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m-MANF2-ATG
ACC ATG CGG TGC ATC

m-MANF2-int-as
CTC ATG GGA CGA GTG

m-MANF2-STOP
GTC AGA GCT CCG TTT

m-MANF2-STOP-del
GAG CTC CGT TTG GGG

h-MANF2-ATG
ACC ATG TGG TGC GCG

h-MANF2-int-as
GCA CAC TCA TTG GGC

h-MANF2-stop
GAT CAG AGC TCT GTT

h-MANF2-stop-del
GAG CTC TGT TTT GGG
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[ O
>ITomo sapiens MANF2 cDNA
atgtygigegegageccagitgetgtggtggectittgegeegggctttiggictcicacceggigelgacgeagggecaggagge

cggggEgcggccaggggccgactgtya: tett, rattctacaagteact; gaggagttaac

ttttegelggac gatcagtitttgettggacaccaaaggaaaagaaaacegectgigetattatctaggag

ccaatgagtgtgcatatgectgcaatgaagatitgtgagaa

gct tggatagec: i ggacttggeats crgeg gaga
gtogcapagcct gerege geagggeetgt gactatgtgs 1
aagagetggcceccaagrarg acces tetga

64T 2 ¢

>Homo sapiens MANF2 2 2730
MWCASPVAVVAFCAGLLVSHPVLTQGQEAGGRPGADCEVCKEFLNRFYKSLIDR
GVNFSLDTIEKELISFCLDTKGKENRLCY Y LGATKDAATKILSEVTRPMSVHMPAM
KICEKLKKLDSQICELKYEKTLDLASYDLRKMRVAELKQILIHSWGEECRACAEKT
DYVNLIQELAPKYAATHPKTEL

WAIE S 3 -
>Mus musculus MANF2 cDNA
atgcggtgeatcagtecaactgetetggtgacettttgegeeggptittptatetegaacectgtgetggegeagggectggaggee

ggtgtgggprccgagegctgactgty: tct tctacaactecct o4 tt
tetgeggacac tgctcaacttitgcteagatgecanagg: gtgctattatctgggggc
c 2 actogteccatgagtgt tgccgtgaagattt

C 1gccagatetgtgagetgaaatac ggacttggegteggtogaccigtggaagatgaga
gtggcagagetaaageagaleeticagaga, tgcagggeatgtyc tacgtgaacctcatt

agagagctggececcaaatatgtagagalataceeccaaacggagetetga

WAE 4

>Mus musculus MANF2 2 0780 5
MRCISPTALVTFCAGFCISNPVLAQGLEAGVGPRADCEVCKEFLDRFYNSLLSRGI
DFSADTIEKELLNFCSDAKGKENRLCYYLGATTDAATKILGEVTRPMSVHIPAVKI
CEKLKKMDSQICELKYGKKLDLASYDLWKMRVAELKQILQRWGEECRACAEKS
DYVNLIRELAPKYVEIYPQTEL
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MANF2: 7835

>Homo sapiens MANF2 % /737

*
MWCASPYAVVAFCAGLLVSHPVLTQGQEAGGRPGADCEVCKEFLNRFYKSLID
RGVNFSLDTIEKELISFCLDTKGKENRLCYYLGATKDAATKILSEVTRPMSVHMPA
MKICEKLKKLDSQICELKYEKTLDLASVDLRKMRVAELKQILHSWGEECRACAEK
TDYVNLIQELAPKYAATHPKTEL

VEH + 6-OHDA (n=9)
C—IGDNF (10 ug) +6-OHDA (n=9)
= MANF2 (10 ug) + 6-OHDA (n=9)

RAMEEES/ 1205

# -+ EEE2ANORATO. HER (VEH+6-OHDA) tats P < 0,01
* BRIERIAROFRTO. N (VEH+6-OHDA) Lotk#. P < 0.05
(ANOVA & Tukey/Kramer post hoc f&#7)

goooao

T REfRAT

SNHO T H B4k
DiFeE
## ##
-

EZAVEH + 6-0HDA  (n=10)
- GDNF (10ug)+6-OHDA (n=10)
—MANF2 (10 ug)+6-OHDA (n=6)

## nfE (VEH+6-OHDA) e 1. P < 0. 01
(ANOVA & Tukey/Kramer post hoc ##47)

MKETSU a3 x—4— (Stereo Investigator) %
AWAFELRAT Lo —CRERMREERDT:
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CLASSIFICATION OF SUBJECT MATTER

See extra sheet
According to International Patent Classification (TPC) or to both national classification and TPC

B.

