wo 2005/003120 A3 |10 0 0T O R O

The present
tricyclic am des,
represented by the structura

invention relates to netabolites of
and structurally rel ated conpounds,

formula (1) and

(QDIMIERH@HQNAIC&PHLWHC@NEWMPEDI (BWRR THE PABINTSOOSBRATAOE SREATY (PCT)

or esters of the c ¢ ot=ftotmtta 1), wherein: Rl
is selected fromt o Eﬁzﬁﬁﬁgﬁgb H and =0
texent, each being
19) A !
WR%H gﬁg}%m?ﬂ%fye%f)%f‘%@% ) ISIIIII HHHIH?LB{I)HIIMHIIIIHHIHI TE RN 0 R O A
W
(§£|Ihtgfng§(§19ﬁq|blication Date == (10) International Publication Number
13 January 2005 (13.01.2005) PCT WO 2005/003120 A3
(51) International Patent Classification’ :  CO7D 401/14, (74) Agent: REINHARDT, Gerard, E.; Schering-Plough Cor-

A61K 31/4545, A61P 35/00
(21) International Application Number:

PCT/US2004/020032
(22) International Filing Date: 23 June 2004 (23.06.2004)
(25) Filing Language: English
(26) Publication Language: English

(30) Priority Data:
60/482,373 25 June 2003 (25.06.2003) US

(71) Applicant (for all designated States except US): SCHER-
ING CORPORATION [US/US]; 2000 Galloping Hill
Road, Kenilworth, NJ 07033-0530 (US).

(72) Inventors; and

(75) Inventors/Applicants (for US only): CHOWDHURY,
Swapan, K. [US/US]; 7 Sunny Slope Drive, Warren,
NJ 07059 (US). GHOSAL, Anima [IN/US]; 5005 Hana
Road, Edison, NJ 08817 (US). IANNUCCI, Robert, M.
[US/US]; 66 Monarch Circle, Basking Ridge, NJ 07920
(US). FENG, Wengqing [US/US]; 30 Westgate Drive,
Edison, NJ 08820 (US). CHAN, Tze-Ming [US/US]; 497
Jupiter Lane, Bridgewater, NJ 08807 (US). ZBAIDA,
Shmuel [US/US]; 22 Livingston Court, East Brunswick,
NJ 08816 (US). ALTON, Kevin, B. [US/US]; 70 Summit
Avenue, Cedar Knolls, NJ 07927 (US). DOLL, Ronald,
J. [US/US]; 8 Concord Lane, Convent Station, NJ 07960
(US). MINOR, Keith, P. [US/US]; 7916 Glenway Drive,
Dallas, TX 75249 (US).

poration, Patent Department, K-6-1 1990, 2000 Galloping
Hill Road, Kenilworth, NJ 07033-0530 (US).

(81) 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,LC, 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, SY, TJ, TM,
TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, YU, ZA, ZM,
ZW.

(84) Designated States (unless otherwise indicated, for every
kind of regional protection available): ARIPO (BW, GH,
GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM,
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, IT, LU, MC, NL, PL, PT, RO, SE,
SI, SK, TR), OAPI (BF, BJ, CF, CG, CI, CM, GA, GN,
GQ, GW, ML, MR, NE, SN, TD, TG).

Declarations under Rule 4.17:

as to applicant’s entitlement to apply for and be granted
a patent (Rule 4.17(ii)) for the following designations 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, Fl, GB, GD, GE, GH, GM, HR, HU, ID, IL, IN, IS,
JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV, MA,
MD, MG, MK, MN, MW, MX, MZ, NA, NI, NO, NZ, OM,

[Continued on next page]

(54) Title: METABOLITES OF TRICYCLIC AMIDES USEFUL FOR INHIBITION OF G-PROTEIN FUNCTION AND METH-

ODS OF TREATMENT OF PROLIFERATIVE DISEASES

(57) Abstract: The present invention relates to metabolites of tricyclic amides,
and structurally related compounds, represented by the structural formula (1) and

Cl

pharmaceutically acceptable isomers, salts, solvates or esters of the compound of
formula (I), wherein: R is selected from the group consisting of H and =O; R,-R;
can be the same or different, each being independently selected from the group

N consisting of H, -OH, halide, -NH, and =O; and, the combination solid-dashed

Br

lines independently represent either single bonds or double bonds, wherein the

number of combination solid-dashed lines that are double bonds is not greater
than 2, and when 2, the double bonds are not adjacent, and when 0, one of R;-R;

is not H. Also disclosed are methods of treatment of proliferative diseases and
methods for inhibiting the abnormal growth of cells, and for inhibiting farnesyl
protein transferase using the novel compounds.



i nes i ndependently represent either single bonds or
doubl e bonds, wherein the nunber of conbination
sol i d-dashed |ines that are doubl e bonds

IS
great er t N§Q02005£008¢202.A80e |k IIiIIIIIHlIIﬂiIiIISIIIIIHHIHIIIHIHINIIIIIIIIIIIII LR
—atiacents—anrt—wher—6o—ofre—of—RERS—+sHRot—H—Ars—

di scl osed are nethods of treatnment of proliferative

P@,IPgePéS%TSR%ﬁH, Sﬁcpi‘(ez 5 q; ‘FI%FL f Ynﬁi 8§)I ]?faée of ﬁ@hcﬁ%a{,thed{lternanonal search report:

HWYN sziﬁﬁk ”ﬂﬁéﬁ%ﬁﬁlbltlng farnesyl protein 17 March 2005

S1§ rs,@ R2 1@ TLQ;SEW U, 'L*E}asliat! CarlMMR] 47O

(nB Date of publlcatlon of this corrected version:
BY, KG, KZ, MD, RU, TJ, TM), European patent (AT, BE,

9 March 2006
BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, HU, IE,
IT, LU, MC, NL, PL, PT, RO, SE, SI, SK, TR), OAPI patent
(BE, BJ, CE, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, (15) Information about Correction:
SN, TD, TG) see PCT Gazette No. 10/2006 of 9 March 2006, Section I1
— asto the applicant’s entitlement to claim the priority of the
earlier application (Rule 4.17(iii)) for all designations For two-letter codes and other abbreviations, refer to the "Guid-
Published: ance Notes on Codes and Abbreviations" appearing at the begin-

—  with international search report ning of each regular issue of the PCT Gazette.



