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INTERNATIONAL SEARCH REPORT Int¢ nal Apphication No
PCT/US 02/37954

A, CLASSIFICATION OF SUBJECT MATTER

IPC 7 ABlP3G/00 AB1K31/2545

According to Internationa! Patent Classification {IPC) or to both national classification and IPC

B. FIELDS SEARCHED

Minitnum docurmeniation searched (classification system followed by clagsifization symbols)

IPC 7 A6LP ABIK

Documantalion searchad ether than minimum dostimentation to the extent that such documenis are included in the felds searched

Electronic date base consulted during the international search (name of dala base and, where practical, search lenms used)

C. DGCUMENTS CONSIDERED TO BE RELEVANT

Category ® | Chtatlon of document, with indication, where appropriate, of the relevant passages Relevant 1o elaim No.
P.X ANONYMOUS: "A Phase 3 Randomized Study of 1-25,42,
Lonafarnib fn Combination With Paclitaxel 43,85-89

and Carboplatin vs. Placebo in Combination
with Paclitaxel and Carboplatin in
Patients With Non-Small Cell Lung Cancer®
INTERNET ARTICLE, ‘Online!

November 2002 (2002-11), XP002236230
Retrieved from the Internet:
<URL:http://www.clinicaltrials.govs
‘retrieved on 2003-03-19!

abstract

S

Further documents are fisted in the continuation of box G, Patanl famlly members ase listed th annex,

* Spedial categories of clied documents : N . . o
v 9 "T* later document published atier the international tiling date

. . L or priotity date and not in confiict with the application but
A" document defining 1he general state of the ant which is not r h i
considerad o bg of pafticular relevance . fr:l\ﬁ; R ;Jnderstand the principle or theory underlying the
“E" earller document but published on or after the inlernational *xX* document of particular relevance; the claimed invantion
iling date carot be considered novel or cannet be considared to
" :!ccurr;’ent which may iL:,l]o}_.lv ?loubisb on priorcijty!eclgngm(s) or involve an invenlive step when the document is laken alone
which Is cited Io establish the publicalion Gals of arother “¥* docurnent of particular relevance; Ihe vgimed invention
citalion of oiher special reason (ge specifisd) cannl be considarad 1o involve an Inventive slep when the
0" documenl raferring to an oral disclosure, use, sxhibttion or document is combined with one or mere olher such docu-
othar means ments, such combination belng chvious to a person skilled
"P* documant publishad prior to the international filing date hut inthe art,
later than the prierity date claimed '&" document member of the sama patent family
Date of the aciual completion of the inlemational search Date of mailing of the international search report
2 April 2003 010
Name and malling address of the I1SA Aulhorized officar

European Palent Office, P.B. 5815 Patentlaan 2
NL. — 2280 HV Rijswilk

Tel, (+31-71) 340-2040, Ex. 31 651 epo ni, -

Fax: (+31-70) 340-3016 Skjoldebrand, C

Fomn PCT/ISA/210 (secend shesfy [uly 1902)
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INTERNATIONAL SEARCH REPORT I onal Application Na
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C.(Continuation) DOGUMENTS CONSIDERED TO BE RELEVANT
Category © | Citation of dogument, with indicalion,where appropriate, of the relevant passages Relevanit teo clzim No.
P,X CAPONIGRO F: ™FARNESYL TRANSFERASE 1-25,42,
INHIBITORS: A MAJOR BREAKTHROUGH IN 43 85-89
ANTICANCER THERAPY? NAPLES, 12 APRIL zuoz"
ANTI-CANCER DRUGS, RAPID COMMUNICATIONS,
OXFORD, GB,
vol. 13, no. 8, September 2002 (2002-09),
pages 381-897, XP00O9G0BA37
ISSN: 0959-4973
page 893, column 1, paragraph 2 -page 894,
column 1, paragraph 1
P, X HALUSKA P ET AL: "Farnesyl transferase 1-25.,42,
inhibitors as anticancer agents” 43,85-89
EURCPEAN JOURNAL OF CANCER, PERGAMON
PRESS, OXFORD, GB,
vol. 38, no, 13, September 2002 (2002-09),
pages 1685-1700, XP004374136
ISSN: 0959-8049
paragraph ‘05.2!
P,% WO 02 18368 A {SCHERING CORP ;PHARMACOPETA 1-25,42,
INC (US)) 7 March 2002 (2002-03-07) 43,85-89
claims
P,X Wo 02 28381 A (DALEY GEORGE Q) 1-25,42,
11 April 2002 (2002-04-11) 43,86-89
claims
X W0 01 64252 A (PALMER PETER ALBERT 1-25,42,
;JANSSEN PHARMACEUTICA NV (BE); HORAK IVAN 43,8E-89
DAV) 7 September 2001 (2001-09-07)
claims 10,11
X US 6 316 462 B1 (BISHOP WALTER R ET AL) 1-25,42,
13 November 2001 (2001-11-13) 43,85-89
claims
X US 6 096 757 A (GIRIJAVALLABHAN YIYYOOR M 1-25,42,
ET AL} 1 August 2000 (2600-08-01) 43 85-29
cited in the application
claims
X WO 99 32114 A (SCHERING CORP) 1-25.42,
1 July 1999 (1999-07-01) 43,85-89
claims
X WO 01 B65b2 A (PALMER PETER ALBERT 1-25,42,
sJANSSEN PHARMACEUTICA NV (BE); HORAK IVAN 43,85-89
DAVY 9 August 2001 (2001-08-09)
cited in the application
page 25, line 17
page 26, line 13-15
-/

