wO 2006/110813 A3 |00 0 0000 OO O

Conpositions and nethods are provided for treatnent of
di seases i nvol vi ng unwant ed neovascul ari zati on (NV).

The invention provides treatnents that control

NV

(12 WTGWIQEAEMHLWWWPI}IBMSPED UDIDER TYE BATTJING GOWPERATION TREATY (PCT)

bi ochem cal pat hways, incl

(19) w%"%? X}?)éctgﬁﬂfolﬁf{)? %glazggn °

conposi t| ons conprising 4
@9 ikt ermiGaBhcalibiabate Nduce

i nhi bition of the VEGF
ibition | ocali

|  7 e NIHHIIHIH*IIIHI&IIIIHiH!IIHHHHJIHiiIIItIIIHIIHIIIHIIIIIIIIIII|I|I|||III|||||II|

Y conj ugat es and nucl ei c
I nt erfop RGERiohSRMADca@®nNumber

plrg(mdt&.ﬁﬁlgOMQmaerti cl eP€o _osi ti 0W0f20%/112813 A3

(51) Inpdriv@enat Haenthesiffeaton:agent s such @49 ASeGEFBQRIKH Way

Proskauer Rose LLP, 1001 Penn-

AHHEBHYPoHPSY s, The conpositions andvyiakrdd YeafsshieonyBegpo36-239 (US).

(21) Infte(l)'rr;af:lgngleA { cht?()‘:n
S ease,

(22) International Filing Date: 12 April 2006 (12.04.2006)

(25) Filing Language: English

(26) Publication Language: English
(30) Priority Data:
60/670,717 12 April 2005 (12.04.2005) US
(71) Applicant (for all designated States except US): IN-
TRADIGM CORPORATION [US/US];, 12115 K

Parklawn Drive, Rockville, MD 20852 (US).

(72) Inventors; and

(75) Inventors/Applicants (for US only): LUI, Yijia [CN/US];
Gaithersburg, MD (US). YANG LU, Patrick [US/US];
Derwood, MD (US). SCARIA, Puthupparampil, V.
[US/US]; Montgomery Village, MD (US). SCHIFFEL.-
ERS, Raymond [NL/US]; Silver Springs, MD (US).
TANG, Quinn, Q. [US/US]; Rockville, MD (US). WOO-
DLE, Martin, C. [US/US]; Bethesda, MD (US). XIE,
Frank, Yuefeng [CN/US]; Germantown, MD (US). XU,
Jun [CN/US]; Germantown, MD (US). ZHOU, Qin
[US/US]; Germantown, MD (US).

%mg of NV di seasggg %%te@&at@@(%e%r otherwise indicated, for every
Jcli‘bkiobe%m%‘d i it oAk pryre dbrSRBISHRSE . AE, AG, AL, AM,

AT, AU, AZ,BA, BB, BG, BR, BW, BY, BZ, CA, CH, CN,
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, KM, KN, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV,
LY, MA, MD, MG, MK, MN, MW, MX, MZ, NA, NG, NI,
NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG,
SK, SL, SM, 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, IS, IT, LT, LU, LV, MC, NL, PL, PT,
RO, SE, S, SK, TR), OAPI (BF, BJ, CF, CG, CI, CM, GA,
GN, GQ, GW, ML, MR, NE, SN, TD, TG).

Published:
with international search report

(88) Date of publication of the international search report:
15 November 2007

Fortwo-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 Gagzette.

(54) Title: COMPOSITION AND METHODS OF RNAI THERAPEUTICS FOR TREATMENT OF CANCER AND OTHER
NEOVASCULARIZATION DISEASES

(57) Abstract: Compositions and methods are provided for treatment of diseases involving unwanted neovascularization (NV).
The invention provides treatments that control NV through selective inhibition of pro-angiogenic biochemical pathways, including
inhibition of the VEGF pathway gene expression and inhibition localized at pathological NV tissues. Tissue targeted nanoparticle
compositions comprising polymer conjugates and nucleic acid molecules that induce RNA interference (RNA1) are provided. The
nanoparticle compositions of the invention can be used alone or in combination with other therapeutic agents such as VEGF pathway
antagonists. The compositions and methods can be used for the treatment of NV diseases such as cancer, ocular disease, arthritis,
and inflammatory diseases.



