This invention relates to the field of therapeutics.

Most specifically, the

I nvention provides nethods of generating conditionally expressing one or

nore proteins under the control

of a gene expression nodul ation,

systemin

t he presenrepNeirRCHONAL AFPRIdATENEUBARIED SRBER PHE P AEINGRDOPERA UK PRELS! (POT)

ani mal s. Ty wertsen.cmy Pegpery Ovi ded 1o treat ﬁ( mﬁﬁwmni ﬁ[mﬁﬂﬁm
Organization OO0 00 A O 0
International Bureau -,
9 (10) International Publication Number
(43) International Publication Date ./ WO 2012 /1 2202 5 A2
13 September 2012 (13.09.2012) WIPO I PCT
(51) International Patent Classification: (74) Agents: ESMOND, Robert W. et al.; Sterne, Kessler,
A61K 48/00 (2006.01) Goldstein & Fox, P.L.L.C., 1100 New York Avenue, N'W.,
hi DC 20005-3934 .
(21) International Application Number: Washington, DC 934 (US)

PCT/US2012/027515 (81) Designated States (unless otherwise indicated, for every
. . ) kind of national protection available). AE, AG, AL, AM,
(22) International Filing Date: ) March 2012 (02,03 2012 AO, AT, AU, AZ, BA, BB, BG, BH, BR, BW, BY, BZ,
arc (02.03.2012) 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,
L. . HR, HU, ID, IL, IN, IS, JP, KE, KG, KM, KN, KP, KR,
(26) Publication Language: English KZ, LA, LC, LK, LR, LS, LT, LU, LY, MA, MD, ME,
(30) Priority Data: MG, MK, MN, MW, MX, MY, MZ, NA, NG, NI, NO, NZ,
61/449,536 4 March 2011 (04.03.2011) US OM, PE, PG, PH, PL, PT, QA, RO, RS, RU, RW, SC, SD,
61/478,881 25 April 2011 (25.04.2011) US SE, 8G, SK, SL, SM, ST, 8V, 8Y, TH, TJ, TM, TN, TR,

61/490,535 26 May 2011 (26.05.2011) US TT, TZ, UA, UG, US, UZ, VC, VN, ZA, ZM, ZW.
61/562,342 21 November 2011 (21.11.2011) US  (84) Designated States (unless otherwise indicated, for every
(71) Applicant (for all designated States except US): IN- kind of regional protection available): ARIPO (BW, GH,
TREXON CORPORATION [US/US]; 1750 Kraft Drive, GM, KE, LR, LS, MW, MZ, NA, RW, SD, SL, SZ, TZ,
Suite 1400, Blacksburg, VA 24060 (IJS) UG, ZM, ZW), Eurasian (AM, AZ, BY, KG, KZ, MD, RU,
TJ, TM), European (AL, AT, BE, BG, CH, CY, CZ, DE,
(72) Inventors; and DK, EE, ES, FL, FR, GB, GR, HR, HU, IE, IS, IT, LT, LU,
(75) Inventors/Applicants (for US only): ROETH, Jeremiah LV, MC, MK, MT, NL, NO, PL, PT, RO, RS, SE, SI, SK,

F. [US/US]; 3915 Englewood Ct., Blacksburg, VA 24060
(US). REED, Charles C. [US/US]; 134 Skippack Creek

SM, TR), OAPI (BF, BJ, CF, CG, CI, CM, GA, GN, GQ,
GW,ML, MR, NE, SN, TD, TG).

Road, Souderton, PA 18964 (US). CUTHBERTSON,
Brandon [US/US]; 374 Parkway Trails Circle, Newland,
NC 28657 (US). CHADA, Sunil [US/US]; 4007 Water-
view Court, Lakes of Brightwater Estates, Missouri City,
TX 77459 (US). FOGLER, William E. [US/US]; 3 Hali-
fax Court, Rockville, MD 20850 (US). KHAZI, Fayaz
[IN/US]; 9073 Clendenin Way, Frederick, MD 21704

(US).

Published:

without international search report and to be republished
upon receipt of that report (Rule 48.2(g))

with sequence listing part of description (Rule 5.2(a))

(54) Title: VECTORS CONDITIONALLY EXPRESSING PROTEIN

FIG.TA FiG.1B

Activater Ligand {L) 1000mg/kg
B j Contrel

. /’f 4 Activator Ligand {L) 1600mgikg
£ H Ad-RTS.mILIZ {1e10 v.p)

IRTS-miL12

(1?0 vp)

T Toam

Wm-irs—mmz L

19 2

ol 3%
AEETS-mit12 4 L

E 3
14 18 13 21 11 12 14 18

Days Post Tumor Cell Inoculation

(57) Abstract: This invention relates to the tield of therapeutics. Most specifically, the invention provides methods of generating
conditionally expressing one or more proteins under the control of a gene expression modulation, system in the presence of activat-
ing ligand and uses for therapeutic purposes in animals. The vector may be provided to treat or prevent disease.
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