wo 2009/136412 A3 [ 1A A0FVO OO OO

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

o T
(19) World Intellectual Property Organization- /25 | ]| HINIHND )00 000 0 R
A 5 (10) International Publication Number
(43) International Publication Date Vs
12 November 2009 (12.11.2009) WO 2009/136412 A3
(51) International Patent Classification: bashish [IN/IN]; C/O Matrix Laboratories Limited, Plot
CO7D 211/22 (2006.01) No. 34 A, ANRICH Industrial EsFate, Bollaram, Jin-
(21) International Application Number: 1(11311\rre)tm, Mandal 502 325, Medak Dist. Andhra Pradesh
PCT/IN2009/000250 ’

(74) Agents: BABU, Ramesh, M., R. ¢t al.; Lex Orbis (Intel-
lectual Property Practice), 709/710 Tolstoy House, 15-17
Tolstoy Marg, New Delhi 110 001 (IN).

(22) International Filing Date:
23 April 2009 (23.04.2009)

(25) Filing Language: English (81) Designated States (unless otherwise indicated, for every
(26) Publication Language: English kind of national protection available). AE, AG, AL, AM,
o AO, AT, AU, AZ, BA, BB, BG, BH, BR, BW, BY, BZ,
(30) Priority Data: . CA, CH, CN, CO, CR, CU, CZ, DE, DK, DM, DO, DZ,
1027/CHE/2008 25 April 2008 (25.04.2008) IN EC. EE, EG. ES. FL, GB, GD. GE. GH, GM, GT. HN.
(71) Applicant (for all designated States except US): MA- HR, HU, ID, IL, IN, IS, JP, KE, KG, KM, KN, KP, KR,
TRIX LABORATORIES LIMITED [IN/IN]; KZ, LA, LG, LK, LR, LS, LT, LU, LY, MA, MD, ME,
1-1-151/1, 4thFloor, Sai Ram Towers, Alexander Road, MG, MK, MN, MW, MX, MY, MZ, NA, NG, NI, NO,
Secunderabad 500 003, Andhra Pradesh (IN). NZ, OM, PG, P11, PL, PT, RO, RS, RU, SC, SD, SE, SG,
SK, SL, SM, ST, SV, SY, TJ, TM, TN, TR, TT, TZ, UA,

(72) Inventors; and UG, US, UZ, VC, VN, ZA, ZM, ZW.

(75) Inventors/Applicants (for US only): VELLANKI, Siva, . .
Ram, Prasad [IN/IN]; C/O Matrix Laboratories Limited, (84) Designated States (unless otherwise indicated, for every

Plot No. 34 A, ANRICH Industrial Estate, Bollaram, Jin- kind of regional protection available): ARIPO (BW, GH,
naram, Mandal 502 325, Medak Dist. Andhra Pradesh GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM,
(IN). RANE, Dnyandev, Ragho [IN/IN]; C/O Matrix ZW), Burasian (AM, AZ, BY, KG, KZ, MD, RU, TJ,
Laboratories Limited, Plot No. 34 A, ANRICH Industrial TM), European (AT, BE, BG, CH, CY, CZ, DE, DK, EE,
Estate, Bollaram, Jinnaram, Mandal 502 325, Medak Dist. ES, FI, FR, GB, GR, HR, HU, IE, IS, IT, LT, LU, LV,

Andhra Pradesh (IN). MANE, Narendra, Dattatraya MC, MK, MT, NL, NO, PL, PT, RO, SE, SIL, SK, TR),

[IN/IN]; C/O Matrix Laboratories Limited, Plot No. 34 A, OAPI (BF, BJ, CF, CG, CL, CM, GA, GN, GQ, GW, ML,
ANRICH Industrial Estate, Bollaram, Jinnaram, Mandal MR, NE, SN, TD, TG).

502 325, Medak Dist. Andhra Pradesh (IN). KATRA- Teclarations under Rule 4.17:

GADDA, Venkateswar, Rao [IN/IN]; C/O Matrix Labo- . . .

ratories Limited, Plot No. 34 A, ANRICH Industrial Es- &/ #nventorship (Rule 4.17(1v))

tate, Bollaram, Jinnaram, Mandal 502 325, Medak Dist. Published:

Andhra Pradesh (IN). SABBAM, Ramesh, Kumar Lo .

[IN/INT; C/O Matrb(( thboratories Limited, Plot No, 34 A, —  With international search report (4rt. 21(3))
ANRICH Industrial Estate, Bollaram, Jinnaram, Mandal

502 325, Medak Dist. Andhra Pradesh (IN). DATTA, De-

[Continued on next page]

(54) Title PROCESS FOR PREPARATION OF 4-[4-(4-(HYDROXYDIPHENYLMETHYL)- 1-PIPERIDINYL]-1-
OXOBUTYL]J-0,0-DIMETHYLBENZENE ACETIC ACID METHYL ESTER AND USE THEREOF

8000
Figure I
6000
|24
&
w
4000
- B I
E,
B gE g g
= g &g # :
g g H
2000 - M\/M
o T - — 7 1 =TT T T
10 20 30 40

(57) Abstract: The present invention provides an improved process for preparing fexotfenadine, its pharmaceutically acceptable
salts and solvates thereof, the process comprising reacting methyl-4-(4-halo-1-oxobutyl]-a,a-dimethylphenyl acetate with a,o-
diphenyl-4-piperidinemethanol in an alkyl nitrile solvent to prepare 4-[4-(4- (hydroxydiphenylmethyl)-1-piperidinyl]-1-oxobutyl]-
0,0,-dimethylbenzene acetic acid alkyl ester, which is further converted into fexofenadine.
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