A process for preparing (+)dul oxetine, or an acid
addition salt thereof, which process conprises
resolving racem c ()duloxetine with a chiral acid so
(12 NTEBNSTTOBAINA BPLEGATIONPURLISHEDRIND&R THE PAITEAM OOPERATION TREATY (PCT)

(+) dul oxeti ne,

substantially free of (-)dul oxetine;

and (ii) if desire repared in
step((ig to the fr CORRYCTEIIVERSTON dpadgiti on

salt _as appropriate,
(B durig el
further N

. "Se an O al
mafion urcau .
WRATER™ 8" r |

The process for

Goal 0PN aci d Zabey
Wi la: =

preparing
ion salt thereof, can

O e

step d out . presence
L
aggdlnt%ngpl(?n%FPl}bﬁigu?i%E S;rne cat al (10) International Publication Number
8 July 2004 (08.07.2004) PCT WO 2004/056795 Al
(51) International Patent Classification”>  C07D 333/20, (74) Agents: WAIN, Christopher, Paul et al.; A.A. Thornton

A61K 31/381, A61P 25/24

(21) International Application Number:
PCT/GB2003/005357

(22) International Filing Date:
10 December 2003 (10.12.2003)

(25) Filing Language: English

(26) Publication Language: English

(30) Priority Data:

0229583.0 19 December 2002 (19.12.2002) GB

(71) Applicant (for all designated States except US): CIPLA
LTD [IN/IN]; 289 Bellasis Road, Mumbai Central, Mum-
bai 400 008 (IN).

(71) Applicant (for MW ornly): WAIN, Christopher, Paul
[GB/GB]; A.A. Thornton & Co., 235 High Holborn,
London WC1V 7LE (GB).

(72) Inventors; and

(75) Inventors/Applicants (for US only): RAO, Dharmaraj,
Ramachandra [IN/IN]; 4/403 Garden Enclave, Pokhran
Road 2, Thane (West), Mumbai 400 601, Maharashtra (IN).
KANKAN, Rajendra, Narayanrao [IN/IN]; A-3/5, NBD
Society, NSS Road, Gratkopar (West), Mumbai 400084,
Mabharashtra (IN).

& Co., 325 High Holborn, London WC1V 7LE (GB).

(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, L.C,
LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW,
MX, MZ, NO, NZ, OM, PH, PL, PT, RO, RU, SD, SE, SG,
SK, SL, TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VN,
YU, ZA, ZM, ZW.

(84) Designated States (regional): ARIPO patent (BW, GH,
GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW),
Eurasian patent (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM),
European patent (AT, BE, BG, CH, CY, CZ, DE, DK, EE,
ES, FL, FR, GB, GR, HU, IE, IT, LU, MC, NL, PT, RO, SE,
SI, SK, TR), OAPI patent (BE, BJ, CF, CG, CI, CM, GA,
GN, GQ, GW, ML, MR, NE, SN, TD, TG).

Published:
—  with international search report

(48) Date of publication of this corrected version:
11 August 2005

(15) Information about Correction:
see PCT Gazette No. 32/2005 of 11 August 2005, Section IT

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.

04/0:5679:5 A1 |0 00 00 0

(54) Title: A PROCESS FOR PREPARING DULOXETINE AND INTERMEDIATES FOR USE THEREIN

& (57) Abstract: A process for preparing (+)duloxetine, or an acid addition salt thereof, which process comprises resolving racemic
(£)duloxetine with a chiral acid so as to obtain a salt of the chiral acid and (+)duloxetine, substantially free of (-)duloxetine; and (ii) if
desired, converting the salt prepared in step (i) to the free base or another acid addition salt as appropriate. The process for preparing

a (+)duloxetine, or an acid addition salt thereof, can further comprise an O-alkylation intermediate process step which is carried out

in the presence of a base and a phase transfer catalyst.



