The application discloses a novel
preparati on of hinbaci ne anal ogs usef ul
The process is based in part on

recept or antagoni sts.

process for the
as thronbin

(12 INTERSET IONAEAMT}WMP@IMWER CHE PATRTICOOPERATION TREATY (PCT)

chiral ni;rp center. The che
19) Wl%%d ?la(tgﬁaluz!llfﬂroepgrt)b %rgtagigatlfogl (

International Bureau

(43) International Publication Date
20 July 2006 (20.07.2006)

stry taught herein can

' ||Ili| illlilll )0 O OO O

(10) International Publication Number

WO 2006/076415 A3

(51) International Patent Classification:

CO07D 307/92 (2006.01) C07C 309/08 (2006.01)
C07C 235728 (2006.01) CO7D 235/12 (2006.01)
CO7D 405/06 (2006.01) CO7D 263/56 (2006.01)
CO7C 205755 (2006.01) CO7D 277/64 (2006.01)
CO7D 413/06 (2006.01) CO7C 69/54 (2006.01)
CO7D 417/06 (2006.01) C07C 69/606 (2006.01)
CO7C 205/44 (2006.01) CO7F 9/58 (2006.01)

(21) International Application Number:
PCT/US2006/000954

(22) International Filing Date: 12 January 2006 (12.01.2006)

(25) Filing Language: English

(26) Publication Language: English

(30) Priority Data:

60/644.,464 14 January 2005 (14.01.2005) US

(71) Applicant (for all designated States except US): SCHER-
ING CORPORATION [US/US]; 2000 Galloping Hill
Road, Kenilworth, New Jersey 07033 (US).

(71) Applicants and

(72) Inventors: WU, George, G. [US/US]; 88 Vanderveer
Drive, Basking Ridge, New Jersey 07920 (US). SUD-
HAKAR, Anantha [US/US]; 42356 Troyer Avenue,
Fremont, California 94539 (US). WANG, Tao [CN/US]J;
23 Sherwood Road, Springfield, New Jersey 07081 (US).
XIE, Ji [CN/US]J; 17 L. Reading Road, Edison, New Jersey
08817 (US). CHEN, Frank, Xing [US/US]; 12 Bradford
Lane, Plainsboro, New Jersey 08536 (US). POIRIER,
Marc [CA/US]; 1718 Washington Valley Drive, Stew-
artsville, New Jersey 08886 (US). HUANG, Mingsheng
[CN/US]; 2406 Ravens Crest Drive, Plainsboro, New
Jersey 08536 (US). SABESAN, Vijay [IN/US]; 320
Vallejo Drive, Apt. 21, Millbrae, California 94030 (US).
KWOK, Daw-long [US/US]; 33 Land Street, Gillette,
New Jersey 07933 (US). CUI, Jian [CN/US]; 10 Sulliman
Road, Edison, New Jersey 08817 (US). YANG, Xiaojing
[US/US]; 18 Maple Terrace, Waterford, Connecticut
06385 (US). THIRUVENGADAM, Tiruvettipuram,
K. [US/US]; 17 Village Road, Kendall Park, New Jersey
08824 (US). LIAO, Jing [CN/US]J; 65 Sunrise Drive, Edi-
son, New Jersey 08817 (US). ZAVIALOY, Ilia [US/US];
48 Lockwood Drive, Princeton, New Jersey 08540 (US).
NGUYEN, Hoa, N. [CA/US]; 46 Woodland Way, Dayton,
New Jersey 08810 (US). LIM, Ngiap Kie [ID/US]; 125
Selbey Court, Somerset, New Jersey 08873 (US).

(74) Agent: REINHARDT, Gerard, E.; Schering Corpora-
tion, Patent Department K-6-1 1990, 2000 Galloping Hill
Road, Kenilworth, New Jersey 07033-0530 (US).

[Continued on next page]

o:f = about 70:30

30

2006/076415 A3 I} 1A A0 00 0 010 00O 0 0

0]
O = NO» Salvent
!
07 “NRsRg
2
Base and
Precipitation

(54) Title: EXO- AND DIASTEREO- SELECTIVE SYNTHESES OF HIMBACINE ANALOGS

0
Q

HiA
o7 NRRg

o isomer precipitates
preferantially
o:f >98:2 in solid

1

WO

(57) Abstract: The application discloses a novel process for the preparation of himbacine analogs useful as thrombin receptor
antagonists. The process is based in part on the use of a base-promoted dynamic epimerization of a chiral nitro center. The chemistry
taught herein can be exemplified by the following. (I)
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