wO 2006/000904 A3 |00 00 000 T 0RO

Mat eri al s and net hods for

preparing

(S)-(+)-3-am nonet hyl - 5- net hyl - hexanoi ¢ aci d and
structurally related conpounds via enzymatic kinetic
(12) BYBRNATIONAIQA RPLIG AITOMNOREEI.ISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(19) World Intellectual Property Organization | o
International Bureau

(43) International Publication Date
5 January 2006 (05.01.2006)

) IO O T D 0 RS0 O

(10) International Publication Number

WO 2006/000904 A3

(51) International Patent Classification:
CO7C 253/30 (2006.01) CO7C 227/18 (2006.01)
CO7C 255/03 (2006.01) CO7D 207/04 (2006.01)

(21) International Application Number:

PCT/IB2005/001924
(22) International Filing Date: 9 June 2005 (09.06.2005)
(25) Filing Language: English
(26) Publication Language: English

(30) Priority Data:

60/581,671 21 June 2004 (21.06.2004) US
60/629,034 18 November 2004 (18.11.2004) US
(71) Applicant (for all designated States except US):

WARNER-LAMBERT COMPANY LLC [US/US];
201 Tabor Road, Morris Plains, NJ 07950 (US).

(72) Inventors; and

(75) Inventors/Applicants (for US only): HU, Shanghui
[CN/US]; Agouron Pharmaceuticals, Inc., A Pfizer Com-
pany, 10777 Science Center Drive, San Diego, CA 92121
(US). MARTINEZ, Carlos, Alberto [CO/US]; Agouron

(74)

(81)

Pharmaceuticals, Inc., A Pfizer Company, 10777 Science
Center Drive, San Diego, CA 92121 (US). TAO, Junhua
[CN/US]; Agouron Pharmaceuticals, Inc., A Pfizer Com-
pany, 10777 Science Center Drive, San Diego, CA 92121
(US). TULLY, William, Eugene [IE/IE]; Pfizer Lough-
beg API, Loughbeg, Ringaskiddy, County Cork (IE).
KELLEHER, Patrick, Gerard, Thomas [IE/IE]; Pfizer
Loughbeg API, Loughbeg, Ringaskiddy, County Cork
(IE). DUMOND, Yves, Rene [FR/IE]; Pfizer Loughbeg
API, Loughbeg, Ringaskiddy, County Cork (IE).

Agents: FULLER, Grover, F., Jr. et al.; Pfizer Inc., 201
Tabor Road, Morris Plains, NJ 07950 (US).

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, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV, 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,

[Continued on next page]

(54) Title: PREPARATION OF PREGABALIN AND RELATED COMPOUNDS

(57) Abstract: Materials
R1 =) N Rﬁ N and methods for preparing
CN Ho0 ) ot ]2 ' » (S)-(+)-3-aminomethyl-5-methyl-hex-
/ R27N\ g—> R CoR3 * COR® anoic acid and structurally related
COsR® Enzyme 2
4 2 HO,C R402C compounds via enzymatic kinetic
R'0L 3 resolution are disclosed.
4
Separate 3 and 5
Racemize 5 to 4
3
Hg, RaNi, Heat Base or Acid
Hp0
R 1 Y
A RywON Add R2>§—
R R >\-—COZR5 Heat CO9H
Ho,C O 0oL
2 8 6
: Ho, RaNi or
ACN Reducing Agent ‘
R1
HoN—, Acid R2 “SNH;
(AOCOH COH
RV R? HOoC
1 7 /




WO 2006/000904 A3 |} 0A0 00 0 000 0 0 OO

SM, SY, TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, Published:
VN, YU, ZA, ZM, ZW. —  with international search report

(84) Designated States (unless otherwise indicated, for every
kind of regional protection available): ARIPO (BW, GH, (88) Date of publication of the international search report:
GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM, 27 April 2006
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, MC, NL, PL, PT, RO,  For two-letter codes and other abbreviations, refer to the "Guid-
SE, SI, SK, TR), OAPI (BE, BJ, CE, CG, CI, CM, GA, GN,  ance Notes on Codes and Abbreviations" appearing at the begin-
GQ, GW, ML, MR, NE, SN, TD, TG). ning of each regular issue of the PCT Gagzette.



