl; TUCKER JOSEFH E L
[CA]; H) 27 April 2006 (2006-04-27)
page 3, par.7;

page 33, formula XVIII;

page 85, formula LIV;

page 151, scheme 5;

page 153-154;

page 156, example 2;

page 176, example 22,

page 205, example 55;

1-74

1-74

1-74

1-74

Forn PC"I'ILSA{21 0 [cembwetion of second sheet) (Aprll 2005}
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Category*

Gitallon of docusnent, with indication, whete approptiate, of the relevant passages

Relevant to claim No.

X

XY

HAGGARTY S J ET AL: "Small Molecule
Modulation of the Human Chromatid
Decatenation Checkpoint”

CHEMISTRY AND BIOLOGY, CURRENT BIQLOGY,
LONDON, &B,

vol. 10, no. 12,

1 December 2003 (2003-12-01), pages
1267-1279, XP00O3003333

ISSN: 1074-5521

page 1267, abstract;

page 1270, figure 2;

page 1271, right col., par.l;

page 1272, figure 4;

page 1277, left col.; par.1;

WO 2006/037761 A (DAC S R L [IT]; MINUCCI
SAYERIO [IT]; PELICCI PIER GIUSEPPE [IT];
MAI) 13 April 2006 (2006-04-13)

page 22, Tines 22-32;

page 28, table 1,

page 32 ff, table 2;

page 41, example 63;

page 43, examples 64, 65, 68;

page 45, example 45;

page 56, claim 1;

KAU T R ET AL: "A CHEMICAL GENETIC SCREEN
IDENTIFIES INHIBITORS OF REGULATED NUCLEAR
EXPORT OF A FORKHEAD TRANSCRIPTION FACTOR
IN PTEN-DEFICIENT TUMOR CELLS"

CANCER CELL, XX, US,

vol. 4, no. 6,

1 December 2003 (2003-12-01), pages
463-476, XP008037524

ISSN: 1535-6108

page 464, left col., par.4;

page 467, fighre 3e;

page 468, figure 4;

WO 01/46110 A {UNIV GEORGIA [US]; UNIV
EMORY [US]) 28 June 2001 (2001-06-28)
page 1, par.l;

page b, par.2;

page 8, last par.;

page 24;

page 60-65;

figure 1, 3, 4, 5, 6, 7, 8;

1-74

1-74

1-74

1-74

Form FCT/SA/210 {sontinuation of gecond sheet) (Aprl 2003}
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Relevan to elaim No,

XY

XY

X,?P

NAM NeUYEN-HAY ET AL: "Synthesis and
cytotoxicity of 2,5-dihydroxychalcones and
related compounds"”

ARCHIVES OF PHARMACAL RESEARCH, NATL.
FISHERIES UNIVERSITY, PUSAN, KR,

vol. 27, no. 6, 1 June 2004 (2004-06~01),
pages 581-588, XP0D09105982

ISSMN: 0253-6269

page 581, abstract;

page 581, Teft col.;

page 581, figure 1;

pages 582-585;

KATRITZKY ET AL: “QSAR modeling of
anti-invasive activity of organic
compounds using structural descriptors”
BIOORGAMIC & MEDICINAL CHEMISTRY, ELSEVIER
SCIENCE LTD, GB,

val. 14, ne. 20,

15 October 2006 (2006-10-15), pages
6933~6939, XP005633140

ISSN: (968-0896

page 6933, abstract;

page 6936-6937, table 2;

compounds 1-4, 6, 13, 14, 22-30, 34, 38,

CLEM BRIAN ET AL: "CLEW BRIAN ET AL"
MOLECULAR CANCER THERAPEUTICS JAN 2008,
vel. 7, no. I, January 2008 {2008-01),
pages 110-120, XPD0O2396579

ISSH: 1535-7163

the whole document

1-74

1-74

1-74

Form PCTASA/210 [continuation of secand sheet} (April 2005)
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FURTHER INFCRMATION CONTINUED FROM  PCTASA/ 210

