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INTERNATIONAL SEARCH REPORT

Ir. *ipnal Apptication No

PCT/CA 00700201

A CLASSIFICATION QF SUBJECT MATTER

IPC 7 C12N9/64 C12N15/57
AG1K48/00 AB1K39/395

C12N5/10
G01N33/53

CO7K16/40 A61K38/48

Accomding to International Patent Claasificatien (iPC) or to boih nrlional classification and EFC

5. FIELDS 3EARCHED

IPC 7 C1ZN CO7K ABIK &OIN

Minirmem docementation searched {cassification aysiemn foflowed by dassilication symbal=)

Documentalion searchied other than minimum documentation to he extent that such docttients ar included in the fielde searched

EMBASE, CHEM ABS Data

Electrpnic daia hase consuited during the inlemational search {name of date bese and, whete practical, search terms used)

EPO-Internal, BIOSIS, PAJ, WPI Data, MEDLINE, SCISEARCH, BIOTECHNOLOGY ABS,

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category *

Citation of document, with indicalion, where appropnats. of the relevant passages

the whole document

¥ WO 98 10078 A {HENDERSON JANET E ;KARAPLIS
ANGREW C (CA); LIPMAN MARK L (CA}; SHE)
12 March 1998 (1998-03-12)

S

1-34

Further decurents are iisied in 1he conlinuation of box C.

Patent family medmbers are liglag in annax,

° Special categories of rited documents -

“A' decumeni defining he general state of the an which s nal
consigerad 1o pe of gariicular elevance

"E" ewvlier dacement b pubfished oh of afterfhe inlernational
fiing ¢are

'L* documert which may thraw doubts an priority claimis; or
which ig citad 10 axlablish the publisalisn date of another
citafion or cihsr spacial reasen (as specified)

*0* document referming (o an oral disdoswre, pse, exniblion or
olher means

*P* document pubhshed prior lo the inlernational filing dade Gul
laler han ihe priorily date claimed

“T* fater ooeument pubdshed aftar the intamaliansl flling date
or pricafy date and pol in canliict wilh the applicaticn buf
ciled 10 understand the principte or theery underying the
inverdion

'X7 document of padicular relevance: the ¢iabned invenslion
cahnet be considered novet or cannot be considered o
nvokee A0 Inventive step when the document is 1aken alone

“¥* docern2nt of paaicilar relevance; the claimed inveniion
cannol be considered k¢ invelve an inveniive step when the
dogument is combined wilh ane or more ether such doc—
ments, such combination being obvbus fo a persen skiled
inthe ari.

"&" docunment member of 1ne same palent 1amiy

Date of the actual compladion of the iniernationat search

5 February 2001

Daie of mailing of (he infernaticnal search 7epor

20 2. 01

Name and mailing adaress of the ISA
Europaan Palent Office. P.B. 5318 Patentlzan 2
WL ~ 2280 HV Ripwik
Tel {+31-70) 340-2040. Tx. 31651 epo 1.
Fax (+31-70) J40-3016

Aurthorizad officer

ALCONADA RGDRIE.., A

Fomm PCTASA/2 9 (second st} (July 1982}

page 1 of 3

Relevan 19 claim No.
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In -onal Applicaien No
PCT/CA 03/00201

Z.(Continuation] DODCUMENTS CONSIDERED TO BE RELEVANT

Categary

Citalion of document, WK inGCaloN where appropniale, of (e relevant Passafss

Ralgvant 12 Claim Mo,

LIPMAN MARK L ET AL:- "Clening of human
PEX ¢DNA: Expression, subcellular
localization, and endopeptidase activity"®
JOLRNAL OF BIOLDGICAL

