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(54) Title: NUCLEOC ACIDS AND SECRETED POLYPEPTIDES ENCODED THEREBY

cura 58 17931354.0.

35.1  (SEQ ID NO: 14)
cura_58717931354.0.35

.2 (SEQ ID NO: 16)

cura 58 179313540351 MRPVALLLLPSLLALLAHGLSLEAPTVGRGQAPGIEETDGELTAAPTPEQPERGVEFVIT
cura_58_ 179313540352 MRPVALLLLPSLLALLAHGLSLEAPTVGRGQAPGIEETDGELTAAPTPEQPERGVEFVIT

cura 58 179313540351 APTLRLLNHHPLLEEFLQEGLEKGDEELRPALPFQPDPPAPFTPSPLPRLANQDSRPVET
cura_58_179313540352 APTLKLLNHHPLLEEFLQEGLEKGDEELRPALPFQPDPPAPFTPSPLPRLANQDSRPVFT

cura 58 179313540351 SPTPAMAAVPTQPQSKEGPWSPESESPMLRITAPLPPGPSHAVPILGPGEIASTTPPSRA
cura_58_179313540352 SPTPAMAAVPTQPQSKEGPHSPESESPMLRITAPLPPGPSMAVPTLGPGEIASTTPPSRA

cura 58 179313540351 WTPTQEGPGDMGRPWVAEVVSQGAGIGIQGTITSSTASGDDEETITTITIITITITIVOT
cura_58 179313540352 WTPTQEGPGDHGRPWVAEVVSQGAGIGIQGTITSSTASGDDEETTTITTIITTTITIVQT

cura 58 179313540351 PGPCSWNFSGPEGSLDSPIDLSSPTDVGLDCFFYISVYPGYGVEIKVONISLREGETVIV
cura_58"179313540352 PGPCSWNFSGPEGSLDSPTDLSSPTDVGLDCPFYISVYPGYGVEIKVONISLREGETVIV

cura 58 179313540351 EGLGGPDPLPLANQSFLLRGQVIRSPTEQAALRFQSLPPPACPGTFHPHYQAYLLSCHFP
cura_58179313540352 EGLGGPDPLPLANQSFLLRGQVIRSPTRQRALRFQSLPPPAGPGTFHFEYQAYLLSCEFP

cura 58 179313540351 RRQAYEDVTVISIHPGGSARFECATGYQLRGARKLTCLNATQPIWDSKEPVCIAACGGVL
cura_58179313540352 RRQAYEDVTVTSIHPGGSARFECATGYQLRGARHLTCLNATOPIWDSKEPVCIAACGGVI

cura 58 179313540351 RNATTGRIVSPGFPGNYSNNLTCHWLLRAPEGQRLHLEFERVSLAEDDDRLTIRNGDNVE
cura 58_179313540352 RNATTGRIVSPGFPGNYSNNLTCEWLLEAPEGQRLHLHFERVSLAEDDDRLLIRNGDNVE

cura_58_ 179313540351 APPVYDSYRVEYLPIEGLLSSGREFFVELSTDSSGAARGHALRYEAFQQGHCYEPFVKYG
cura_587179313540352 APPVYDSYEVEYLP IEGLLSSGREFFVELSTDSSGAAAGMALRYEAPQQGHCYEPFVKYG

cura 58 179313540351 NFSSSTPTYPVGTTVEFSCDPGYTLEQGSIIIECVDPEDPOWNETEPACRAVCSGEITDS
cura_58_179313540352 NFS. SSTPTYPVGTTVEFSCDPGYTLEQGSIIIECVDPHDPQWNETEPACRAVCSGEITDS

cura 58_179313540351 AGVVLSPNWPEPYSRGQDCIWGVHVEEDKRIMLDIRVLRIGPGDVLTFYDGDDLTARVLG
cura_58_179313540352 AGVVLSPNWPEPYSRGQDCIWGVHVEEDKRIMLDIRVLR IGEGDVLTFYDGDDLTARVLG

cura 58 179313540351 QYSGPRSEFRLFTSMADVIIQFQSDPGTSVLGYQQGFVIHFFEVPRNDTCPELPEIPNGW
cura_58_179313540352 QYSGPRSEFKLFTSMADVTIQPQSDPGTSVLGYQQGFVIEFFEVPRNDTCPELPEIENGH

