wo 2007/027855 A3 |10 0 0O 0RO O O O

Compounds of Fornul a |

are usef ul

for inhibiting Raf

ki nase and for treating disorders nedi ated thereby.

Met hods of using conpounds of Fornul a

I, and

(125 INTEBBAHONEL. SI,’PIW PURLISHEDITEDER THE BATNNE ICOOPERATIQN EREATY (PCT)

19) \%rﬁi rI@elleLt :Efoplél‘ty ﬁnggmzzﬂlo

aSSOCIate pat ologlcw

(43) International Publication Date
8 March 2007 (08.03.2007)

oIe salts t her eof for in
O o ﬁrevent
III IIIHiI IR I#IIJIIIIHHH|III||I|I|I||I|I|||I|I|I|| A
ons are discl osed

(10) International Publication Number

WO 2007/027855 A3

(51) International Patent Classification:

CO7D 495/04 (2006.01) AGIK 31/4365 (2006.01)
CO7D 491/04 (2006.01) AG6IP 35/00 (2006.01)
AGIK 31/4355 (2006.01)

(21) International Application Number:
PCT/US2006/033976

(22) International Filing Date: 31 August 2006 (31.08.2006)

(25) Filing Language: English

(26) Publication Language: English
(30) Priority Data:

60/713,630 1 September 2005 (01.09.2005) US
(71) Applicant (for all designated States except US): ARRAY
BIOPHARMA INC. [US/US]; 3200 Walnut Street, Boul-

der, Colorado 80301 (US).

(71) Applicants and

(72) Inventors: MIKNIS, Greg [US/US]; 1121 Ridgeview
Circle, Broomfield, Colorado 80020 (US). LYSSIKATOS,
Joseph P. [US/US]; 1720 Eldorado Court, Superior, CO
80027 (US). LAIRD, Ellen [US/US]; 2435 Mallard
Circle, Longmont, CO 80504 (US). TARLTON, Eugene
[US/US]; 1322 Eldorado Drive, Louisville, CO 80027
(US). BUCKMELTER, Alexandre J. [US/US]; 2081
Dailey Lane, Superior, CO 80027 (US). REN, Li [CA/US];
833 Grays Peak Drive, Superior, CO 80027 (US). RAST,
Bryson [US/US]; 1710 Ostia Circle, Lafayette, CO 80026
(US). SCHLACTER, Stephen T. [US/US]; 3151 11th
Street, Boulder, CO 80304 (US). WENGLOWSKY,
Steven Mark [US/US]; 3055 ONeal Parkway, #358S,
Boulder, CO 80301 (US).

(74) Agents: HARRIS, Robert, J. et al.; Viksnins Harris &
Padys PLLP, P.O. Box 111098, St. Paul, MN 55111-1098
(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, HN, HR, HU, ID, IL,, IN, IS, JP,
KE, KG, KM, KN, KP, KR, KZ, LA, LC, LK, LR, LS, LT,
LU, LV, LY, MA, MD, MG, MK, MN, MW, MX, MY, MZ,
NA, NG, NI, NO, NZ, OM, PG, PH, PL, PT, RO, RS, RU,
SC, SD, SE, SG, SK, SL, SM, SV, SY, TJ, TM, TN, TR,
TT, TZ, UA, UG, US, UZ, VC, VN, 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, IS, IT, LT, LU, LV, MC, NL, PL, PT,
RO, SE, S, SK, TR), OAPI (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:
3 May 2007

Fortwo-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 Gagzette.

(54) Title: RAF INHIBITOR COMPOUNDS AND METHODS OF USE THEREOF

(57) Abstract: Compounds of Formula I are useful for inhibiting Raf ki-

R4 nase and for treating disorders mediated thereby. Methods of using com-
\ pounds of Formula I, and stereoisomers, geometric isomers, tautomers, sol-
R2 X vates and pharmaceutically acceptable salts thereof, for in vitro, in situ, and
in vivo diagnosis, prevention or treatment of such disorders in mammalian
= " cells, or associated pathological conditions are disclosed.
z \\
[ R
ZZ
§§Z1 Y



