© 2005/0978071 A1 |10 |00 0 D010 OO OO

PROCESS FOR PREPARI NG OXYCODONE HYDROCHLORI DE HAVI NG

LESS THAN 25 PPM 14- HYDROXYCODEI NONE

[err]

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

(19) World Intellectual Property
Organization
International Bureau

(43) International Publication Date

(10) International Publication Number

20 October 2005 (20.10.2005) PCT WO 2005/097801 Al
(51) International Patent Classification”s  C07D 489/00, Robert [US/US]; 111 Cassandra Lane, North Kingstown,
489/08 RI 02852 (US). RIDER, Lonn, S. [US/US]; 940 Quaker
Lane, Apt. 222, Warwick, RI 02818 (US). HONG, Qi
(21) International Application Number: [US/US]; 31 Grape Shot Road, Sharon, MA 02607 (US).
PCT/US2005/010666

(22) International Filing Date: 30 March 2005 (30.03.2005)

(25) Filing Language: English
(26) Publication Language: English

(30) Priority Data:

60/557,492 30 March 2004 (30.03.2004) US
60/601,534 13 August 2004 (13.08.2004) US
60/620,072 18 October 2004 (18.10.2004) US
60/648,625 31 January 2005 (31.01.2005) US
60/651,778 10 February 2005 (10.02.2005) US

(71) Applicant (for all designated States except US): EURO-
CELTIQUE S.A. [LU/LU]J; 122, Boulevard de la Petrusse,

1.-2330 Luxembourg (I.U).

(72) Inventors; and

(75) Inventors/Applicants (for US only): CHAPMAN,

(74)

(81)

(34)

KYLE, Donald [US/US]; 29 Weatherfield Drive, New-
town, PA 18940 (US). KUPPER, Robert [US/US]; 498
Washington Street, Coventry, R1 02816 (US).

Agents: DAVIDSON, Clifford, M. et al.; Davidson,
Davidson & Kappell, LL.C, 485 Seventh Avenue, 14th
Floor, New York, NY 10018 (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, KP, KR, KZ, L.C, LK, LR, LS, LT, LU, LV, MA, MD,
MG, MK, MN, MW, MX, MZ, NA, NI, NO, NZ, OM, PG,
PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SM, SY, TJ,
™™, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, YU, ZA,
M, ZW.

Designated States (unless otherwise indicated, for every
kind of regional protection available): ARIPO (BW, GH,

[Continued on next page]

(54) Title: PROCESS FOR PREPARING OXYCODONE HYDROCHLORIDE HAVING LESS THAN 25 PPM 14-HYDROXY-

CODEINONE

v
\
1

Thebaine \
over-oxidation

v
v
3
1
[}
\
i
\
\
1

P

8a, 14-dihydroxy-7,8-dihydrocodeinone

14-hydroxycodcinone

1) 5% Pd/C Hy
_____________ -
2) PA/NaOR

oxycodone, free base

HCL IPAM ,0

[ U —

oxycodone HC!

Reaction scheme of the process used to produce oxycodone HCI from thebaine.
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