© 20137052607 A1 I KO A0 10 D0

(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 2013/052607 Al

(51

eay)

(22)

(25)
(26)
(30)

1

(72)
1

74

11 April 2013 (11.04.2013) WIPOIPCT
International Patent Classification: (81)
A61K 39/395 (2006.01)

International Application Number:
PCT/US2012/058662

International Filing Date:
4 October 2012 (04.10.2012)

Filing Language: English
Publication Language: English
Priority Data:

61/543,186 4 October 2011 (04.10.2011) US

Applicant (for all designated States except US): THE
TRUSTEES OF COLUMBIA UNIVERSITY IN THE
CITY OF NEW YORK [US/US]; West 116th Street And
Broadway, New York, NY 10027 (US).

Inventors; and

Applicants (for US only): KITAJEWSKI, Jan [US/US];
323 Hillerest Road, Ridgewood, NJ 07450 (US). SHAW-
BER, Carrie [US/US]; 418 Beech St, Township of Wash-
ington, NJ 07676 (US). KANGSAMAKSIN, Thaned
[TH/TH]; 212 Bunyawat Rd. Suandok, Muang, Lampang,
52100 (TH).

Agent: WHITE, John, P.; Cooper & Dunham LLP, 30
Rocketeller Plaza, New York, NY 10112 (US).

(84)

Designated States (uniess otherwise indicated, for every
kind of national protection available). AE, AG, AL, AM,
AO, AT, AU, AZ, BA, BB, BG, BH, BN, BR, BW, BY,
BZ, CA, CH, CL, 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, IL, 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, PA, PE, PG, PH, PL, PT, QA, RO, RS, RU,
RW, SC, SD, SE, SG, SK, SL, SM, ST, SV, SY, TH, TJ,
™™, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, ZA,
IM, ZW.

Designated States (uniess otherwise indicated, for every
kind of regional protection available): ARIPO (BW, GH,
GM, KE, LR, LS, MW, MZ, NA, RW, SD, SL, SZ, TZ,
UG, ZM, ZW), Eurasian (AM, AZ, BY, KG, KZ, RU, TJ,
TM), European (AL, AT, BE, BG, CH, CY, CZ, DE, DK,
EE, ES, FL, FR, GB, GR, HR, HU, IE, IS, IT, LT, LU, LV,
MC, MK, MT, NL, NO, PL, PT, RO, RS, SE, SI, SK, SM,
TR), OAPI (BF, BJ, CF, CG, CIL, CM, GA, GN, GQ, GW,
ML, MR, NE, SN, TD, TG).

Published:

with international search report (Art. 21(3))
with sequence listing part of description (Rule 5.2(a))

(54) Title: HUMAN NOTCH1 DECOYS

Fig. la

E o e
¥
N

3 i

T
s
_S\Q&i\x

(57) Abstract: Provided herein are Notchl fusion proteins. These fusion proteins comprise consecutive amino acids the sequence of
which, commencing at the N-terminus of the fusion protein, is identical to the sequence of the amino acids in an extracellular do -
main of a human Notchl receptor protein and an Fc portion of an antibody. The amino acid sequence of the extracellular domain
(ECD) of the human Notchl receptor protein commences with the amino acid present at the N-terminus of EGF-like repeat (10) and
extends at least through the C-terminal amino acid of EGF-like repeat (23). The N-terminal portion of the ECD of the human Notchl
receptor protein may extend up to the C-terminal amino acid of EGF-like repeat (24) or may extend up to the C-terminal amino acid
of EGF-like repeat (36). Compositions of these fusion proteins are also provided. Also provided are methods of treating age-related
macular degeneration (AMD), diabetic retinopathy and cancer using the fusion proteins described herein.



