wo 2015/168521 A3 ) JINJF 1 0000 O

(43) International Publication Date

(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(19) World Intellectual Property Ny
Organization é
International Bureau -,

=

\

(10) International Publication Number

WO 2015/168521 A3

5 November 2015 (05.11.2015) WIPO I PCT
(51) International Patent Classification: (74) Agents: ROGEL, Mark E. et al.; Cooley LLP, 1299
CI2N 15/113 (2010.01) A61K 31/713 (2006.01) Pennsylvania Avenue, NW, Suite 700, Washington, Dis-
trict of Col ia 20004 .
(21) International Application Number: ict of Columbia (US)
PCT/US2015/028743 (81) Designated States (unless otherwise indicated, for every
. . ) kind of national protection available). AE, AG, AL, AM,
(22) International Filing Date: | Mav 2015 (01.05.2015 AO, AT, AU, AZ, BA, BB, BG, BH, BN, BR, BW, BY.
ay 2015 (01.05.2015) BZ, CA, CH, CL, CN, CO, CR, CU, CZ, DE, DK, DM,
(25) Filing Language: English DO, DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, GT,
Lo . HN, HR, HU, ID, IL, IN, IR, IS, JP, KE, KG, KN, KP, KR,
(26) Publication Language: English KZ, LA, LC, LK, LR, LS, LU, LY, MA, MD, ME, MG,
(30) Priority Data: MK, MN, MW, MX, MY, MZ, NA, NG, NI, NO, NZ, OM,
61/987,228 1 May 2014 (01.05.2014) Us PA, PE, PG, PH, PL, PT, QA, RO, RS, RU, RW, SA, SC,
62/033,903 6 August 2014 (06.08.2014) Us SD, SE, SG, SK, SL, SM, ST, SV, 8Y, TH, TJ, TM, TN,
62/144,598 8 April 2015 (08.04.2015) Us TR, TT, TZ, UA, UG, US, UZ, VC, VN, ZA, ZM, ZW.
(71) Applicant: BIOASIS TECHNOLOGIES, INC. (84) Designated States (unless otherwise indicated, for every
[CA/CA]; 10551 Shellbridge Way, Suite 125, Richmond, kind of regional protection available). ARIPO (BW, GH,
British Columbia V6X 2W9 (CA). GM, KE, LR, LS, MW, MZ, NA, RW, SD, SL, ST, SZ,
TZ, UG, ZM, ZW), Eurasian (AM, AZ, BY, KG, KZ, RU,
(72) Inventors: JEFFERIES, Wilfred; 12682 Crescent Road, TJ, TM), European (AL, AT, BE, BG, CH, CY, CZ, DE,
South Surrey, British Columbia V4A 2V5 (CA). DK, EE, ES, FL, FR, GB, GR, HR, HU, IE, IS, IT, LT, LU,
GABATHULER, Reinhard; 201, Chemin du Golf, Suite LV, MC, MK, MT, NL, NO, PL, PT, RO, RS, SE, SI, SK,
702, Montreal, Québec H3E 174 (CA).
[Continued on next page]
(54) Title: P97-POLYNUCLEOTIDE CONJUGATES

(57) Abstract: Provided are conjugates between p97 (melanotransferrin)

60 -
*
50 -
m
%)
2 ponent.
x
= 40
]
£
=
o
>
4+ 30
2
£
£
20
10 -
O RS s N
PBS siRNA MTfp-siRNA
Mean = SEM

* P<0.05 (1 way Anova)

FIG. 10

and polynucleotides such as small interfering RNA (siRNA) molecules,
and related compositions and methods of use thereof, for instance, to fa-
cilitate delivery of polynucleotides such as siRNA molecules across the
blood-brain barrier (BBB) and/or improve their tissue penetration in
CNS and/or peripheral tissues, and thereby treat and/or diagnose various
diseases, including those having a central nervous system (CNS) com-
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