Title: METHOD FOR THE PREPARATI ON OF Cl TALOPRAM [err] Abstract: The
present invention relates to a nethod for the preparation of cital opram
conprising reaction a conpound of formula (1) with a conpound havi ng

fornul a () NrOerfINALAPPEICAT N HUBRISAED @RBER 9HE PAYRTBBPERATS0ON XAV BC1y PY
-CH err]-NPg[err]Pg[err], -CO N(CHerr])[err], -CHORerr])(ORerr]),

C(CR[err])(OQ[err])(O?[err]) - COORY ¢ £l -CH[err] CONHerr],
- CH=CHR &g i /Py
al cohol gr"%‘]u'a’?ﬂ%gm ol Dlsa o RO &l il e i
group, Rerr] and err] are i ndepenRgiytdy sel ected fromal kyl, al kenyl,

| kynyl Ll vnald bstituted aryl ) a 0 Xl rr]
anyg[ye”]as)qfa&;ng% ybﬂi g.g:l.ﬁ FDStILULET aryl i ﬁ.mum;gmggfo dg]z Bﬁ‘fr]
Rlerr], Rerr], Rer r(? and err] are ependent IW@%% ‘Egg al kyI

| k 0 nal | subst r al
%[e(l?p]y 5)) la{%rngtu%al PgengCla 1fi<fa on . %Qo?ﬁ_l o%liﬁgdaucor&i%fﬁn&g&[ Eé& C% nﬁ‘t E:é:ty R
is as a%f inaﬁ,qt.mgmmmunmedp@b@%\@r Si OMndad, iy, FIQIEIWIQO w@m GM,

di met hyl am nonet hyl group and isol ati on of HR, Halnmprr ashR e, m KBKR KZ,1C, LK,
phar maeufnietmafidn)l Fisp®aei 2 bdbRias bt oddedoeof . LR, LS. LT, LU, LV, MA, MD, MG, MK, MN, MW, MX,

T 0 OO A

3525 A2

=
=

(25) Filing Language: English

(26) Publication Language: English
(30) Priority Data:
PA200000296
PA200000401

24 February 2000 (24.02.2000)
13 March 2000 (13.03.2000)

DK
DK

(71) Applicants (for all designated States except US): H.
LUNDBECK A/S [DK/DK]; Ottiliavej 9, DK-2500
Valby-Copenhagen (DK). PETERSEN, Hans [DK/DX];
Guldagervej 11, DK-2720 Vanlgse (DK).

(72) Inventors; and

(75) Inventors/Applicants (for US only): ROCK, Michael,
Harold [GB/DK]; Risbjergvej 28, DK-2650 Hvidovre
(DK). AHMADIAN, Haleh [DK/DK]; Digeparken 12,
DK-2680 Solrgd Strand (DK).

(81) Designated States (national): AE, AG, AL, AM, AT, AT
(utility model), AU, AZ, BA, BB, BG, BR, BY, BZ, CA,

MZ, NO, NZ, PL, PT, RO, RU, 8D, SE, SG, SI, SK, SK
(utility model), SL, TJ, TM, TR, TT, TZ, UA, UG, US, UZ,
VN, YU, ZA, ZW.

(84) Designated States (regional): 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, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG).

Published:

Upon request of the applicant, before the expiration of the
time limit referred to in Article 21(2)(a).

Without international search report and to be republished
upon receipt of that report.

Without classification; title and abstract not checked by the
International Searching Authority.

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) Titlee METHOD FOR THE PREPARATION OF CITALOPRAM

Py

NC.
O°

F

(1)) (i

(57) Abstract: The present invention relates to a method for the preparation of citalopram comprising reaction a compound of
formula (I) with a compound having formula (IT) wherein X is a suitable leaving group and R is -CH,-O-Pg, -CH,-NPg,Pg, , -CO-
~~ N(CH,),, -CH(OR!)(OR?), -C(OR*)(OR?*)(ORS), -COOR?, -CH,-CO-NH,, -CH=CHR’ and -CONHR? wherein Pg is a protection
group for an alcohol group, Pg; and Pg, are protection groups for an amino group, R! and R? are independently selected from alkyl,
alkenyl, alkynyl and optionally alkyl substituted aryl or aralkyl groups or R! and R? together form a chain of 2 to 4 carbon atoms,
each of R3, R4, R%, RS and R” are independently selected from alky), alkenyl, alkynyl and optionally alkyl substituted aryl or aralkyl
and R® is hydrogen or methyl; to form a compound of formula (III) wherein R is as defined above; followed by conversion of the
group R to form a dimethylaminomethyl group and isolation of citalopram base or a pharmaceutically acceptable salt thereof.



