wO 2004/063330 A2 | I NI 0 0O 0 N0 R

Compounds represented by Forrmula (I):
phar maceutically acceptable salt or
wherein RL is R2;and R3 is C0-4 al kyl,

or a
N- oxi de t her eof ,
are useful in

(12 INTERNAHONEINAPRIACATIONCRYBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(19) World Intellectual Property
Organization
International Bureau

(43) International Publication Date

(10) International Publication Number

29 July 2004 (29.07.2004) PCT WO 2004/063330 A2
(51) International Patent Classification’: C12N 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,
(21) International Application Number: GB, GD, GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE,
PCT/US2004/001188 KG, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV, MA, MD,

(22) International Filing Date: 6 January 2004 (06.01.2004)

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

(30) Priority Data:

60/438,152 6 January 2003 (06.01.2003) US
60/524,972 25 November 2003 (25.11.2003) US
60/526,358 2 December 2003 (02.12.2003) US

(71) Applicant (for all designated States except US): OSI
PHARMACEUTICALS, INC. [US/US]; 58 South Ser-
vice Road, Suite 110, Melville, NY 11747 (US).

(72) Inventors; and

(75) Inventors/Applicants (for US only): WYNNE, Graham,
Michael [GB/GB]; 15 Larkspur Square, Bicester, Ox-
fordshire OX26 3WL (GB). DOYLE, Kevin [GB/GB]; 9
Mullein Road, Burepark, Bicester, Oxfordshire OX263WE
(GB). AHMED, Saleh [GB/GB]; 31 Dudley Street, Bell-
green, Coventry, CV67EE (GB). LI, An-Hu [CN/US]; 25
N. Clinton Ave, Apt# 4B, Bay Shore, NY 11706 (US).
KEILY, John Fraser [GB/GB]; 16 Prestwich Road,
Oxford, Oxfordshire OX20ED (GB). RASAMISON,
Chrystelle [FR/GB]; 140 Magdalen Road, Cowley, Ox-
ford OX41RL (GB). PEGG, Neil Anthony [GB/GB]; 14
Aris Way, Buckingham MK181FX (GB). SABA, Imaad
[GB/GB]; 40 Swinburne Road, Oxford OX44BG (GB).
THOMAS, Claire [GB/GB]; 26 Crompton Way, New-
land, Whitney OX283AB (GB). SMYTH, Don [GB/GB];
72 Merganser Drive, Bicester OX266UG (GB). SADIQ,
Shazia [GB/GB]; 24 Three Corners Road, Northfields,
Oxford OX47UE (GB). NEWTON, Gary [GB/GB];
Flat 8, 105 Oxford Road, Cowley, Oxford, Oxfordshire
OX42ER (GB). DAWSON, Graham [GB/GB]; 74 Foster
Road, Abingdon, Oxfordshire OX141YW (GB). CREW,
Andrew Philip [GB/US]; 1677 August Road, Apt. 1677,
Somerset Village, North Bablyon, NY 11703 (US).
CASTELANO, Arlindo Lucas [CA/US]; 3 Eagle Court,
New City, NY 10956 (US).

(74) Agent: LEE, Shu, M.; OSI Pharmaceuticals, Inc., 58

South Service Road, Suite 110, Melville, NY 11747 (US).

(81) Designated States (unless otherwise indicated, for every
kind of national protection available): AE, AG, AL, AM,

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, SD, SL, SZ, TZ, UG, ZM, ZW),
Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), Euro-
pean (AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR,
GB, GR, HU, IE, IT, LU, MC, NL, 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, 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,
T™, TN, TR, TT, TZ, UA, UG, UZ, VC, VN, YU, ZA, ZM,
ZW, ARIPO patent (BW, GH, GM, KE, LS, MW, MZ, SD,
SL, 87, 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, HU, IE, IT,
LU, MC, NL, PT, RO, SE, SI, SK, TR), OAPI patent (BF, BJ,
CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD,
T7G)

as to the applicant’s entitlement to claim the priority of the
earlier application (Rule 4.17(iii)) for the following desig-
nations AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BV,
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, UZ, VC, VN, YU, ZA,
ZM, ZW, ARIPO patent (BW, GH, GM, KE, LS, MW, MZ,
SD, SL, 87, 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, HU,
IE, IT, LU, MC, NL, PT, RO, SE, SI, SK, TR), OAPI patent
(BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE,
SN, TD, TG)

[Continued on next page]

(54) Title: 2-CARBOXAMIDO) (3-AMINO) THIOPHENE COMPOUNDS

(57) Abstract: Compounds represented by Formula (I): or a pharmaceutically acceptable salt or N-oxide thereof, wherein R1 is R2;

and R3 is Cy4 alkyl, are useful in the treatment of cancer.



WO 2004/063330 A2 {0000 0T 0000 0 00 00 00 0 00O

—  of inventorship (Rule 4.17(iv)) for US only For two-letter codes and other abbreviations, refer to the "Guid-
Published: ance Notes on Codes and Abbreviations" appearing at the begin-

] h lar i the PCT Gazette.
—  without international search report and to be republished ning of each regular issue of the azette

upon receipt of that report



