PCT

WORLD INTELLECTUAL PROPERTY ORGANIZATION
International Bureau

INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(51) International Patent Classification 5.
C12N 15/15, 15/81, 15/62
C07K 13/00, C12P 21/02 Al
A61K 37/64, C12N 1/19

(11) International Publication Number:

(43) International Publication Date:

WO 93/09233

13 May 1993 (13.05.93)

(21) International Application Number: PCT/US92/09400

(22) International Filing Date: 30 October 1992 (30.10.92)
(30) Priority data:
785,638 31 October 1991 (31.10.91) us

(60) Parent Application or Grant
(63) Related by Continuation
Us 785,638 (CIP)
Filed on 31 October 1991 (31.10.91)
(71) Applicant (for all designated States except US): THE SALK
INSTITUTE BIOTECHNOLOGY/INDUSTRIAL AS-
SOCIATES INC. [US/US]; 505 Coast Blvd. So., San

Diego, CA 92186 (US).

(72) Inventors; and

(75) Inventors/Applicants (for US only) : WAGNER, Steven, L.
[US/US]; 1295 Prospect Street, Unit D, La Jolla, CA
92037 (US). SIEGEL, Robert [US/US]; 4360 Huggins
Street, San Diego, CA 92122 (US). THILL, Gregory, P.
[US/US]); 75 Donald Street, Apartment 511, Weymouth,
MA 02188 (US). HARPOLD, Michael, M. [US/US];
1341 29th Street, San Diego, CA 92102 (US). COMER,
William, T. (US/US}; 5460 Calzada Del Bosque, Ran-
cho Santa Fe, CA 92067 (US).

(74) Agent: MISROCK, S., Leslie; Fennie & Edmonds, 1155
Avenue of the Americas, New York, NY 10036 (US).

(81) Designated States: AU, BB, BG, BR, CA, CS§, FI, HU, JP,
KR, LK, MG, MN, MW, NO, PL, RO, RU, SD, US, Eu-
ropean patent (AT, BE, CH, DE, DK, ES, FR, GB, GR,
IE, IT, LU, MC, NL, SE), OAPI patent (BF, BJ, CF,
CG, CI, CM, GA, GN, ML, MR, SN, TD, TG).

Published

Wuh international scarch report.

Before the expiration of the time limit for amending the
cluims and 10 be republished in the event of the receipt of
amendments.

(88) Date of publication of the international search report:
5 August 1993 (05.08.93)

(54) Title: RECOMBINANT AMYLOID PRECURSOR PROTEIN INHIBITOR DOMAIN AND TREATMENT OF VAR-

I0US DISEASE STATES

(57) Abstract

The present invention relates to the production of a Kuniz
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type protease inhibitor (KPI) peptide, and its use in regulating pro-
tease activity associated with amyloidosis. This invention is further
directed to in vivo and in vitro models of amyloidosis involving the
KPI peptide. The KPI peptide can also be used to treat coagula-
tion disorders by regulating proteases in the coagulation pathway.
KPI is also used to inhibit or ameliorate protease-associated da-
mage following injury, especially head “injury. Nucleic acid se-
quences encoding the protease inhibitor and expression systems
for high level expression of the active inhibitor are provided.
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52,60
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INTERNATIONAL SEARCH REPORT PCT/ US 92/ 09400

Box 1 Obscrvations where certain claims were found unscarchabic (Continuation of item 1 of first sheet)

This international scarch report has not been established in respect of certain claims under Artcle 17(2)(a) for the following rcasons:

1. [X] Claims INos.:

because they relate Lo subject matler not required to be scarched by this Authority, namcly:

Remark : Although claims 54-55, 59-60 are directed to a method of treatment
of the human body (rule 39.1 IV PCT) the search has been carried out and ba
sed on the alleged effects of the compound/composition.

2. ‘ I Claims Nos.:
because they relate Lo parts of the international application that do not comply with the prescribed requirements to such
an cxtent that no meaningful international scarch can be carried out, specifically:

3. [—_—] Claims Nos.:

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box Il Obscrvations where unity of invention is lacking (Continuation of item 2 of first shcet)

“T'hes Internauonal Scarching Authority found muluple inventions in this international application, as follows:

see PCT/ISA 206 mailed on 01/04/93

1. D As all required additional search fees were umely paid by the applicant, this internauional scarch report covers all
scarchable clams.

[ =]

As all scarchable claims could be scarches without cffort justifying an additional fec, this Authority did not invite payment
of any additional fce.

3. As vnly somc of the required additional scarch fees werc timely paid by the applicant, this international scarch rcport
covers only those claims for which fees were paid, specifically claims Nos.:

4. N o required additional scarch fees were timely paid by the applicant. Conscquently, this international scarch report is
restricted to the invenuon first mentioned in the claims; it is covered by claims Nos.:
1-55, 59-60, 62-69.

Remark on Protest D The additional scarch fees were accompanicd by the applicant’s protest.

D No protest accompanicd the payment of additional scarch fecs.
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