ACYLSEM CARBAZ| DES AS CYCLI N DEPENDENT KI NASE | NHI BI TORS USEFUL AS

ANTI - CANCER AND ANTI - PROLI FERATI VE AGENTS

(err) Abstract The present

invention relates to the synthesis of a new class of
i ndeno[ 1, 22)0NPERNAT EINAL-AGPIIS ATIONfPOBIISHED (VD ER THEL PARENT CERAEBATIONITRENTY @CE) Of

the class of enzynes known as cyclin dependent ki nases,

cat al yt

A- G Thi(so)iwovia M tbIREtudl IPEdpefdy OrshilRSion
ot her proliferatiaeiiciasRases

anount
t her eof .

the co

ic subunits cdkl-7 and their

by adm

of one of these conpounds or a\gga

4/-‘L"\

fm\*) R T T T

aceutically acceptable salt form

atory subunlts know as cyclins

Al3) anaahdional Bapli@iién BAa treat cncer Qno)abtamntighaCtubfi@riat Niieber
di seases by adanhwirg2e03 @o.0R2003pr apeut i palfy ef f ect\WAW® Q3/DHT8B3Z0rA3f one of
npounds of the present invention and one or nore other known

ant i - ca@fahe@itiodMbdienPERLiEG AL | COTRYARYS .(81) Designated States (national): AE, AG, AL, AM, AT, AU,

3/007883 A3

(21) International Application Number: PCT/US02/22663
(22) International Filing Date: 16 July 2002 (16.07.2002)
(25) Filing Language: English
(26) Publication Language: English

(30) Priority Data:
09/906,963 16 July 2001 (16.07.2001) US
(71) Applicant (for all designated States except US): BRIS-
TOL-MYERS SQUIBB PHARMA COMPANY
[US/US]; P. O. Box 4000, Route 206 and Provinceline

Road, Princeton, NJ 08543-4000 (US).

(72)
(75

Inventors; and

Inventors/Applicants (for US only): NUGIEL, David
[US/US]; 8 Vanessan Court, Cherry Hill, NJ 08003 (US).
CARINI, David [US/US]; 1921 Julian Road, Wilmington,
DE 19803 (US). DIMEQ, Susan [US/US]; 406 Clayton
Avenue, Wilmington, DE 19809 (US). VIDWANS, Anup
[IN/US]; 25 Angelica Drive, Avondale, PA 19311 (US).
YUE, Eddy [US/US]; 9 Altemus Drive, Landenberg, PA
19350 (US).

(74) Agents: PATEL, Rena et al.; Bristol-Myers Squibb Com-
pany, P.O. Box 4000, Princeton, NJ 08543-4000 (US).

AZ,BA, BB, BG, BR,BY, BZ, CA, CH, CN, CO, CR, CU,
CZ, DE, DK, DM, DZ, EC, EE, 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, NO, NZ, OM, PH, PL, PT, RO, RU, SD, SE, SG,
SL SK, SL, T1, TM, TN, TR, TT, TZ, UA, UG, US, UZ,
VN, YU, ZA, ZM, ZW.

(84) Designated States (regional): ARIPO patent (GH, GM,
KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW),
Eurasian patent (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM),
European patent (AT, BE, BG, CH, CY, CZ, DE, DK, EE,
ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, SK,
TR), OAPI patent (BF, BJ, CF, CG, CI, CM, GA, GN, GQ,
GW, ML, MR, NE, SN, TD, TG).

Published:

with international search report

before the expiration of the time limit for amending the
claims and to be republished in the event of receipt of
amendments

(88) Date of publication of the international search report:
22 May 2003

For two-letter codes and other abbreviations, refer to the "Guid-
ance Notes on Codes and Abbreviations” appearing at the begin-
ning of each regular issue of the PCT Gazette.

(54) Title: ACYLSEMICARBAZIDES AS CYCLIN DEPENDENT KINASE INHIBITORS USEFUL AS ANTI-CANCER AND

ANTI-PROLIFERATIVE AGENTS

. ()
~=

\ ~NH

N

(57) Abstract: The present invention relates to the synthesis of a new class of indeno[1,2-c]pyrazol-4-ones of formula (I) that are
potent inhibitors of the class of enzymes known as cyclin dependent kinases, which relate to the catalytic subunits cdk1-7 and their
regulatory subunits know as cyclins A-G. This invention also provides a novel method of treating cancer or other proliferative diseases
by administering a therapeutically effective amount of one of these compounds or a pharmaceutically acceptable salt form thereof.
Alternatively, one can treat cancer or other proliferative diseases by administering a therapeutically effective combination of one of
the compounds of the present invention and one or more other known anti-cancer or anti-proliferative agents.
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