Thi s application discloses a novel
(trifluoronethyl)phenyl)-ethoxy}-nnethyl]
n- 2- one compounds,

whi ch may be used,

for exanpl e,

process to synthesize 8-[{1-(3,5-Bis-
-8-phenyl -1, 7-di aza-spiro[ 4. 5] deca

as NK-1 inhibitor

conpoundsai) mmh&nm@u tA'pmJ:Anog PESIASHIDSNDERNSIE PR Pt €SoRATION TREAS AL T)

oces RIS 0S8 il i
b pr oceld epbiniehiechalPeapcH Rl ees, WIUHATLMAED ) unMyaLT AR
conpl exes. (4'3;\/1’:3-021-_23 | Publication Dat _ 5 (10) International Publication Number
nternational Publication Date L3
ey
11 March 2010 (11.03.2010) PCT WO 2010/028232 Al
(51) International Patent Classification: enue, 2nd floor, Garwood, New Jersey 07027 (US).
CO7D 207/26 (2006.01)  CO7D 498/04 (2006.01) POIRIER, Marc [CA/US]; 1718 Washington Valley
CO7D 471/10(2006.01) Drive, Stewartsville, New Jersey 08886 (US).
(21) International Application Number: MERGELSBERG, Ingrid [DE/US]; 9 Oweno Place,
PCT/US2009/056020 Mahwah, New Jersey 07430 (US).
. - ) (74) Agent: FISCHER, H., Eric; Schering-Plough Corpora-
) O Dt 2009 (04.09.2009 tion, Patent Department, K-6-1 1990, 2000 Galloping Hill
eptember (04.09.2009) Road, Kenilworth, New Jersey 07033-0530 (US).
(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,
L. AOQ, AT, AU, AZ, BA, BB, BG, BH, BR, BW, BY, BZ,
(30) Priority Data: CA, CH, CL, CN, CO, CR, CU, CZ, DE, DK, DM, DO,
61/094,474 5 September 2008 (05.09.2008) UsS DZ, EC, EE, EG, ES, FI; GB, GD, GE, GH, GM, GT,
(71) Applicant (for all designated States except US): HN, HR, HU, ID, IL, IN, IS, JP, KE, KG, KM, KN, KP,
SCHERING CORPORATION [US/US]; 2000 Gallop- KR, KZ, LA, LC, LK, LR, LS, LT, LU, LY, MA, MD,
ing Hill Road, Kenilworth, New Jersey 07033-0530 (US). ME, MG, MK, MN, MW, MX, MY, MZ, NA, NG, NI,
NO, NZ, OM, PE, PG, PH, PL, PT, RO, RS, RU, SC, SD,
(72) Inventors; and SE, SG, SK, SL, SM, ST, SV, SY, TJ, TM, TN, TR, TT,
(75) Inventors/Applicants (for US only): WU, George, G. TZ, UA, UG, US,UZ, VC, VN, ZA, ZM, ZW.
[US/US]; 88 Vanderveer Drive, Basking Ridge, New Jer- . o
sey 07920 (US). WERNE, Gerald [DE/DE]; Wieblinger 84) D.e51gnated. States (unle.ss othemzse indicated, for every
—— Str. 4D, 68775 Ketsch (DE). FU, Xiaoyong [US/US]; 18 kind of regional protection available): ARIPO (BW, GH,
= Augusta Avenue, Edison, New Jersey 08820 (US). ORR, GM, KE, LS,’ MW, MZ, NA, 8D, SL, SZ, TZ, UG, ZM,
= Robert, K. [US/US]; 7 Mitchell Place, Cranford, New %\1\? EEufaSIan (:%/I’B%Zéch’HK%Y Kéz N][)% gg» ETEJ
— Jersey 07016 (US). CHEN, Frank, Xing [US/US]; 12 ), European (AT, BE, BG, CH, CY, CZ, DE, DK, EE,
— B - ES, FI, FR, GB, GR, HR, HU, IE, IS, IT, LT, LU, LV,
— radford Lane, Plainsboro, New Jersey 08536 (US). CUI,
— Jian [CN/US]; 10 Sulliman Road, Edison, New Jersey ¥[RC > (I\D/IEI;IM];FIS I\];I;’ gFO ,CIE}L,CI;T,Cli{doéiE,GiII, (S}K’ (S}\l\{[/’
= 08817 (US). SPRAGUE, Victoria, M. [US/US]; 31 Mor- ML)’ MR N(E S’N "E‘D "i"G) > > > - GQ, >
— gan Lane, Bridgewater, New Jersey 08807 (US). i P T '
— ZHANG, Fucheng [CN/US]; 19 Koster Boulevard, Apt. Published:
= 3B, Edison, New Jersey 08837 (US). XIE, Ji [CN/US]; o .
— 17 L. Reading Road, Edison, New Jerscy 08817 (US). with international search report (drt. 21(3))
— ZENG, Liansheng [CN/US]; 556 Homer Terrace, Union, before the expiration of the time limit for amending the
—— New Jersey 07083 (US). CASTELLANOS, Louis, Peter claims and to be republished in the event of receipt of
= [US/US]; 501 30th Street, #3A, Union City, New Jersey amendments (Rule 48.2(h))
= 07087 (US). CHEN, Yuyin [CN/US]; 503 Beech Av-
<
(g
e
Lo\
&
Q (59) Title: PROCESS AND INTERMEDIATES FOR THE SYNTHESIS OF 8-[{1-(3,5-BIS-
=]
e
=]
g\

(TRIFLUOROMETHYL)PHENYL)-ETHOXY } -METHYL]-8-PHENYL-1,7-DIAZA-SPIRO[4.5]DECAN-2-ONE

POUNDS

COM-

(57) Abstract: This application discloses a novel process to synthesize 8-[{1-(3,5-Bis- (trifluoromethyl)phenyl)-ethoxy}-
nnethyl]-8-phenyl-1,7-diaza-spiro[ 4.5 ]decan-2-one compounds, which may be used, for example, as NK-1 inhibitor compounds in
pharmaceutical preparations intermediates useful in said process, and processes for preparing said intermediates; also disclosed is
a process for removal of metals from N-heterocyclic carbine metal complexes. IM=102123