Form PCTASA/210 (cantinualion of secorid shest) {July 1853)
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Inte inal Application No

PCT/US 02/37954

C.{Continuation) DOGUMENTS CONSIDERED TO BE RELEVANT

Catsgory ©

Citation of document, with indication,whete apprapriate, of the relevant passagos

Felevani to claim No.

X

WO 01 62234 A (JANSSEN PHARMACEUTICA NV
;END DAVID WILLIAM (US))
30 August 2001 (2001-08-30)
cited in the application
page 23, line 34,35
page 26, line 28-30
COX A D: ™"FARNESYLTRANSFERASE IMHIBITORS
POTENTIAL ROLE IN THE TREATMENT OF CANCER"
DRUGS, ADIS INTERNATIONAL LTD, AT,
vol. 61, no. 6, 2001, pages 723-732,
XP008011358

ISSN: 0012-6667
page 728, column 1, paragraph 2
SHI B_(A) M: "Enhanced efficacy of the
farnesyl protein transferase inhibitor
SCH66336 in combination with paclitaxel"
PROCEEDINGS OF THE 90TH ANNUAL MEETING OF
THE AMERICAN ASSOCIATION FOR CANCER
RESEARCH. PHILADELPHIA, PA, APRIL 10 - 14,
1999, PROCEEDINGS OF THE ANNUAL MEETING OF
THE AMERICAN ASSOCIATION FOR CANCER
RESEARCH, PHILADELPHIA, PA: AACR, US,
vol. 40, 1999, page COMPLETEO1
XP002102820
cited in the application
abstract

SHI B ET AL: "THE FARNESYL PROTEIN
TRANSFERASE INHIBITOR SCH66336 SYNERGIZES
WITHTAXANES IN VITRO AND ENHANCES THEIR
ANTITUMOR ACTIVITY IN VIVO"
CANCER CHEMOTHERAPY AND PHARMACOLOGY,
SPRINGER VERLAG, BERLIN, DE,
vol. 46, no. 5, November 2000 {2000-11)},
pages 387-393, XPG01008325

ISSN: 0344-5704
the whole document
KHURI F R ET AL: "“Emerging therapies in
non-smail-cell lung cancer."
ANNALS OF ONCOLOGY: OFFICIAL JOURNAL OF
THE EUROPEAN SOCIETY FOR MEDICAL ONCOLOGY
/ ESMO. NETHERLANDS JUN 2001,
vol. 12, no. 6, June 2001 (2001-06), pagss
739-744, XPOQ90083le

ISSN: 0923-7534
page 742, column 2, paragraph 2 -page 743,
column 1, paragraph 1

—f—

1-25,42,
43,85-89

1-25,42,
43,85-39

1-25,42,

43,85-89

1-25,42,
43,85-89

1-25,42,
43,85-89
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It nal Applicaiion No

PCT/US 02/37954

C.(Continuation) DOCUMENTS CONSIDERED TO RE RELEVANT

Category © 1 Citatfon of document, with indication,where apptopriate, of tha relavant passages

Relevant to claim No.

Y ADJEI A A ET AL: "Synergy of the protein
farnesyltransferase inhibitor SCH66336 and
cisplatin in human cancer cell lines.”
CLINICAL CANCER RESEARCH: AN OFFICIAL
JOURNAL OF THE AMERICAN ASSOCIATION FOR
CANCER RESEARCH. UNITED STATES MAY 2001,
vol. 7, no. 5, May 2001 {2001-05), pages
1438-1445, XP001121362

ISSN: 1078-0432
abstract
Y KIM EOWARD S ET AL: "A phase I/II study
of the farnesyl transferase inhibitor
{FTI) SCH66336 with paclitaxel in patients
with solid tumors."
PROCEEDINGS OF THE AMERICAN ASSOCIATION
FOR CANCER RESEARCH ANNUAL,
vol. 42, March 2001 (2001-03), page 488
XP00D1121356
g92nd Annual Meeting of the American
Association for Cancer Research;New
Orleans, LA, USA; March 24-28, 2001,
March, 2001

ISSN: 0197-016X
abstract

A WO 01 64199 A {PALMER PETER ALBERT
:JANSSEN PHARMACEUTICA NV (BE); HORAK IVAN
DAY) 7 September 2001 (2001-09-07)

cited in the application

the whole document

1-25,42,
43,85-89

1-25,42,
43,85-89

1-25,42,
43,85-89

Forn PCT/SA/210 (eontinuaticn of sseond sheut) (July 1692)
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—'ernational application No.