cura 58 179313540351 KSP, SQPELVEGTVVTYQCYPGYQVVGSSVLMCOWDLTWSEDLPSCORVTSCHDPGDVEHS
cura_58_179313540352 KSP SQPELVHGTVVTYQCYPGYQVVGSSYLHCOWDL TWSEDLPSCQRVISCHDPGDVEHS

cura_58 179313540351 RRLISSPKFPVGATVQYICDQGFVLTGSSILTCHDRQAGSPRWSDRAPRCLLEQLKPCHEG
cura_58_179313540352 RRLISSPRFPVGATVQYICDQGFVLTGSSILTCHDRQAGSPRWSDRAPRCLLEQLKPCHG

cura 58 179313540351 LSAPENGARSPERQLHPAGATIHFSCAPGYVLKGQASIRCVPGHPSHWSDPPPICRAASL
cura_58179313540352 LSAPENGARSPERQLHPAGATIHFSCAPGYVIKGOASIRCVEGHPSHWSDPPPICRAASL

cura 58 179313540351 DGFYNSRSLDVAKAPAASSTLDAAHIAAAIFLPLVAMVLLVGGVYFYFSRLQGKSSLOLP
cura 58 179313540352 DGFPYNSRSLOVARAPAASSTLDARHTAARTFLPLVAMVLLVGGVYFYFSRLQGRSSLOLP

cura_58 179313540351 RPRPRPYNRITIESAFDNPTYETGETREYRVSI-
cura_587179313540351 RPRPRPYNRITIESAFDNPTYETGSLSFAGDERL

(57) Abstract: The invention provides polypeptides,
designated herein as PROX polypeptides, as well
as polynucleotides encoding PROX polypeptides,
and antibodies that immunospecifically-bind to
PROX polypeptides or polynucleotide, or derivatives,
variants, mutants, or fragments thereof. The invention
additionally provides methods in which the PROX
polypeptide, polynucleotide, and antibody are used
in the detection, prevention, and treatment Of a broad
range of pathological states.
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A. CLASSIFICATION OF SUBJECT MATTER

IPC 7 CleN15/12  CO7K14/47  C12N15/63  A61K38/60  A61K48/00

According to International Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

IPC 7 C12N CO7K A61K

Minimum documentation searched (classification system followed by classification symbols)

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 practical, search terms used)

EPO-Internal, EMBL, PAJ, WPI Data, MEDLINE

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category ©

Citation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

Y WO 97 07198 A (GENETICS INST)
27 February 1997 (1997-02-27)
page 1 -page 11

Y WO 98 25959 A (CHIRON CORP)
18 June 1998 (1998-06-18)

Y WO 99 05256 A (HARVARD COLLEGE)
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page 2, line 17 -page 4, line 4
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page 2 -page 5; claims 1-23

page 21, line 23 -page 25, line 22

Y WO 98 45712 A (HUMAN GENOME SCIENCES INC)

1-41

1-41

1-41
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_/-_

Further documents are listed in the continuation of box C.
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"A" document defining the general state of the art which is not
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"E" earlier document but published on or after the international
filing date
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citation or other special reason (as specified)

"0" document referring to an oral disclosure, use, exhibition or
other means

"P" document published prior to the international filing date but
later than the priority date claimed

"T" later document published after the international filing date
or priority date and not in conflict with the application but
cited to understand the principle or theory underlying the
invention

"X" document of particular relevance; the claimed invention

cannot be considered novel or cannot be considered to
involve an inventive step when the document is taken alone

"Y* document of particular relevance; the claimed invention
cannot be considered to involve an inventive step when the
document is combined with one or more other such docu-
ments, such combination being obvious to @ person skilled
in the art.

