Provi ded herein are nethods for treating and/or preventing a cancer or a

tunor syndrone in a patient,

conprising adm nistering an effective anount

of a TOR kinase inhibitor to a patient having cancer or a tunor syndrone,
char act er % edreR)X A BIONKB ARPra0diior PARRKHIgRMND ERTHRPATEV NCO@ERACTONMRER TV @)

2011/097333 A1 I 00 O O 010 AR 0

<

W

(19) World Intellectual Property Organization

International Bureau /

(43) International Publication Date

(ZlPo>>

(10) International Publication Number

11 August 2011 (11.08.2011) PCT WO 2011/097333 Al

(51) International Patent Classification: (74) Agents: POISSANT, Brian, M. et al.; Jones Day, 222
AG6IK 31/497 (2006.01) East 41st Street, New York, NY 10017-6702 (US).

(21) International Application Number: (81) Designated States (unless otherwise indicated, for every

PCT/US2011/023524 kind of national protection available). AE, AG, AL, AM,

22) Tt tional Filine Date: AO, AT, AU, AZ, BA, BB, BG, BH, BR, BW, BY, BZ,

(22) International Filing Date: s Feb 2011 (03.02.2011 CA, CH, CL, CN, CO, CR, CU, CZ, DE, DK, DM, DO,

ebruary 2011 (03.02.2011) DZ, EC, EE. EG, ES, FI, GB, GD, GE, GH, GM. GT.

(25) Filing Language: English HN, HR, HU, ID, IL, IN, IS, JP, KE, KG, KM, KN, KP,

L. ) KR, KZ, LA, LC, LK, LR, LS, LT, LU, LY, MA, MD,

(26) Publication Language: Enghsh ME, MG, MK, MN, MW, MX, MY, MZ, NA, NG, NI

(30) Priority Data: NO, NZ, OM, PE, PG, PH, PL, PT, RO, RS, RU, SC, SD,
61/301,150 3 February 2010 (03.02.2010) Us SE, G, SK, SL, SM, ST, SV, 8Y, TH, TJ, TM, TN, TR,
61/362,982 9 July 2010 (09.07.2010) Us TT, TZ, UA, UG, US, UZ, VC, VN, ZA, ZM, ZW.

(71) Applicant (for all designated States except US): SIG- (84) Designated States (unless otherwise indicated, for every
NAL PHARMACEUTICALS, LLC [US/US] 4550 kind ofregional p}"Ol@C’ﬁOI’Z avaz'lable): ARIPO (BW, GH,
Towne Centre Court, San Diego, CA 92121 (US). GM, KE, LR, LS, MW, MZ, NA, SD, SL, 8Z, TZ, UG,

ZM, ZW), Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ,

(72) Inventors; and TM), European (AL, AT, BE, BG, CH, CY, CZ, DE, DK,

(75) Inventors/Applicants (for US only): SANKAR, Sabita EE, ES, FL, FR, GB, GR, HR, HU, IE, IS, IT, LT, LU,

[SG/US]; 12710 Legacy Road, San Diego, CA 92131
(US). CHOPRA, Rajesh [GB/US]; 54 Eggers Court,
Summit, NJ 07901 (US). XU, Weiming [US/US]; 7934
Caminito Huerta, San Diego, CA 92122 (US). NING,
Yuhong [US/US]; 3880 Creststone Place, San Diego, C
92130 (US). XU, Shuichan [US/US]; 12426 Dormouse
Rd., San Diego, CA 92129 (US).

LV, MC, MK, MT, NL, NO, PL, PT, RO, RS, SE, SI, SK,
SM, TR), OAPI (BF, BJ, CF, CG, CI, CM, GA, GN, GQ,
GW, ML, MR, NE, SN, TD, TG).

A Published:

with international search report (Art. 21(3))

(54) Title: IDENTIFICATION OF LKB1 MUTATION AS A PREDICTIVE BIOMARKER FOR SENSITIVITY TO TOR KI-
NASE INHIBITORS

(57) Abstract: Provided herein are methods for treating and/or preventing a cancer or a tumor syndrome in a patient, comprising
administering an effective amount of a TOR kinase inhibitor to a patient having cancer or a tumor syndrome, characterized by a
LKB 1 and/or AMPK gene or protein loss or mutation.



