wO 2008/068614 A3 |00 000 O O O O

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

(19) World Intellectual Property Organization Vd”Ij

) IO O T OO A

International Bureau

(43) International Publication Date
12 June 2008 (12.06.2008)

(10) International Publication Number

WO 2008/068614 A3

(51) International Patent Classification:
CO7D 213/61 (2006.01) CO7F 7/08 (2006.01)

CO7D 401/04 (2006.01) CO7F 7/18 (2006.01)
CO7D 405/06 (2006.01) AGIK 31/496 (2006.01)
CO7D 405/14 (2006.01) AGIP 25/00 (2006.01)

(21) International Application Number:
PCT/IB2007/003890

(22) International Filing Date:
29 November 2007 (29.11.2007)

(25) Filing Language: English

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

60/868,747 6 December 2006 (06.12.2006) US
(71) Applicant (for all designated States except US): PFIZER
PRODUCTS INC. [US/US]; Eastern Point Road, Groton,

CT 06340 (US).

(72) Inventors; and

(75) Inventors/Applicants (for US only): FINNEMAN, Jari,
Imari [FI/US]; Pfizer Global Research & Development,
Eastern Point Road, Groton, CT 06340 (US). JENSEN,
Andrew, James [US/US]; Pfizer Global Research & De-
velopment, Eastern Point Road, Groton, CT 06340 (US).
MARQUEZ, Brian, Lee [US/US]; Pfizer Global Research
& Development, Eastern Point Road, Groton, CT 06340
(US).

(74) Agents: FULLER, Grover, F., Jr. et al.; Pfizer Inc., 150
East 42nd Street, New York, NY 10017 (US).

(81) Designated States (unless otherwise indicated, for every
kind of national protection available): AE, AG, AL, AM,
AT, AU, AZ, BA, BB, BG, BH, BR, BW, BY, BZ, CA, CH,
CN, CO, CR, CU, CZ, DE, DK, DM, DO, DZ, EC, EE, EG,
ES, FI, GB, GD, GE, GH, GM, GT, HN, HR, HU, ID, 1L,
IN, IS, JP, KE, KG, KM, KN, KP, KR, KZ, LA, LC, LK,
LR, LS, LT, LU, LY, MA, MD, ME, MG, MK, MN, MW,
MX, MY, MZ, NA, NG, NI, NO, NZ, OM, PG, PH, PL,
PT, RO, RS, RU, SC, SD, SE, SG, SK, SL, SM, SV, SY,
TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, ZA,
M, ZW.
(84) Designated States (unless otherwise indicated, for every
kind of regional protection available): ARIPO (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, MT, NL, PL,
PT, RO, SE, SI, SK, TR), OAPI (BF, BJ, CF, CG, CI, 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:
21 August 2008

(54) Title:

)

STEREOSELECTIVE SYNTHESIS OF 1-[6-ETHYL-1,2-DIHYDROXY-PROPYL)-PYRIDIN-3-YL]-3-[2-(4-
METHYL-PIPERAZIN-1-YL)-BENZYL]-PYRROLIDIN-2-ONE

(57) Abstract: The present invention is related
to the stereospecific preparation of 1-[6-(1-
ethyl-1.2-dihydroxy-propy”pyridin-3-yl1]-3-12-(4-
methyl-pipera2in-1-yl)-benzylJ-pyrrolidin- 2-one of
structure (I), and the intermediates thereof. Another
aspect of the invention relates to 1-[6-(1-ethyl-1,2-di-
hydroxy-propyl)-pyridin-3-yl]-3-[2-(4-methyl-piper-
azin-1-  yl)-benzyl]-pyrrolidin-2-one, wherein the
carbon atoms having the 1,2-dihydroxy substituents
are any of the four’ diastereomers selected from (R.R),
R.S), (S,R), and (S,S), wherein the carbon three of
the pyrrolidin-2-one is (R) or (S), pharmaceutically
acceptable salts thereof, solvates thereof, pharma-
ceutical compositions containing them, and methods
using them for in treating or preventing depression,
anxiety, obsessive compulsive disorder (OCD) and

other disorders for which a 5-HT; agonist or antagonist is indicated. Formula (I).



INTERNATIONAL SEARCH REPORT

International application No

PCT/IBZOO7/OO3890

A. CLASSIFICATION OF SUBJECT MATTER

INV. €07D213/61  'C07D401/04 C07D405/06 €07D405/14 CO07F7/08
CO7F7/18 A61K31/496 A61P25/00

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

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)

CO7D CO7F A61K A61P

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

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

EPO-Internal, CHEM ABS Data, WPI Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Calégory' Citation of document, with indication, where appropriate, of the relevant passages i Relevant to claim No.

P,X WO 2006/136945 A (PFIZER PROD INC [US]; 1 1-3
‘ - HAGEN ANNE ELIZABETH [US]; OBACH RONALD
SCOTT [U) 28 December 2006 (2006-12- 28)
claim 3

examples 1,2

X US 2005/245521 Al (BRODNEY MICHAEL A [US] 1-5
ET AL) 3 November 2005 .(2005-11-03). = - '

- cited in the application " :
Y - examples 61-63 : ' 6-15
Y US 2006/030714 A1 (RUTHERFORD JENNIFER L -6-15
- [US] ET AL) 9 February 2006 (2006-02-09) :
cited in the application
claims ,

examples -

D Further documents are listed in the continuation of Box C. E See patent family annex.

* Special categories of cited documents : § . R .

. *T* later document published after the international filing date

or priority date and not in conflict with the appiication but

cited to understand the pnnaple or theory undertying the
invention

*X* document of particular relevance; the claimed invention

"A" "document defining the generai state of the art which is not
considered to be of particular relevance

*E* earlier document but published on or after the |ntemat|onal
X filing date_
‘L* document which may thmw doubts on pnor:’l;{l daflm(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

e — - -— - cannot be considered novel or cannot be considered to- R

*0" document referring to an oral disclosure, use, exhlbmon or o document is combined with one or more other such docu-
other means . ments, such oomblnauon being obvious to a person skilled
*P* document published prior to the international filing date but in the art.
later than the priority date claimed *&* document member of the same patent family
Date of the actuat completion of the international search Date of mailing of the intemational search report
20 June 2008 - : - 30/06/2008
Name.and mailing address of the ISA/ p o Authorized officer

European Patent Office, P.B. 5818 Patenuaan 2
NL - 2280 HV Rijswijk

+ Tel (+31-70) 340-2040, Tx. 31 651 epor, '
Fm(am-m)moams Kollmannsberger, M

Form PCT/ISA/210 (second shest) (April 2005)



INTERNATIONAL SEARCH REPORT

Information on patent famlly members

Intemnational apbpllcatlon No

" US 2006030714 Al

PCT/1B2007/003890
Patent document - Publication Patent family Publication
cited in search report date . member(s) date
WO 2006136945 - A 28-12-2006 CA 2612268 A1 28-12-2006
’ EP 1891041 Al 2_7—02—2008
US 2005245521 Al 03—11—2005 NONE .
09-02-2006  NONE

Form PCT/ISA/210 (patent family annex) (April 2005)




	Page 1 - front-page
	Page 2 - wo-search-report
	Page 3 - wo-search-report