Continuation of Box II.Z2

Claims NWos.: -

Present claims 1-8, 10, 12, 14-21, 23, 25, 27-42, 44, 45, 47, 48, 50-63,
65, 66, 68 and 69 relate to an extremely large number of possible
compounds. Support and disclaosure in the sense of Article 6 and 5 PCT is
to be found however for only a very small proportion of the compounds
claimed (cf. patent application, table 1, page 53/84). The
non-compliance with the substantive provisions is to such an extent,
that the search was performed taking inte consideration the
non-compliance in determining the extent of the search of claims 1-8,
10, 12, 14-21, 23, 25, 27-42, 44, 45, 47, 4B, K0-63, 65, 66, 68 and 69
(PCT Guidelines 9.19 and 9.23). :

The search of claims 1-8, 10, 12, 14-21, 23, 25, 27-42, 44, 45, 47, 48,
50-63, 65, 66, 68 and 69 was thus restricted to those claimed compounds
which appear to be supported, namely example compounds 1-7 {cf. patent
application, table i, page 53/54).

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 1rrespective 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 befere the EPD (see EPO Guideline C-V¥I, 8.2),
should the problems which led to the Article 17(2)PCT declaration be
overcome.
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International application No.

INTERNATIONAL SEARCH REPORT PCT/U$2008/007594

Box No.ll  QObservations where cettain clalms were found unsearchable {Continuation of item 2 of first sheet)

This Intetnational search report has not baan astablished In respact of cartaln clalms under Articla 17(2)(a) for ths following reasons:

1. I:‘ Cleims Nog.;
becauss thay relats to subjact mattar not required to be ssarched by this Authority, namely:

2, I?_—I Claims Nos.;
because fhey ralats to parts of the intemational application that do not comply with the prescribed requlrements to such
an extent that na mearingful international search can be camed out, specifically:

see FURTHER INFORMATION sheet PCT/ISA/210

3. [:I Claims Nos.: )
hecause they are dependent ¢laims and are not drafted in accordance with the second and third sentences of Aule 6.4(a).

Box No. 11 Observations where unity of invention Is lacking (Continuation of item 3 of first sheet)

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

see additional sheet

1, I:l As all reouirad acditional search fees were timely paid by the applicant, this international search repon covers allssarchable
claims.

2, I:l As all searchable claims could be searched without effort justiiying an additienal fees, this Authorty did not invite payment of
additional fees.

3. D As only some of the required additional search fees were timely pald by the applicant, thig Internatlonal search reporicovers
only those claims for which fees were paid, specifically claims Nos.:

d. m No required additionad saarch faes were timely paid by the applicant. Censequently, this intarnational search rsport is
rastrictad 4o the Invention first mentioned in the claims; it Is covered by claims Nos.:

$ee annex

Remark on Protest DTha additional search f2es wers accompanled by the applicant's protest and, whare applicabla, the
payment of a protest fea.

DThe addlicnal agarch fa2s were accompanied by the applicant's protest but the applicable protest
fee was not paid within tha time limit epecitied in the invitation.

E] No protast accompanied the payment of additional search fees.

Form PCT/ISA/210 {continuation of first shaat (2)) {April 2005}
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Intsmational Application e, PCT/US2008 /007594

FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

This International Searching Authority found multiple (groups of}
inventions 1n this international application, as follows:

1. claims: 1-74

Use of compounds i1nhibiting
6-phosphofructo-2-kinase/fructose-2,6-biphosphatase 3
(PFKFB3) for the treatment of cancer

2. claims: 75-77

Method of screening a compound having ability to inhibit
6-phasphofructo-z-kinase/fructose-2,6-biphosphatase 3
{PFKFB3)/Methed of screening a compound having ability to
inhibit tumor growth by inhibiting PFKFB3
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Informetion on patent famliy membars.

International applicalion No

PCT/US2008/007594
Patent document Publication Patent family Pubiication

cited in search report date membar(s) date
WO 2006045010 A - 27-04-2006 CA 2584485 Al 27-04-2006
CA 2584507 Al 27-04-2006
EP 1838296 AZ 03-10-2007
WO 2006045096 AZ 27-04-2006
W0 2006037761 A 13-04-2006 AU 2005291297 Al 13-04-2006
CA 2581730 Al 13-04-2006
CN 101039905 A 19-09-2007
EP 1814850 Al 08-08-2007
JP 2008514682 T 08-05-2008
KR 20070070179 A 03-07-2007
us 2008096889 Al 24-04-2008
WO 0146110 A 28-06-2001 AU 2291001 A 03-07-2001
CA 2385191 Al 28-06-2001

EP 1242352 A2 25-09-2002

Form FCTASA/210 {palent family ennax) (April 2005)
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