wO 2006/0289:58 A2 |00 000 0 O

The invention provides novel
signaling that are useful

i nhi bitors of hedgehog
as a therapeutic agents for

treating malignanci es where the conmpounds have the
(1Y NTERBATIOSAITNPRAICATIGWNBIVER ISHER, UNKER YHE R{TENRZ.OORBRATRAN TREATY (PCT)

and n are as descri bed here

e

(19) World Intellectual Property Organization { ;
International Bureau

7N

) IO O T DA 0

(43) International Publication Date PCT (10) International Publication Number
16 March 2006 (16.03.2006) WO 2006/028958 A2
(51) International Patent Classification: City, CA 94062 (US). WANG, Shumei [CA/US]; 831
CO7D 213/40 (2006.01) CO7D 213/75 (2006.01) Cornet Drive, Foster City, CA 94404 (US). REYNOLDS,

CO07D 213/82 (2006.01)
CO7D 409/12 (2006.01)
CO7D 413/12 (2006.01)

CO7D 401/12 (2006.01)
CO7D 405/12 (2006.01)
CO7D 213/81 (2006.01)

CO7D 401/14 (2006.01) CO7D 213/70 (2006.01)
CO7D 417/04 (2006.01) CO7F 9/142 (2006.01)
CO7D 417/12 (2006.01) AGIK 31/4418 (2006.01)
CO07D 213/56 (2006.01) AGIK 31/4427 (2006.01)

C07D 213/38 (2006.01) AGIP 35/00 (2006.01)
(21) International Application Number:
PCT/US2005/031284

(22) International Filing Date:
2 September 2005 (02.09.2005)

(25) Filing Language: English

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

60/607,367 2 September 2004 (02.09.2004) US

(71) Applicants (for all designated States except US):
GENENTECH, INC. [US/US]; 1 DNA Way, South San
Francisco, CA 94080-4990 (US). CURIS INCORPO-
RATION [US/US]; 61 Moulton Street, Cambridge, MA
02138 (US).

(72)
(75)

Inventors; and

Inventors/Applicants (for US only): GUNZNER, Janet
[US/US]; 2908 Pine Avenue, Berkeley, CA 94705 (US).
SUTHERLIN, Daniel [US/US]; 820 Maple Avenue,
South San Francisco, CA 94080 (US). STANLEY, Mark
[US/US]; 284 Lauren Avenue, Pacifica, CA 94044 (US).
BAO, Liang [CN/US]; 25 Poncetta Drive #225, Daly City,
CA 94015 (US). CASTANEDO, Georgette [US/US];
1320 Woodside Rd., Redwood City, CA 94061 (US).
LALONDE, Rebecca [US/US]; 330 Myrtle St., Redwood

(74)

(81)

(34)

Mark [US/US]; 175 Linda Vista, Millbrae, CA 94030
(US). SAVAGE, Scott [US/US]; 615 Ansel Rd. #3085,
Burlingame, CA 94010 (US). MALESKY, Kimberly
[US/US]; 360 Green Street, Apt.#7, San Francisco, CA
94133 (US). DINA, Michael [US/US]; 1003 San Antonio
Circle, #205, Daly City, CA 94014 (US).

Agents: ZELLANO, Anthony et al.; Millen, White, Ze-
lano & Branigan, P.C., Arlington Courthouse Plaza 1, Suite
1400, 2200 Clarendon Boulevard, Arlington, VA 22201
(US).

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, KM, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV, MA,
MD, MG, MK, MN, MW, MX, MZ, NA, NG, NI, NO, NZ,
OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL,
SM, SY, TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC,
VN, YU, ZA, ZM, ZW.

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:

without international search report and to be republished
upon receipt of that report

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: PYRIDYL INHIBITORS OF HEDGEHOG SIGNALLING

(57) Abstract: The invention provides novel inhibitors of hedgehog

" (ﬁ\
( s)m kN/ , X\R1
; (1)

(Rz)n

signaling that are useful as a therapeutic agents for treating malignan-
cies where the compounds have the general formula I: wherein A, X,
Y, R, R, R3, Ry, and n are as described herein.



