The invention relates to nmethods of determ ning an appropriate cancer

therapy for a subject based on intratunoral

expression | evels of

Ri bonucl eoti de Reductase ML (RRML) and thym dyl ate synthase (TS) gene
expr essi 0 INBERMBINIONAS APPLICETIOY GBI HIY BXDER THIPATENTC@QEHERAUIONOIREATY (PCT)

(prognosis) based on cytoplasmc Ievgﬁr%:

kits us orld Inte ual Pr r n?zal nS f‘ TRy ded.
0oLl 98 ol EIBEE i o O

0087157353 A1 |0 0000 0 000000 0O 0O

International Bureau

(43) International Publication Date
24 December 2008 (24.12.2008)

of TS protein. Conpositions and

(10) International Publication Number

WO 2008/157353 Al

(51) International Patent Classification:
C12Q 1/68 (2006.01)

(21) International Application Number:
PCT/US2008/066918

(22) International Filing Date: 13 June 2008 (13.06.2008)

(25) Filing Language: English

(26) Publication Language: English

(30) Priority Data:
60/944,157
61/039,555

15 June 2007 (15.06.2007)
26 March 2008 (26.03.2008)

Us
Us

(71) Applicant (for all designated States except US): UNIVER-
SITY OF SOUTH FLORIDA [US/US]; 3802 Spectrum
Blvd, Suite 100, Tampa, FL 33612-09220 (US).

(72) Inventor; and

(75) Inventor/Applicant (for US only): BEPLER, Gerold
[US/US]; 251 6th Avenue North, Tierra Verde, FL. 33715
(US).

(74) Agents: BONE, Richard G., A. et al.; Fish & Richardson
P.C., P.O. Box 1022, Minneapolis, MN 55440-1022 (US).

(81) Designated States (unless otherwise indicated, for every
kind of national protection available): AE, AG, AL, AM,
AOQ, AT, AU, AZ,BA, BB, BG, BH, BR, BW, BY, BZ, CA,
CH, CN, CO, CR, CU, CZ, DE, DK, DM, DO, DZ, EC, EE,
EG, ES, FI, GB, GD, GE, GH, GM, GT, HN, HR, HU, ID,
1L, IN, IS, JP, KE, KG, KM, KN, KP, KR, KZ, LA, LC,
LK, LR, LS, LT, LU, LY, MA, MD, ME, 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, 7M, 7ZW.

(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, HR, HU, IE, IS, IT, LT, LU, LV, MC, MT, NL,
NO, PL, PT, RO, SE, SI, SK, TR), OAPI (BF, BJ, CF, CG,
CIL, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG).

Published:
with international search report

(54) Title: METHODS OF DIAGNOSING AND TREATING CANCER

o (57) Abstract: The invention relates to methods of determining an appropriate cancer therapy for a subject based on intratumoral
expression levels of Ribonucleotide Reductase M1 (RRM1) and thymidylate synthase (TS) gene expression, as well as to methods
of predicting clinical outcome (prognosis) based on cytoplasmic levels of TS protein. Compositions and kits useful for the methods

are also provided.