CHEMISTRY ,US,AMERICAN SOCIETY OF
BIOLOGICAL CHEMISTS, BALTIMORE, MD,

vol. 273, no. 22,

29 May 1998 (1998-05-29), pages
13729-13737, XP002134628

ISSN: 0021-9258

page 13731, ieft-hand ¢olumn, Tast
paragraph —-right-hand column, paragraph 4
page 13734, left-hand column, paragraph 3
—page 13738, right-hand column, paragraph
2

figures 2,7,8

DEVAULT A ET AL: "EXPRESSION OF MEUTRAL
ENDOPEPTIDASE ENKEPHALIKASE IN
HETEROLOGOUS COS-1 LELLS CHARACTERIZATION
OF THE RECOMBINANT ENZYME AMD EVIDENCE FOR
A GLUTAMIC ACID RESIDUE AT THE ACTIVE
SITE"

JOURNAL OF BIOLOGICAL CHEMISTRY,

vel. 263, no. &, 1988, pages 4033-4040,
XP000330009

ISSN: 0021-3258

figures 6,7
page 4038, right-hand calumn, paragraph 2
-page 4039, right-hand column, paragraph 1

LEMAY G ET AL: "FUSION OF A CLEAVABLE
SIGNAL PEPTIDE 70 THE ECTODOMAIN OF
NEUTRAL EMDOPEPTIDASE EC 3.4.24.11 RESULTS
[N THE SECRETION OF AN ACTIVE ENZYME IN
£05~1 CELLS"

JOURNAL OF BIOLGGICAL CHEMISTRY,

vol. 264, no. 26, 1989, pages 15620-15623,
XPO00929927

ISSN: 0021-9258

cited in the application

page 15621, righi-hand column, paragraph 2
-page 16622, left-hand column, paragraph 1

— L

1-13,20,
21,35-40

2-5,
13-19,
21-34,
37,40

1,6-34,
37,40

Ferm PCT/ISAR10 scartinuation Of $eeondt Sheel) (luly 1552]

page 2 of- 3
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In “anal Appiication No

PCT/CA DO/00201

C.(Confinuation) POCUMENTS CONSIDERED TO BE RELEVANT

Gategary < | Citation ¢ dasument, Witn Inaication wherg apprepriale, of the refevanl passages Relevan! 16 Slm No,
¥ KORTH PETRA ET AL: "Censtructien, 1,6-34,
expression and characterization of a 37,40
soiuble form of human
endothelin-converting enzyme-1."
FEBS LETTERS,
voi. 417, no. 3,
17 November 19497 (3997-11-17), pages
365-270, XPGD2147123
ISSN: DOL4-5793
cited in the application
figures 1,4
page 367, left-hand column, paragraph 1
—page 362, left-hand column, paragraph 1
¥ HELENE A ET AL: "EFFECTS OF MONGOCLONAL 14-19,
ANTIBODIES RAISED AGAINST THE COMMOM ACUTE 22-27.29
LYMPHOBLASTIC LEUKEMIA ANTIGEN ON
ENDOPEPTIDASE-24.11 ACTIVITY"
BIOCHEMICAL PHARMACOLOGY,
vol. 43, no. 4, 1992, pages 8089-214,
XPDO0925344
IS3N: 00Q6-2%52
tables 1-3
page 810, left-hand column, paragraph 2
—-right-hand column, last paragraph
Y FENTON A J ET AL: “Long-term culture of 3k, 36,
disaggregated rat osteoclasts: Inhibition 33-40

of bone resorption and reductton of
asteaciast-Tike cell number by calcitonin
and PThrP(107-139)."

JOURNAL OF CELLULAR PHYSIOLOGY,

vol. 166, na. 1, 1993, pages 1-7,
XPO0GS79777

ISSN: 0021-9541

figures 2.5

Ferm POTASAZ10 isonunuaton ol secona snaet| (uly 1982)

paga 3 af }
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Anational application No.

INTERNATIONAL SEARCH REPORT PCT/CA 00/00201

Box| Cibservations where cenain claims were found unsearchable [Continuation of iterm 1 of first sheet)

Thig International Search Repurt has rot een estabishec in respect of certain claims under Articie 17¢2)(a) for the bllawing raasane:

1. ]:I GClaims Nos.:

hecause they relate Ky SUbiECt maner not requirsd 1o be searched by this Aulhority, namely:

2. D Claims Nes.:

because they relate to parts of the International APpICENon that o Not comply with the prescrived requirsments ta such
an exient that no meaningful Iniermational Search can be carred oul. specifically:

3. D Claims Nos.:

because they are depencent claims and are not drafled inaccordance with the secend and third semences of Rule B4(al.

