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FIG. 5

1 MAPARTMARARLAPAGIPAVALWLLCTLGLOGTOAGPEPA
41 PPGLPAGADCLNSFTAGVPGFVLDTNASVSNGATFLESPT
81 VRRGWDCVRACCTTONCNLALVELOPDRGEDATAACFLIN

121 CLYEQNFVCKPFAPREGEINYI TREVYRSYRQLRTQGFGGS
161 CIPKAWAGIDLEVOPOEFLVILEDVENTDWRL.LRGDTDVRY
201 ERKDPNQVELWGLEKEGTYLFQLTVTSSDEPEDTANVTVTIV
241 LSTKQTEDYCLASNKVGRCRGSFPRWYYDPTEQICKSFVY
281 GGCLGNKNNYLREFECITACRGVQGPSMERRHPVCSGTCO
321 PTQFRCSNGCCIDSFLECDDTPNCPDASDEAACEKYTSGE
361 DELORIHFPSDKGHCVDLPDTGLCKESIPRWYYNPEFSEHC
401 ARFTYGGCYGNKNNFEEEQQCLESCRGISKKDVFGLRREI
441 PIPSDGEVEMAVAVFLVICIVVVVAILGYCFFKNQRKDFH
481 GHHHHPPPTPASSTVSTTEDTEHLVYNHTTREL

gogg

55-kDa-- . .
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I jon:! application No.
INTERNATIONAL SEARCH REPORT nieroationz! application No
PCT/USQOMQ6 11
4. CLASSIFICATION OF SUBJECT MATTER
IPC(T L AGIK 4900
Us CL D 424/0.8

Accarding o [nigrnational Parent Classification (IPC) of to both national classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)
US. 09240111 2.1, 9.3, 9.34, 9.5, 141.1; 43524, 7.8, 7.9; 436/ 173, 547, 804; 530/350, 384}

Documentation searched orher than minimum documentagion to the extent that such documents are inctuded in the Felds searched

EBlectronic dala base consubred during the international search (name of data base and, where pracricable, search terms used)
Please See Contibuation Sheet

C. DOCUMENTS CONSIDERED TO BE RBELEVANT
Caegary * Citation of document, with indication, where apprapriate, of the relevant passages Relevant to claim Na.
Y KENNEDY et al. Supression of carcinogenesis In the intestines of Min mice by the 1-8, 20 apd 21
soybean-derived Bowman-Birk inhibitor, Cancer Research. 1996, Vol. 36, pages 679-
682, see tahle [

Y KENNEDY, A.R. The Bowman-Bisk mhibitor from spybeans as an anticarcinogenic 1-8, 20 and 21
agent. Amercian Journal of Clinical Nutrition, 1998, Vol. 68, pages 14068-14125, see
entire document.

Y. P LIN et al. Purification and characterisation of a complex containing matriptase and a 23-25 and 28-30
kuriiz-type serine protease inhibitor from tuman milk. Journal of Biological Chemistry.
25 June 1999, Vol. 274, No. 26, pages 18237-18242, see marerial and methods section.

Y US 5,084,266 A (MCKENZIE et. al.) 28 January 1992 (28.01.1992), see example 3 and 3.27
clzimi,

Y LIN et al. Characterization of a novel, membrane-bound, 80 kDa matrix-degrading 38-31

- protease from human breast cancer cells. Joumal of Biological Chemistry. 1997, Vol. | -
272, No. 14, pages 91479152, sce figure 6. 22-25 and 33

Y US 5,505,946 A (KENNEDY et al.) 09 April 1006 {09.04. 1996), eclumn 16 lines 40-50, 1-8, 20 and 21
claims 1, 3, and 5.

Y LS 5,680,331 A (BLANEY et al.) 21 October 1997 (21,10, 1997) sex entive docwment. . 22 angd 33

K‘. Further documents are: listed in the continuation of Box C. D See patent family anpex.

* Special rategories of xited documents: T later docwmenr published afier the international filing dase or priority
date and net iz coaflict witk the application but cited 1o vnderstand the
“A"  docupemt defnlng e genesal state of the arr which is net cousidesed 10 be principle ar theary undertying the nvention
of particular retevince
KT documeai of particelar reievancs; 1he claimed lnverion canoy be
“E”  carlier appticatica or petent publisked on or after the bueroarional Nl date ronsidered povel ar canot be considered 1o iovoles an iventive siep
when the docigsent i faken alone
“LT doqument witch may throw deubts o priority claimis) of which is citeit o
esiablish the poblication date of another citation or ciber special reasost (as -y dotugent of paricuiar relevarce; Lie claimed wvenion camm be
sperified) coaskdered (0 Wvokee an inveative siep when ihe dpcument is
cambiged wilh me or more olber such dicintents. such combination
"0"  docnment referriog 1o an oral gisclosire, use, exlibition or olher means being ohvions to & person skiled iz the art
“P" doctment publisbed pricr 10 the mernarionsi fifing dante but kater than 1he & documens reereber of e same palen famity
priority date claimed
Date of the actual completion of ihe international search Date of mailing of the international search repon
10 July 2000 £ 160,07, 20007 O 4' AUG Zﬂnﬁ
Name and mailing address of the 154/US Authorized officer
Commissioner of Patems asd Trademarks X ,
Boz PCT Ulrike Winkler, Ph. 12,
Washingron, D.C. 20231
Facsimile Na. (703) 305-3230 Telephone No. {703} 308-01%6

