WO 2006/065600 A3 || 000000 0 000 0 T A

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

B

G
)

2
&

(19) World Intellectual Property Organization (3
International Bureau

(43) International Publication Date
22 June 2006 (22.06.2006)

) I O A 0 A O

(10) International Publication Number

WO 2006/065600 A3

(51) International Patent Classification:

CO7D 295/06 (2006.01)  CO7D 213/38 (2006.01)
CO7D 295/08 (2006.01)  CO7D 307/52 (2006.01)
AGIK 31/496 (2006.01)  CO7D 333/20 (2006.01)
AGIP 3/00 (2006.01)

(21) International Application Number:
PCT/US2005/044293

(22) International Filing Date:
9 December 2005 (09.12.2005)

(25) Filing Language: English

(26) Publication Language: English
(30) Priority Data:

60/635,785 13 December 2004 (13.12.2004)  US

(71) Applicant (for all designated States except US): ARENA
PHARMACEUTICALS, INC. [US/US]; 6166 Nancy
Ridge Drive, San Diego, CA 92121-3223 (US).

(72) Inventors; and

(75) Inventors/Applicants (for US only): SMITH, Brian, M.
[US/US]; 13182 Mesa Crest Place, San Diego, CA 92129
(US). SANTORA, Vincent, J. [US/US]; 2330 Masters
Road, Carlsbad, CA 92008 (US). HAYASHI, Rena
[JP/US]; 10763 Corte de Tiburon, San Diego, CA 92130
(US). IBARRA, Jason, B. [US/US]; 945 Beverly Avenue,
Imperial Beach, CA 91932 (US). SCHULTZ, Jeffrey,
A. [US/US]; 10156 Prairie Fawn Drive, San Diego, CA
92127 (US). ESTRADA, Scott, A. [US/US]; 415 Colima
Street, No. 15, La Jolla, CA 92037 (US).

(74) Agents: SPRUCE, Lyle et al.; Arena Pharmaceuticals,
Inc., 6166 Nancy Ridge Drive, San Diego, CA 92121-3223
(US).

(81) Designated States (unless otherwise indicated, for every

kind of national protection available): AE, AG, AL, AM,

AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, CN,

CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI,

GB, GD, GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE,

KG, KM, KN, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV,

LY, MA, MD, MG, MK, MN, MW, MX, MZ, NA, NG, NI,

NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG,

SK, SL, SM, SY, TJ, TM, TN, TR, TT, TZ, UA, UG, US,

UZ,VC, VN, YU, ZA, ZM, ZW.

(84) Designated States (unless otherwise indicated, for every

kind of regional protection available): ARTPO (BW, GH,

GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM,

ZW), Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM),

European (AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI,

FR, GB, GR, HU, IE, IS, IT, LT, LU, LV, MC, NL, PL, PT,

RO, SE, S, SK, TR), OAPI (BF, BJ, CF, CG, CI, CM, GA,

GN, GQ, GW, ML, MR, NE, SN, TD, TG).

Published:

—  with international search report

(88) Date of publication of the international search report:
3 August 2006

For two-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: N-BIARYL AND N-ARYLHETEROARYL PIPERAZINE DERIVATIVES AS MODULATORS OF THE 5HT2C RE-
CEPTOR USEFUL FOR THE TREATMENT OF DISORDERS RELATED THERETO

(57) Abstract: The present invention relates to certain biarylz and arylheteroaryl

R piperazine derivatives of Formula (Ia) that are modulators of the SHT, receptor.
- . . .
Ro (\ N Accordingly, compounds of the present invention are useful for the treatment of
Ar N \) SHT,, receptor associated diseases or disorders, such as, obesity, Alzheimer Dis-
ease, erectile dysfunction and related disorders.
Rs Rs
R4
(Ia)



INTERNATIONAL SEARCH REPORT

laaxnational application No

T/US2005/044293
A. CLASSIFICATION OF SUBJECT MATTER
INV. C07D295/06 C07D295/08 A61K31/496 A61P3/00 €07D213/38
C07D307/52 C07D333/20

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

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)

C07D A61K A61P

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, BEILSTEIN Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* | Gitation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X EP 0 675 118 A (EISAI CO., LTD) 1-4,13,
4 October 1995 (1995-10-04) 14,19-44
compounds 12, 20-22, 24, 25, 27, 49-55,
127, 129, 131, 142-144, 147, 151, 156,
178, 185, 205, 206, 208-212, 215-217, 220,
221, 246
page 1, line 5 - Tine 10
X DUNCAN W G; HENRY D W: 1,13,14
"N-DIALKYLAMINOALKYLBI PHENYLAMINES AS
ANTI MALARIAL AND ANTISCHISTOSOMAL AGENTS”
JOURNAL OF MEDICINAL CHEMISTRY,
vol. 12, no. 1, 1969, pages 25-29,
XP002377508
ISSN: 0022-2623
X table 2; compound 6 2
X table 2; compound 28 3,4
- / ——

See patent family annex.

Further documents are listed in the continuation of Box C.

* eclal categories of cited documents :
S g *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 to understand the principle or theoty u%derlying the
considered to be of particular relevance invention

*E* earlier document but published on or afler the international *x* document of parlicular relevance; the claimed invention
filing date cannot be considered novel or cannot be considered to

N docurr;lem whlgh may tglrot\::tﬂoublsé Ion priorély clafim(s) hor Involve an inventive step when the document is taken alone
which is cited to establish the publication date of another v* document of . . ¢ : :

8 : - pariicular relevance; the claimed invention

cltaiion or other special reason (as speoitied) cannot be considered to involve an inventive step when the

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

*P* document published prior to the intetnational filing date but
later than the priority date claimed

inthe art.
13" document member of the same paten! family

Date of the actual completion of the international search

20 April 2006

Date of mailing of the Intemational search report

09/05/2006

Name and mailing address of the ISA/
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

Authorized officer

Moriggi, J-D

Form PCT/1SA/210 {second sheet) (April 2005)




INTERNATIONAL SEARCH REPORT

Igtarnational application No

/US2005/044293

C(Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

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

Relgvant o claim No.