Box I Observations where unity of invention is lacking (Cortinuation of item 2 of first sheet)

This International Searching Authority found muitipls inventions in thie international application, as follows:

see additianal sheet

1. !Il As all required additional search fees were imely paid by the applicant, his international Ssarch Beport covers all
searchable clams.

2. D As all searchable claims could be searched withaut effort justifving an additional Tee, this Authority did nct invite payment
of any additicnal fae,

2 D As only some of he required additional search fees were timely paid by the applicant, this intemationat Search Report
covers onfy these ¢iaims 1or which lees were pald, specifically claims Nos.:

4. D No required additonal search fees were timely paid by the appliicant. Gonseguently, this International Bearch Reportis
restricted io the invention first mentioned in the claims: il is covered by ¢laims Nos.:

Hemark on Protest D The additicnal search foas were accompanied by the applicant’s profest.

No profest acoompanied the paymant of acditonal search fese.

Form PCTASARZ10 (cantinuation of first sheat (1)) (July 1998}
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itarnational Applcation o, PCTLA 00 00201

FURTHER INFORMATION CONTINUED FROM  PCTASA! 210

This Internationail Searching Authority found multiple (groups of)
inventions in this fnternational application, as follaws:

1. Claims: 1-34, 37 {complete) and 40 {partially)

A soluble form of human PHEX; an inactive form of soluble
PHEX which sti1T binds ligands consisting an a mutant having
gtutamic resfude at position 582 mutated to valine: a
nucleic acid encoding a solubTe PHEX in which the
transmembrane anchor has been madified to include a
cleavable signal peptide, preferrably from
pro-opiomeTanocortin; recombinant vector and heost; a method
for producing a recombinant soluble pHEX, an antigenic
compositian, monoclonal or polyclonal antibodies raised
against the solubTe FHEX, pharmaceutical compositions
containing the nucleic acid, the soluble enzyme and the
antibody of the invention; diagnostic reagents and Kits
comprising the anti-PHEX antibody; & method for detecting
the presence of PHEX fn & sample using the anti-PHEX
antibody; a device to purify PHEX using anti-PHEX antibody
in which the antibody i1s fixed Lo a solid support ; a device
to screen PHEX Tigands using the soluble PHEX or a mutant
thereof in which the the PHEX molecule is fixed to a salid
support; a method to obtain a PHEX ligand; a method for
evazluating the activity of a molecule fos its capacity of
being & substrate of PHEX and a kit to carry out said method.

2. Claims: 35, 36, 38, 39 (comptete) and 40 (partially)

A method for evaluating PHEX activity in a sample comprising
contacting said sample with PTHrpIQG7-139 and observing the
appearance of the cleagvage product; said method further
comprising comparing said PHEX activity with the activity of
the soTuble PHEX; a method for evaiuating the activity of a
mofecule for its capacity of being a substrate of PHEX
comprising contacting sald moTecule with selubTe PHEX and
observing a cleavage produt of said molecule as an
indication that the moiecuTe 15 a substrate ar PHEX, said
method further comprising the step of comparing said
molecule with PTHrpl07-139 as a pasitive control; a methed
for evaluating the activity of a melecule for ist capacity
of being an inhibitor of PHEX comprising contacting said
malecuie with PTHrpl07-139 and soluble PHEX and abserving an
inhibition of the formation of a cleavage product of
PTHrpl07-138; a kit for executing any of the previocus
methods. -
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- 7 i *bhal Appllcation No
Informsiion on patent family memeers PCT,/CA 00/00201
Patent document Publicatian Patent family Publication
Cited in saarch report date member{s} cate
W0 9810078 A 12-03-1998 Al 4107397 A £6-03-1998

Fomn PCT/ARAZIR (patent family anne) (Juy 1362
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