2/07671 A3

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

(19) World Intellectual Property Organization
International Bureau

(43) International Publication Date
31 January 2002 (31.01.2002)

A 0D A0

(10) International Publication Number

WO 02/07671 A3

(51) International Patent Classification”: C07K 1/00,
14/00, 16/00, 17/00, AOIN 37/18, A61K 38/00

(21) International Application Number:  PCT/IL01/00689

(22) International Filing Date: 26 July 2001 (26.07.2001)

(25) Filing Language: English
(26) Publication Language: English
(30) Priority Data:
60/220,971 26 July 2000 (26.07.2000) US
09/668,713 22 September 2000 (22.09.2000) US
(71) Applicant (for all designated States except US):

RAMOT-UNIVERSITY AUTHORITY FOR AP-
PLIED RESEARCH AND INDUSTRIAL DEVELOP-
MENT LTD. [IL/IL]; 32 Haim Levanon Street, 69975
Tel-Aviv (IL).

(72)
(75)

Inventors; and

Inventors/Applicants (for US only): LAVI, Sara [IL/IL];
6 Tnuat Hameri Street, 55286 Kiriat Ono (IL). SATCHI-
FAINARO, Ronit [IL/IL]; 41 Mishmar Hayarden Street,
69685 Tel-Aviv (IL).

(74) Agent: WEBB, Cynthia; Webb, Ben-Ami & Associates,

P.O. Box 2189, 76121 Rehovot (IL).

(81) Designated States (national): AE, AG, AL, AM, AT, AU,
AZ,BA, BB, BG, BR, BY, BZ, CA, CH, CN, CO, CR, CU,
CZ, DE, DK, DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH,
GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP,KR,KZ, LC,
LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW,
MX, MZ, NO, NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK,
SL, TJ, TM, TR, TT, TZ, UA, UG, US, UZ, VN, YU, ZA,
ZW.

(84) Designated States (regional): ARIPO patent (GH, GM,
KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZW), Eurasian
patent (AM, AZ, BY,KG, KZ, MD, RU, TJ, TM), European
patent (AT, BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE,
IT, LU, MC, NL, PT, SE, TR), OAPI patent (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:
25 April 2002

For two-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 Gazette.

(54) Title: INTRACELLULAR DELIVERY SYSTEM FOR PROTEIN PHOSPHATASES AND OTHER POLYPEPTIDES

(57) Abstract: This invention provides a polymer-based intracellular delivery system for protein phosphatases and other polypep-
tides. This delivery system can be used to deliver polypeptides for anti-tumor, anti-inflammatory, or immunosuppressive therapy,
for treatment of genetic disorder or disease, and for therapy of any condition which requires intracellular delivery of polypeptides.
Preferred embodiments according to the invention utilize acrylamide based polymers, most preferably copolymers comprising hy-

droxypropy! methacrylamide.



INTERNATIONAL SEARCH REPORT Iuternational application No.
PCT/IL01/006sY

A CLASSIFICATION OF SUBJECT MATTER
IPCIT)  :Please See Extra Sheet.
US CL . 530/402; 514/2
According to luternational Patent Classification (IPCY or to both national classification and [PC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)

USs 330/402; 514/2

Documentation searched other than minimum documentation to the extent that such documents are included in the fields
searched

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)

WEST, BIOSIS, EMBASE, CAPLUS, MEDLINE

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication. where appropriate. of the relevant passages Relevant to claim No.

Y US 6,042,822 A (GILBERT et al.) 28 March 2000, see entire| 1-56
document.

Y US 5,548,064 A (RUSSELL-JONES et al.) 20 August 1996, see| 1-56
entire document.

Y FLANAGAN, P.A. et al. Evaluation of protein-N-(2-| 1-56
hydroxypropyl)methacrylamide copolymer conjugates as targetable
drug carriers. 1. Binding, pinocytic uptake and intracellular
distribution of transferrin and anti-transferrin receptor antibody
conjugates. Biochim. Biophys. Acta. 1989, Vol. 993, pages 83-91,
see entire document.

Further documents are listed in the continuation of Box C. D See patent family annex.

* Special categories of cited documents: T later document published after the international filing date or priority
. . date and not in conflict with the application but cited to understand
TA" document defining the general state of the art which is not considered the principle or theory underlying the invention
to be of particular relevance
- . . . . . - d t of particul levance; the clai i ti not b
"E" earlier document published on or after the international filing date X ocument of ?1 icufar re nce. Lhe ¢ a@ed imven 1pn‘ca1'1 .0 °
considered novel or canuot be considered to involve an inventive step
"L document which may throw doubts on priority claim(s) or which is when the document is taken alone

ciled to establish the publication date of asother citation or other

special reason (as specified) e dwu@ent of ‘p.xm'cular relevauce: the claimed iuveutinnv canuot be
cousidered to involve an inventive step when the document is combined
Q" document referring to au oral disclosure, nse, exhibition or other with one or more other such documents, such combination being
weans obvious to a person skilled in the art
"P document published prior to the international tiling date but later & document mewber of the same patent family
than the priority date claimed
Date of the actual completion of the international search Date of mailing of the international search report

- 06 FE
+ JANUARY 2002 ’_\ 6 FEB ZOOZ

Washington. D.C. 20231
Facsimile No.  (703) 305-3230

Name and mailing address of the ISA/US : ize m(‘(l
Cmnmmgmncr of Patents and Trademarks L/
Box pC1 GERALD R. EX OLD’I‘

elephone No. ) 80s-ul96

Form PCT/ISA/210 (second sheet) (July 1998)*



INTERNATIONAL SEARCH REPORT [nternational application No.
PCT/1L01/00689

C (Continuation). DOCUNMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document. with indication. where appropriate. of the relevant passages Relevant to claim No.
Y SOLOVSKLJ, M. et al. Polymer water-soluble derivatives of 1-58
polypeptide antibiotic, gramicidin-S based on reactive copolymers of
N-(2-hydroxypropyl) methacrylamide. J. Control Release. 1999, Vol.
58, pages 1-§, see entire document.
Y ULBRICH, K. et al. Polymeric drugs based on conjugates of 1-58

svnthetic and natural macromolecules 1. Synthesis and physico-
chemical characterisation. .J. Control Release. 2000, Vol. 64, pages
63-79, see entire document.

Form PCT/ISA/210 ‘continuation of second sheet) (July 1995)%




INTERNATIONAL SEARCH REPORT

International application No.

|
| PCT/ILo1/00689
E

A. CLASSIFICATION OF SUBJECT MATTER:
IPC (7):

COTR 1/00, 14/00, 16/00, 17/00: AOIN 37/18: A61K 38/00

Form PCT/ISA/210 (extra sheet) (July 1998)%




	Abstract
	Bibliographic
	Search_Report

