I 0 N0 O 0

2/015884 A3

(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(19) World Intellectual Property Organization
International Bureau

(43) International Publication Date
28 February 2002 (28.02.2002)

PCT

.0 0 A0 OO A

(10) International Publication Number

WO 02/015884 A3

(51) International Patent Classification’: A61K 9/20,

31/635, 31/415

(21) International Application Number: PCT/US01/25762

(22) International Filing Date: 17 August 2001 (17.08.2001)

(25) Filing Language: English

(26) Publication Language: English
(30) Priority Data:
60/226,487 18 August 2000 (18.08.2000) US
(71) Applicant (for all designated States except US): PHAR-
MACIA CORPORATION [US/US]; Corporate Patent
Department, 800 N. Lindbergh Boulevard, St. Louis, MO

63167 (US).

(72) Inventors; and

(75) Inventors/Applicants (for US only): KARARLI, Tu-
grul, T. [US/US]; 8335 N. Kildare, Skokie, IL 60076
(US). KONTNY, Mark, J. [US/US]; 2343 Huntington
Lakes Drive, Libertyville, IL 60048 (US). LE, Trang, T.
[US/US]; 1802 Oslo Court, Mundelein, IL 60060 (US).

(74) Agents: FORBES, James, C. et al.; Pharmacia Corpora-
tion, 800 North Lindbergh Boulevard, 04C, St. Louis, MO
63167 (US).

(81) Designated States (national): AE, AG, AL, AM, AT, AU,
AZ,BA, BB, BG, BR, BY, BZ, CA, CH, CN, CO, CR, CU,
CZ, DE, DK, DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH,
GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC,
LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW,
MX, MZ, NO, NZ, PH, PL, PT, RO, RU, SD, SE, SG, SI,
SK, SL, TJ, T™M, TR, TT, TZ, UA, UG, US, UZ, VN, YU,
ZA, ZW.
(84) Designated States (regionalj: ARIPO patent (GH, GM,
KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZW), Eurasian
patent (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), European
patent (AT, BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE,
IT, LU, MC, NL, PT, SE, TR), OAPI patent (BF, BJ, CF,
CG, CIL CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD,
TG).

Published:

with international search report

before the expiration of the time limit for amending the
claims and to be republished in the event of receipt of
amendments

(88) Date of publication of the international search report:
25 July 2002

For nwo-letter codes and other abbreviations, refer to the "Guid-
ance Notes on Codes and Abbreviations" appearing at the begin-
ning of each regular issue of the PCT Gazette.

(54) Title: RAPIDLY DISINTEGRATING ORAL FORMULATION OF A CYCLOOXYGENASE-2 INHIBITOR

(57) Abstract: A molded article such as a tablet is provided for administration to an oral cavity of a subject to treat or prevent
a cyclooxygenase-2 mediated condition, disorder or disease. The molded article comprises a moldable blend of a therapeutically
effective amount of a selective cyclooxygenase-2 inhibitory drug with a pharmaceutically acceptable excipient carrier system con-
sisting predominantly of one or more carbohydrates, wherein ingredients and amounts thereof in the molded article and a process
for preparing the molded article are selected such that the molded article exhibits rapid disintegration in the oral cavity, and wherein
the moldable blend is prepared by a process step not requiring wet granulation.



INTERNATIONAL SEARCH REPORT

national Application No

PCT/US 01/25762

A. CLASSIFICATION BF SUBJECT MATTER

IPC 7  A61K9/20 A61K31/635  A61K31/415

According to tniernational Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification system foliowed by classification symbols)

IPC 7  A61K

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

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

EPO-Internal, WPI Data, PAJ, BIOSIS, MEDLINE, EMBASE, CHEM ABS Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category ° | Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X WO 00 32189 A (GAO DANCHEN ;SEARLE & CO 1-5,
(US); MAZHARY AHMAD M (US); HLINAK ANTHON) 7-14,
8 June 2000 (2000-06-08) 16-23,
cited in the application 25-31,
35-39

page 1, line 1

page 8, line 23 - line 24

page 12, line 25 -page 13, line 4
page 18, 1ine 28 - 1ine 31

page 19, line 10 - 1ine 16

page 20, line 6 - last line

page 21, line 21 -page 22, line 16
page 31, line 11 - Tine 27

page 32, line 26 -page 33, line 18;
claims; examples 3-5,9

S

Further documents are listed in the continuation of box C. Patent family members are listed in annex.