Form PCT/ISA/210 (second sheet) (July 1998y
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INTERNATIONAL SEARCH REPORT
PCT/USONOG11E
C (Continuation) DOCUMENTS CONSIDERED TOQ BE RELEVANT
Category* Citation of docimment, with jndication. where appropriste. of the relevant pases Relevam to elsim Na.
Y.P LIN et al. Molecular cloning of cDNA for matriptase, & mattix-degrading scrige profease with Uypsia- 27 and 33
like zetivity. Journal of Biological Chemistry. June (999, Vol, 274. No. 26. pages 18231-18236, see
figuee 3.
A YAMAMOTO et al. Inbititien of membrane-type | matrix metztoproteinase by hydmoxpmate istibicors: | 22 ana 33
at examination of the subsite pocket. Joumal of Medicinal Chenxistry. 1998, Vol. 41, No. 8, pages
1269-1217.

Form MCT/ASAS21Q (continuation of second shecty (July 1998)
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INTERNATIONAL SEARCH REPORT b wtionsl spplication No.
PCTIUSO0M061 11

Box I Observations where certain ¢laims were found unsesrchable {Continuation of Itesn 1 of Frst sheet)
This international report has not been established in respect of certain clasms under Article 17(2)(a) for the following reasons:

i [:l Claim Nos.:

because they relate to subject matter not required to bz searched by this Authority, namely:

2, D Claim Naos.:
tecause they relate (o pans of the intemational application that do not cotaply with the prescribed requirements 1o
such an extent that no meaningful intemational scarch can be carried out, specificatly:

3. D Claim Nos.:

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

Box II Observations where unity of invention js Iacking (Continnation of Itesn 2 of First sheet)

This Internatiopal Searching Authority found multiple inventions in this inrernational application. as follows:
Please See Continuation Sheet

A3 all required additional search fees were Umely peid by the applicant, this injernational search report covers all
searchable claims.

As ali searchable claims could be searched withow effort justifying an additional fee, this Autharity did ot invite
payment of any additional fee.

X O O

As ondy some of the required additional seasch fees were timely paid by the applicant, this international search
report covers only those claims for whick fees were paid, specificaily cizims Nos.: 1-8 and 20-33

4. I:I No required additional search fees were timely paid by the applicant. Consequently, this inlernationat search report
is reswricted o 1he invention firgt mentioned in the ciaims: it is coversd by claims Nos.:

Remark on Protest D The additional search fees were accompanied by fhe applicant’s prolest.

No protest aceompanied te payment of additional search fees.

Form PCTASA/IC (continuation of first sheet ) (July 1998)
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INTERNATIONAL SEARCH REPORT s

PCT/US0O/061 11

BOX II. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING This apprlication containa the following
inventions or groups of inventions which are a0t so linked as o Form 2 single general inventive concepr woder PCT Rule 13.1. In
order for all inventions to be examined, the apprapriate additional examiostion fees must be paid.

Group 1, claim(s) 1-8, 20 and 21, dtawn to a method of treating a malignancy with a Bewman-Birk kghibitor.
Groug [I, claim(s} 9-14, drawn o nucleic acids, a vector and 3 method of making the prolein matriptase.
Group 1, claim(s) 15-19, drawn to an anibody.

Group IV, claim(s) 22 and 33, drawn (o 2 method of dentifying a compound that binds matriptase.

Group ¥, claim(s) 23-32, dmwn 10 a0 in vive metbod of diagnosing pre-maligoant fesions.

The inventions listed as Groups i~V do not relate to a single general inventive concept under PCT Rule £3.1 because, under unity
of invention practice different categories of invention will anly be found to exist if specific combiuations of nvention are present.
Those combinations txclude:
A) A product and a process specially adapted far the manufacture of said product.
B) A product and a process of szid use of said product.
€} A product, a process specially adapted for said prodtict and & use of said product.
D) A process apd an apparalus or means specifically designed for carrving out said process.
E) A product, a process specifically zdapted for the manufacture of said product, and an apparatus or means specifically designed
for carrying out said process.

The aliowed combinations do not inclede multiple progucts, muitipte methods of using said products, and a method of
makiag & product &5 claimed in the instant application. Accordingly, groups [-V are not so linked as to form a single general
inventive concept.

Continuation of B. FIELDS SEARCHED Item 3: MELINE, BIDSIS, WEST 2.0
marriptase, matrix-degrading sesine protcase, Bowman-Birk inhibitor, breast cancer, [umor, (wmor protease, visualization,
impunoscintigeaphy, molecular modeling, inhibitor binding, nuciear medicine, nuclear imaging,

Form PCT/SAZLG (extra sheet) (July 1098)
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