0-7/012004 A3 |10 00 000 O RO

The present
for

cell and/ or

i nvention di scl oses nethods and materi al s
delivering a cargo conpound into a brain cancer
across the bl ood-brain barrier.

Del i very

(1ZDfNTEREAﬁQNgDAHDImﬂWPWEI$E®G@ER THR @A TRNTIOOPERATIQN TREATY (PCT)

protein transport pepti dessl
(19) Woultl éxtellvetndd PaspertpOcgagization (<4
al so International Bureau

ved from Nei sseri a

S A Y SR

(43) International Publication Date PCT (10) International Publication Number
25 January 2007 (25.01.2007) WO 2007/012004 A3
(51) International Patent Classification: Cuyler Avenue, Apt. 2, Oak Park, IL. 60304 (US). FI-
CI2P 21/04 (2006.01) ALHO, Arsenio [PT/PT]; Paceta Maestro Ivo Cruz, Lote
23 3 Esq, 1500-401 Lisboa (PT). DAS GUPTA, Tapas
(21) International Application Number: [US/US]; 1317 Jackson Avenue, River Forest, IL 60305
PCT/US2006/028022 (US). CHAKRABARTY, Ananda [US/US]; 206 Julia
Drive, Villa Park, IL 60181 (US).
(22) International Filing Date: 19 July 2006 (19.07.2006)
(74) Agents: PELTO, Don et al.; PRESTON GATES ELLIS &
(25) Filing Language: English ROUVELAS MEEDS LLP, 1735 New York Avenue Nw,
Suite 500, Washington, DC 20006 (US).
(26) Publication Language: English (81) Designated States (unless otherwise indicated, for every
L. kind of national protection available): AE, AG, AL, AM,
(30) Priority Data: AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, CN,
60/700,297 19 July 2005 (19.07.2005) US CO. CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FL
11/244,105 6 October 2005 (06.10.2005) US GB. GD, GE, GH, GM, HN, HR, HU, ID, IL, IN,, IS, JP,
60/818,510 6 July 2006 (06.07.2006) US

(71) Applicant (for all designated States except US): THE
BOARD OF TRUSTEES OF THE UNIVERSITY OF
ILLINOIS [US/US]; 352 Henry Administration Building,
506 Wright Street, Urbana, I1. 61801 (US).

(72) Inventors; and

(75) Inventors/Applicants (for US only): HONG, Chang
[KR/US]; 901 South Ashland Avenue, Apt. 704, Chicago,
IL 60607 (US). YAMADA, Tohru [JP/US]; 903 South

(34)

KE, KG, KM, KN, KP, KR, KZ, LA, 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, RS, RU, SC,
SD, SE, SG, SK, SL, SM, SY, TJ, TM, TN, TR, TT, TZ,
UA, UG, US, UZ, VC, VN, ZA, ZM, ZW.

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,

[Continued on next page]

(54) Title: TRANSPORT AGENTS FOR CROSSING THE BLOOD-BRAIN BARRIER AND INTO BRAIN CANCER CELLS,

AND METHODS OF USE THEREOF

12-hr

24-hr

Cytotexicity (24)

Cytatoxicity (%)

e 20 AN 19

20

48 1¢ 20 49

Concentration {(nh)

& (57) Abstract: The present invention discloses methods and materials for delivering a cargo compound into a brain cancer cell
and/or across the blood-brain barrier. Delivery of the cargo compound is accomplished by the use of protein transport peptides
derived from Neisseria outer membrane proteins, such as Laz. The invention also provides synthetic transit peptides comprised of
the pentapeptide AAEAP. The invention further discloses methods for treating cancer, and specifically brain cancer, as well as other
brain-related conditions. Further, the invention provides methods of imaging and diagnosing cancer, particular brain cancer.
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