° Special categories of cited documents : i . . o
"T" later document published after the international filing date

or priority date and not in conflict with the application but

*A* document defining the general state of the art which is not cited 1o understand the principle or theory underlying 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 involve an inventive step when the document is taken alone
which is cited to establish the publication date of another *Y* document of particular relevance; the claimed invention
citation or other special reason (as specified) cannot be considered to involve an inventive step when the

*O* document referring to an oral disclosure, use, exhibition or document is combined with one or more other such docu—
other means ments, such combination being obvious to a person skilled

*P* document published prior to the international filing date but in the ar.
later than the priority date claimed *&* document member of the same patent family

Date of the actual compietion of the international search Date of mailing of the international search report

7 May 2002 22/05/2002
Name and mailing address of the ISA Authorized officer

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 Marttin, E

Fomm PCT/ISA/210 (second sheet) (July 1992)

page 1 of 3



sTERNATIONAL SEARCH REPORT

.national Application No

PCT/US 01/25762

C.(Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT
Category ° | Citation of document, with indication,where appropriate, of the relevant passages Relevant 1o claim No.
X WO 97 44028 A (MERCK FROSST CANADA INC 1-5,7,
;HANCOCK BRUNO (CA); WINTERS CONRAD (CA);) 9-14,
27 November 1997 (1997-11-27) 17-23,
25,
27-32,
35-37
page 1, line 9 - 1ine 18
page 6, 1ine 31 -page 7, line 7; example 2
page 8, line 21 -page 9, line 9
X WO 00 27382 A (LINES CHRISTOPHER R ;BLOCK 1-7,
GILBERT A (US); MERCK & CO INC (US)) 9-14,
18 May 2000 (2000-05-18) 19-25,
27-32,
35-37
page 20, line 1 - line 2; example 2
X WO 99 04765 A (BRAMBILLA GAETANO ;MEZZADRI 1,7-14,
ROSA (IT); VENTURA PAOLO (IT); ACERBI) 19,25,
4 February 1999 (1999-02-04) 27-32,
35-37
page 1, paragraph 1
page 7, line 22 - 1line 26; example 9
X EP 0 748 628 A (AMERICAN HOME PROD) 1,7-14,
18 December 1996 (1996-12-18) 19,
25-33,
356-37
examples 3,10-16
claims 1,6,8,9
X WO 99 47172 A (RECORDATI CHEM PHARM) 1,7,
23 September 1999 (1999-09-23) 9-14,19,
25,
27-32,
35-37
page 1, line 10 - line 17
page 1, line 24 - line 25
page 4, line 14 - line 23
page 6, line 13 - 1ine 18; claims 1-3,9;
example 2
X EP 0 396 335 A (BEECHAM GROUP PLC) 1,7-14,
7 November 1990 (1990-11-07) 19,
25-32,
356-37
page 3, line 27 - line 30; example 3
X US 5 501 861 A (MAKINO TADASHI ET AL) 1,7-19,
26 March 1996 (1996-03-26) 25-32,
cited in the application 35-37
column 2, line 39 -column 3, line 38
column 4, line 67 —column 5, line 13
column 7, line 23 - 1ine 59; claims 1-7;
example 3
-

Form PCT/ISA/210 (continuation of second sheet) (July 1992)

page 2 of 3




INTERNATIONAL SEARCH REPORT

national Application No

CT/US 01/25762

C.(Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT

Relevant to claim No.

page 1, paragraph 3 -page 2, paragraph 1
page 3, paragraph 4 -page 4, paragraph 3
page 35, line 4 - Tine 15; examples 1,2
page 41, last paragraph -page 42, last
paragraph; claims 1,2,4,5,7

Category ° | Citation of document, with indication,where appropriate, of the relevant passages
P,X WO 01 39749 A (JAIN RAJESH ;SINGH AMARJIT 1,7-14,
(IN); PANACEA BIOTEC LTD (IN)) 16-19,
7 June 2001 (2001-06-07) 25-32,
35-37

Form PCT/ISA/210 (continuation of second sheet) (July 1992)

page 3 of 3




" L

International Application No. PCTAS 01 25762

FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

Continuation of Box I.2

Present claims 1-39 relate to a compound, defined by reference to a
desirable characteristic or property, namely a "selective
cyclooxygenase-2 inhibitory drug". This term "selective cyclooxygenase—2
inhibitory drug" defines the active agent by its pharmacological effect.
However, a compound canot be sufficiently characterised by its
pharmacological effect as it is done by an expression 1ike "selective
cyclooxygenase-2 inhibitory drug", because it is impossible to know which
substances are encompassed in this expression.

The claims cover all compounds having this characteristic or property,
whereas the application provides support within the meaning of Article 6
PCT and/or disclosure within the meaning of Article 5 PCT for only a very
limited number of such compounds. In the present case, the claims so lack
support, and the application so lacks disciosure, that a meaningful
search over the whole of the claimed scope is impossible. Independent of
the above reasoning, the claims also lack clarity (Article 6 PCT). An
attempt is made to define the compound by reference to a result to be
achieved. Again, this lack of clarity in the present case is such as to
render a meaningful search over the whole of the claimed scope
impossible. Consequently, the search has been carried out for those parts
of the claims which appear to be clear, supported and disclosed, namely
those parts relating to the concept of a "selective cyclooxygenase-2
inhibitory drug", and to the compounds mentioned in the dependent claims
2-6 and 20-24, and those mentioned in the description on page 10, lines
19-25.

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 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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