Mar kers and net hods useful for assessing coronary artery disease in a

subj ect are provided, along with kits for nmeasuring their expression. Also
provi ded arc predictive nodels, based on the markers, as well as conputer
systens, @)iNiSRNAVWSRNRL RPBOCATTIONPEBIAsHETENIIRASIEP AT DX T SEGFHRAGICANGREARY (raiipl | Y

classif Mb)%or?dalm%ll&ﬁial Property Organization

wo 20107148017 A1 I T IA0KVO OO

International Bureau

(43) International Publication Date
23 December 2010 (23.12.2010)

(10) International Publication Number

WO 2010/148017 A1

(51) International Patent Classification: (74) Agents: EVEL-KABLER, Kevin et al.; Fenwick & West
GOIN 33/00 (2006.01) LLP, 801 California Street, Mountain View, CA 94041
(21) International Application Number: (US).
PCT/US2010/038712 (81) Designated States (unless otherwise indicated, for every
. - kind of national protection available). AE, AG, AL, AM,
(22) International Filing Date: AO, I{T, AU, Ai BA, BB, BG, B}{, BR, BW, BY, BZ.
15 June 2010 (15.06.2010) CA., CH, CL, CN, CO, CR, CU, CZ, DE, DK, DM, DO,
(25) Filing Language: English DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, GT,
. HN, HR, HU, ID, IL, IN, IS, JP, KE, KG, KM, KN, KP,
(26) Publication Language: Enghsh KR, KZ, LA, LC, LK, LR, LS, LT, LU, LY, MA, MD,
(30) Priority Data: ME, MG, MK, MN, MW, MX, MY, MZ, NA, NG, NI,
61/187,203 15 June 2009 (15.06.2009) US NO, NZ, OM, PE, PG, PH, PL, PT, RO, RS, RU, SC, SD,
61/245,190 23 September 2009 (23.09.2009) Us SE, 8G, SK, SL, SM, ST, SV, 8Y, TH, TJ, TM, TN, TR,
TT, TZ, UA, UG, US, UZ, VC, VN, ZA, ZM, ZW.
(71) Applicant (for all designated States except US): CAR- . .
DIODX, INC. [US/US]; 2500 Faber Place, Palo Alto, CA (84) Designated States (unless otherwise indicated, for every
94303 (US). kind of regional protection available): ARIPO (BW, GH,
GM, KE, LR, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG,
(72) Inventors; and ZM, ZW), Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ,
(75) Inventors/Applicants (for US only): ROSENBERG, TM), European (AL, AT, BE, BG, CH, CY, CZ, DE, DK,
Steven [US/US]; c¢/o CardioDx, Inc., 2500 Faber Place, EE, ES, FI, FR, GB, GR, HR, HU, IE, IS, IT, LT, LU,
Palo Alto, CA 94303 (US). ELASHOFF, Michael, R. LV, MC, MK, MT, NL, NO, PL, PT, RO, SE, SI, SK,
[US/US]; c/o CardioDx, Inc., 2500 Faber Place, Palo SM, TR), OAPI (BF, BJ, CF, CG, CI, CM, GA, GN, GQ,
Alto, CA 94303 (US). BEINEKE, Philip [US/US]; c¢/o GW, ML, MR, NE, SN, TD, TG).
CardioDx, Inc., 2500 Faber Place, Palo Alto, CA 94303 Published:

(US). WINGROVE, James, A. [US/US]; c/o CardioDx,
Inc., 2500 Faber Place, Palo Alto, CA 94303 (US). TIN-
GLEY, Whittemore, G. [US/US]; c/o CardioDx, Inc.,
2500 Faber Place, Palo Alto, CA 94303 (US). DANIELS,
Susan, E. [US/US]; c¢/o CardioDx, Inc., 2500 Faber
Place, Palo Alto, CA 94303 (US).

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

(54) Title: DETERMINATION OF CORONARY ARTERY DISEASE RISK.

Figure 1
Phase ] Phase li. Phase lil. Phase IV.
nitial Gere Prospective Gene Algorithm Algorithm
Discovery Discovery Development Validation
PREDICT PREDICT
T PREDICT
CA _HGEN 0, DISC_OVERY Geng La| DEVELOPMENT || Algoritim [ VALI?ATION
n=195 n=198 Selection 640 Locked with n=526
Microarray Microarray For Rr]I'—PCR gg © nW RT-PCR
2438 genes 5935 genes RT-PCR “3' nes genes 23 genes
(655 overtap) ge
CATHGEN PREDICT
NO”‘S‘:E::'CC: and Non-Diabetics Only
| il

(57) Abstract: Markers and methods useful for assessing coronary artery disease in a subject are provided, along with kits for
measuring their expression. Also provided arc predictive models, based on the markers, as well as computer systems, and software
embodiments of the models for scoring and optionally classifying samples.