X

P,X

URAWA, Y; MIYAZAWA, M; OZEKI, N; OGURA, K:
"A Novel Methodology for Efficient Removal
of Residual Palladium from a Product of
the Suzuki-Miyaura Coupling with
Polymer-Supported Ethylenediamine
Derivatives"”

ORGANIC PROCESS RESEARCH & DEVELOPMENT,
vol. 7, no. 2, 2003, pages 191-195,
XP002377509

compounds (R)-2

DE 199 39 516 Al (BOEHRINGER INGELHEIM
PHARMA KG) 22 February 2001 (2001-02-22)
compound II

DE 199 39 745 Al (BOEHRINGER INGELHEIM
PHARMA KG) 22 February 2001 (2001-02-22)
compound II

WO 00/26192 A (BASF AKTIENGESELLSCHAFT;
LUBISCH, WILFRIED; KOCK, MICHAEL; HOEGER,
THO) 11 May 2000 (2000-05-11)

compounds I,II

GB 1 464 525 A (PARKE, DAVIS & COMPANY)
16 February 1977 (1977-02-16)

page 4, Tine 21

US 2005/239795 Al (NEUSTADT BERNARD R ET
AL) 27 October 2005 (2005-10-27)
preparations 77, 77-2, 77-3, 78, 79, 80,
81, 83, 83-2, 84, 85, 85-2, 86, 88-2, 89,
91, 95

1,2

1-44

1-44

1-44

1-44

Form PCGT/ISA/210 (continuation of second sheet) (April 2005)




)
rntemaﬁonal application No.

INTERNATIONAL SEARCH REPORT PCT/US2005/044293

Box Il Observations where ceftain claims were found unsearchable (Continuation of item 2 of first sheet)

This International Search Report has not been established in respect of certain claims under Article 17(2)(a) for the fallowing reasons:

1. [x] claime Nos.:

because they relate to subject matter not required to be searched by this Authority, namely:

Although claims 20-32 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 compound/composition.

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 meaningiul International Search can be carried out, specifically:

3. D Claims Nos.:

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 3 of first sheet)

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

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

2. D As all searchahle claims could be searched without effort Justifying an additional fee, this Authority did not invite payment
of any additional fee.

3. ]:l As only some of the reqguired additional search fees were timely paid by the applicant, this International Search Report
covers only those claims for which fees were paid, specifically claims Nos.:

4. D No required additional search fees were timely paid by the applicant. Consequently, this International Search Report is
restricted to the invention first mentioned In the claims; it is covered by claims Nos.:

Remark on Protest l:l The additional search fees were accompanied by the applicant’s protest.

D No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (January 2004)




INTERNATIONAL SEARCH REPORT

fnformation on patent family members

‘national application No

/US2005/044293
Patent document Publication Patent family Publication

cited in search report date member(s) date

EP 0675118 A 04-10-1995 AT 225780 T 15-10-2002
AU 691561 B2 21-05-1998
AU 1505895 A 05-10-1995
BR 9500996 A 24~10-1995
CA 2144669 Al 30-09-1996
CN 1290700 A 11-04-2001
CN 1117966 A 06-03-1996
DE 69528485 D1 14-11-2002
DE 69528485 T2 14-08-2003
ES 2184772 T3 16-04-2003
FI 951417 A 30-09-1995
HU 72492 A2 28-05-1996
KR 199638 B1 15-06-1999
NO 951160 A 02-10-1995
NZ 270816 A 27-08-1996
RU 2125051 C1 20-01-1999
W 434229 B 16-05-2001

DE 19939516 Al 22-02-2001  NONE

DE 19939745 Al 22-02-2001  NONE

WO 0026192 A 11-05-2000 AT 284392 T 15-12-2004
AU 765224 B2 11-09-2003
AU 1266500 A 22-05-2000
BG 105515 A 31-12-2001
BR 9915013 A 07-08-2001
CA 2349227 Al 11-05-2000
CN 1331682 A 16-01-2002
CZ 20011546 A3 15-08-2001
EP 1127052 Al 29-08-2001
ES 2234318 T3 16—-06-2005
HU 0200312 A2 28-11-2002
ID 28787 A 05-07-2001
JP 2002528531 T 03-09-2002
NO 20012158 A 26—-06-2001
PL 347500 Al 08-04-2002
PT 1127052 T 29-04-2005
SK 5952001 A3 03-12-2001
TR 200101239 T2 21-11-2001
TR 200200972 T2 22-07-2002

GB 1464525 A 16-02-1977 AT 336788 B 25-05-1977
AT 36475 A 15-09-1976
AU 7767675 A 29-07-1976
BE 824579 Al 15-05-1975
DE 2502119 Al 24-07-1975
DK 14975 A 22-09-1975
ES 433981 Al 01-03-1977
ES 448721 Al 16-07-1977
FR 2263764 Al 10-10-1975
JpP 50106995 A 22-08-1975
NL 7500645 A 23-07-1975
SE 7500570 A 22-07-1975
ZA 7500046 A 25-08-1976

US 2005239795 Al 27-10-2005  NONE

Form PCTASA/210 (patent family annex) (April 2005)




	Abstract
	Bibliographic
	Search_Report

