Met hods and apparatus to identify a potenti al
of a therapy in a biological systemare described. In

toxicity

one enbodi nent, a nethod uses a conputer nodel that

bi ol ogi cal system The nethod includes executing the

QoYY WH-RIMnidMd Rkl B@pdrgent | fy g rst set of bi ol ogi cal

pr ocess®ganiAtidy | buting t Ar$'“

st at @nehatbeBlital ogi cal MPIEE

pi ol ogi cal assays based

@B) hiktalibiasPubtielhio®Datbi 0l 0gi cal pr oc €Hs BBeradtidndl @ablica@pn Number
—identify a second set of biological processes nodified
(51) Irp&natiml_%l Iia!aﬁr(ﬁlps}ﬁcati-&h.e Mdﬁp d9/60—” ISDelﬁemglﬁﬁh ytdt@ss( unless otherwise indicated, for every

identifying the potential toxicitindofratchaepbh@sagnyiabie): AE, AG, AL, AM,

(12) BIEBS ATIDSAIRA BRI CATIONPUHLIRHEDAINDPR GHE 8BS T COOPHIRATION TREATY (PCT)
g T TN T
i ncl udes identifying a seiN&gs¥
R Detdnarenp§04i (29.10h200dpt of Bi@Iogi cal WEer2004/114195 Al
1) T@s@chaOApplidien9&meRd set of bi ol oghlcal ApBaGBSB@SR, BW, BY, BZ, CA, CH, CN,

4114195 A1 VAT 0O YOO OO

PCT/US2004/018485
(22) International Filing Date: 10 June 2004 (10.06.2004)
(25) Filing Language: English
(26) Publication Language: English

(30) Priority Data:

10/462,108 13 June 2003 (13.06.2003) US

(71) Applicant (for all designated States except US): ENTE-
LOS, INC. [US/US]; 110 Marsh Drive, Foster City, CA
94404 (US).

(72) Inventors; and

(75) Inventors/Applicants (for US only): MICHELSON,
Seth, Gary [US/US]; 1473 Mildred Avenue, San Jose, CA
95125 (US). BANGS, Alex, L. [US/US]; 219 Edgehill
Drive, San Carlos, CA 94070 (US).

(74) Agents: LIU, Cliff, Z. et al.; Cooley Godward LLP, 3000
El Camino Real, Five Palo Alto Square, Palo Alto, CA
94306-2155 (US).

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, KP, KR, KZ, L.C, LK, LR, LS, LT, LU, LV, MA, MD,
MG, MK, MN, MW, MX, MZ, NA, NI, NO, NZ, OM, PG,
PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SY, TJ, TM,
TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, YU, 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, IT, LU, MC, NL, PL, PT, RO, SE, SI,
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

For two-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 Gazette.

(54) Title: PREDICTIVE TOXICOLOGY FOR BIOLOGICAL SYSTEMS

& (57) Abstract: Methods and apparatus to identify a potential toxicity of a therapy in a biological system are described. In one
& embodiment, a method uses a computer model that represents a set of biological processes of the biological system. The method
includes executing the computer model to identify a first set of biological processes contributing to the occurrence of a toxic state of
the biological system. The method also includes identifying a set of biological assays based on the first set of biological processes
and testing the therapy in the set of biological assays to identify a second set of biological processes modified by the therapy. The
method further includes identifying the potential toxicity of the therapy based on the second set of biological processes.