INTERNATIONAL SEARCH REPORT PCT/US 02/37954

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

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

1. D Claims Nos.:
because ey relate to subject matier not reguirad to be searched by this Authority, namely:

2. m Caims Nos.: 1, 2 (both in part)

because ihey reiate to parts of the International Application that do not comply with the prescribed reguirements t such
an extent that no meaningiul International Search can ke carrted out, specifically:

see FURTHER INFORMATION sheet PCT/ISA/210

2 D Claims Nos.:
because they are dependent claims and are net drafted in accordancs with the secand and third sentences of Fule 6.4(a),

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

This Intsrnational Searching Authority found multiple inventions in this internatlonal application, as foliows:

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

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

&

As only some of the required addifional search fees were timely paid by the applicant, ihig International Search Report
cavers only those claims for which fees were pald, specificaliy claims Nos.:

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

1 (part), 2-25, 42-43, 85-89

Bemark on Protest D The additional search fees were accompanied by the applicant's protest,

D No protest accompanied the payment of addiional search fees.

Form PCTASA/210 (sontinuation of firet sheat (1)) (July 1998)
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INTERNATIONAL SEARCH REPORT
International Applisatien Ne. PCTAIS 02 57954

FURTHER INFORMATION CONTINUED FROM  PCTASA/ 21()

Continuation of Box I.2

Claims Nos.: 1, 2 (both in part)

Present claim 1 relate to an extremely large number of possible
combinations of compounds. In fact, the claims contain so many options
that a lack of clarity and conciseness within the meaning of Article 6
PCT arises to such an extent as to render a meaningful search of the
claims fmpossibie.

Claims 1 and 2, by using the functional definition "platinum coordinator
compound” relates to a compound defined by reference to a desirable
characteristic or property (lack of ciarity, Article 6 PCT).

The c¢laims cover all campounds having this characteristic or property,
but as no examples or embodiments are disciosed, the application
provides no support within the meaning of Articlie 6 PCT and no disciosure
within the meaning of Article 5 PCT for the claimed subject-matter, It
is noted that alse the antineoplastic agents 3-7, 10, 12-15 and 17 are
defined in a similar functional manner (see however unity-objection).

In the present case, the claims 1 and 2 so lack support, and the
application so lacks disclosure, that a meaningful search over the whoie
of the claimed scope is impossible.

Consequently, the search has been carried out for those parts of the
claims where the "platinum coordinator compound” is Cisplatin or
Carboplatin.

With regard to description page 6, there appears to be an error in
formula 1.1, because on page 6, reference is made to SCH66336, having two
bromine-~ and one chlorine-substituent. Documents relating to SCH66336
have therefore been cited as pertinent for the claims referring to
formula 1.1.

The applicant’s attention s 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 &6.1(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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1. Claims: 1 {partly), 2-25, 42-43, 85-89

The use of an FTP inhibitor according to formula (1.1) in
combination with two antineoptlastic agents, wherein one is
taxane and the other is a platinum coordinator compound, for
the manufacture of a medicament for the treatment of cancer,
including non smalt ceil lung cancer.

2. Claims: 1 (partly), 26-35

The use of an FTP inhibitor according to formula (1.1) in
combination with two antineopiastic agents, wherein the
first is a platinum coordinator compound selected from
Cisplatin or Carboplatin, and the second is Gemcitabine, for
the manufacture of a medicament for the treatment non small
ceT]l Tung cancer.

3, Claims: 36-41

The use of an FTP inhibitor according to formuta (1.1} in
combination with an antineoplastic agent selected from:

-EGF inhibitors being either antibodies or small molecules
—VEGF 1inhibitors being either antibodies or small molecules

for the manufacture of a medicament for the treatment of
cancer

4. Claims: 46-49, 63-68

The use of an FTP inhibitor according to formula (1.1} din
combinaticon with an antitumour nuclesside for the
manufacture of a medicament for the treatment of AML

b. Claims: 50-53, 69-74

The use of an FTP inhibitor according to formula (1.1) in
combination with a therapeutically effective amount of
either Rituximab or Genasense, for the manufacture of a
medicament for the treatment of non-Hodgkin’s 1ymphoma

6. Claims: b4-56, 75-80

The use of an FTP inhibitor according to formula (1.1) in
combination with a therapeutically effective amount of
either a proteosome inhibitor or Thalidomide or related
imid, for the manufacture of a medicament for the treatment
of miltiple myeloma
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7. Claims: 1 {partly), 81-84

The use of an FTP inhibitor according to formula {1.1) in
combination with at Teast two different antineopiastic
agents selected from:

—taxans

—platinum coordinator compound

—antitumour nucleoside derivative

for the manufacture of a medicament for the treatment of
sguamous cell cancer of the head and neck

8. Claims: 1 (partly), 44, 45, 57-62

The use of an FTP inhibitor according to formula (1.1) in
combination with Gleevec and interferon for the manufacture
of a medicament for the treatment of CML
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