"&" document member of the same patent family

Date of the actual completion of the international search
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Date of mailing of the international search report
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Name and mailing address of the ISA

European Patent Office. P.B. 5818 Patentlaan 2
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Fax: (+31-70) 340-3016

Authorized officer

Nichogiannopoulou, A
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C.(Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT

Category °

Citation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

P,X

JACOBS K A ET AL: "A genetic selection
for isolating cDNAs encoding secreted
proteins"

GENE,

vol. 198, no. 1-2,

1 October 1997 (1997-10-01), pages
289-296, XP004116069

ISSN: 0378-1119

the whole document

SHIROZU M ET AL: "CHARACTERIZATION OF
NOVEL SECRETED AND MEMBRANE PROTEINS
ISOLATED BY THE SIGNAL SEQUENCE TRAP
METHOD"

GENOMICS,

vol. 37, no. 3,

1 November 1996 (1996-11-01), pages
273-280, XP002054773

ISSN: 0888-7543

the whole document

WO 99 06550 A (GENSET (FR))

11 February 1999 (1999-02-11)

the whole document

& DATABASE EMBL [Online]

Y11743, 18 June 1999 (1999-06-18)
DUCLERT A ET AL: "Human 5' EST secreted
protein SEQ ID No: 343"

Protein with 97% identity with SEQ ID No:
2 over 103 aa

abstract

WO 99 63088 A (GENENTECH INC (US))

9 December 1999 (1999-12-09)

cited in the application

PRO1344 has 99.5% identity with SEQ ID No
2 over 565 aa and 99.7% identity with SEQ
ID No:1 over 1766 nt

the whole document

DATABASE EMBL [Online]

HSMO13345, 13 March 1999 (1999-03-13)
DUESTERHOEFT A. ET AL.: "Homo sapiens
mRNA; EST"

XP002155624

EST with 96% identity with SEQ ID No: 1
over 702 nt

abstract

1-14

1-14

1-14

1-41

5-14

Form PCT.1SA/210 (continuation of second sheet) {July 1992)

page 2 of 2




Inte. sational application No.

INTERNATIONAL SEARCH REPORT PCT/US 00/21857

Box | Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet)

This International Search Report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. Claims Nos.:

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

Although claim(s) 23-28 and 36-41 are directed to a diagnostic method
practised on the human/animal body, or to a method of treatment of the
human/animal body, the search has been carried out and based on the alleged
effects of the compound/composition.

2. D Claims Nos.:

because they relate to parts of the International Application that do not comply with the prescribed requirements to such
an extent that no meaningful International Search can be carried out, specifically:

3. D 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 Observations where unity of invention is lacking (Continuation of item 2 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

see additional sheet

1. As all required additional search fees were timely paid by the applicant, this International Search Report covers all
searchable claims.

2. D As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment
of any additional fee.

3. As only some of the required additional search fees were timely paid by the applicant, this International Search Report
covers only those claims for which fees were paid, specifically claims Nos.:

4. No required additional search fees were timely paid by the applicant. Consequently, this International Search Reportis
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

1-41 all partially

Remark on Protest D The additional search fees were accompanied by the applicant's protest.

i No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (1)) (July 1998)
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

This International Searching Authority found multiple (groups of)

inventions in this international application, as follows:

1. Claims: claims 1-41 all partially

Polypeptides and variants thereof, nucleic acids and
variants thereof, vectors and host cells comprising the
same, antibodies, diagnostic and therapeutic methods,
pharmaceutical compositions and kits relating to PRO1 (SEQ
ID NOs: 1 and 2).

2. Claims:
As
3. Claims:
As
4, Claims:
As
5. Claims:
As
6. Claims:
As
7. Claims:
As
8. Claims:
As
9. Claims:
As

claims

subject

claims

subject

claims

subject

claims

subject

claims

subject

claims

subject

claims

subject

claims

subject

1-41 all partially
1 but relating to PRO2

1-41 all partially

1 but relating to PRO3

1-41 all partially
1 but relating to PRO4

1-41 all partially
1 but relating to PRO5

1-41 all partially
1 but relating to PRO6

1-41 all partially
1 but relating to PRO7

1-41 all partially
1 but relating to PRO8

1-41 all partially
1 but relating to PRO9

10. Claims: claims 1-41 all partially
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3 and 4).

5 and 6).
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9 and 10).
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13 and 14).
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210
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Claims: claims 1-41
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Claims: claims 1-41
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Claims: claims 1-41
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Claims: claims 1-41
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Claims: claims 1-41
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Claims: claims 1-41
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Claims: claims 1-41
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relating to PRO10
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all partially
relating to PRO12

all partially
relating to PRO13

all partially
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all partially
relating to PRO1S

all partially
relating to PRO16

all partially
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