FIELDS SEARCHED

Minimum decumentation searched (classification system followed by classification symbols)

IPC8: C12N, CO7K, AB1K, C12Q

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

Fl, SE, NO, DK

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

EPO-Internal, WPI, PAJ, MEDLINE, BIOSIS, CHEM ABS, Sequence Searches

11 March 2004 (2004-03-11)

retrieved from GENESEQ
Database accession no. ADG79397

"Human secreted protein of the invention SEQ ID NO:203"

C.  DOCUMENTS CONSIDERED TO BE RELEVANT
Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X WO 02079246 A2 {(GENEPROT ING et al.} 10 October 2002 (10.10.2002), | 1-20,26
Claims 1, 8, 10, and 15-19; Fig 1; SEQIDNQOs 1 and 8
X Database GENESEQ [Onling] 1-20,26
11 March 2004 (2004-03-11)
"Human secreted protein of the invention SEQ ID NO:286"
retrieved from GENESEQ
Database accession no. ADG79480
X Database GENESEQ [Online] 1-20,26
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Further documents are listed in the continuation of Box C.

See patent family annex.
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Special categories of cited documents:

document defining the general state of the art which is not considered
to be of particular relevance

earlier applicaticn or patent but published on or afier the intemational
filing date

document which may throw doubts on priority claim{s) or which is
cited to establish the publication date of another citation or other
special reason (as specified)

document referring to an oral disclosure, use, exhibition or other means
document published prior te 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 docoment is

combined with one or more other such documents, such combination
being ebvious to a persen skilled in the art

"&" docmment member of the same patent family

Date of the actual completion of the international search

23 May 2006 (23.05.2006)

Date of mailing of the international search report
30 May 20086 (30.05.2006)

Name and mailing address of the IS A/FI
National Beard of Patents and Registration of Finland
P.C. Bax 1180, FI-00101 HELSINKI, Finland

Facsimile No. +358 © 6939 5328

Authorized officer
Petra Vartiainen
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C (Continvation). DOCUMENTS CONSIDERED TO BE RELEVANT

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

X STN Database CAS REGISTRY [Online] 1-20,26
27 September 2002 (2002-09-27)

"DNA (human clone HSCPT22 187-amino acid secretory protein cDNA plus
flanks)”

retrieved from REGISTRY

Database accession no: 455961-28-1

X STN Database CAS REGISTRY [Onling] 1-20,26
27 September 2002 (2002-09-27)

"DNA (human clone HSCPT22 187-amino acid secretory protein cDNA plus
flanks)”

retrieved from REGISTRY

Database accession no: 455962-11-5

X Database GENESEQ [Onling] 7
30 December 2004 (2004-12-30)

"Pratein factor discovery related human contig polypeptide, SEQ 1D NO:
1059"

retrieved from GENESEQ

Database accession no: ADS98795

X STN Database CAS REGISTRY [Onling] 1-3
20 Cotober 2004 (2004-10-20)

"DNA (human clone W02004087874-SEQID-719 protein cDNA contig)”
retrived from REGISTRY

Database accession no. 766439-79-6

X US 2004053250 A1 (TANG Y TOM et al.) 18 March 2004 (18.03.2004), 1-20,26
Claims; SEQ ID NOs 796 and 949

A WO 02074956 A2 (PRESCIENT NEUROPHARMA INC et al.) 26
September 2002 (26.09.2002)

A WO 0119851 A2 (NEURQTROPHIC BIOSCIENCE INC et al.) 22 March
2001 (22.03.2001), cited in the application

E US 2006084619 A1 (SAARMA MART et al.) 20 April 2006 {20.04.2006),
whole document
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Tnternational application No.

INTERNATIONAL SEARCH REPORT PCT/FIZ005/050461

Box No. II Observations where certain claims were found unsearchable (Continuation of item 2 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:

I. [X] Claims Nos.: 8 (inpart), 21-25
because they relate to subject matter not required to be searched by this Authority, namely:
Claim 9 relates to a method for treatment of a human or animal body by therapy insofar as the method
comprises the step of administering an isolated and purified MANFZ2 protein or an antigenic fragment
thereof to a human or animal bady. Claims 21-25 relate to a method for treatment of a human or animal
body by therapy. (Rule 39.1 (iv) PCT)

2. [X] Claims Nos.: 13-20 (in part), 26 (in part)
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:

See exira sheet

3, D Claims Nos.:
because they are dependent claims and are nat drafted in accordance with the second and third sentences of Rule 6.4{a).

Box No. ITI Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

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

1. D 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 additional fees, this Authority did not invite payment of
additional fees.

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

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

D The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

D No protest accompanied the payment of additional search fees.
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Patent document Publication Patent family Publication

cited in search report date members(s) date

WO 02079245 A2 10/10/2002 EP 1373314 A2 02/01/2004
CA 2441327 A1 10/10/2002

US 2004053250 A1 18/03/2004 US 2004005592 A1 08/01/2004
WO 03029405 A2 10/04/2003
US 2003032034 A1 13/02/2003
WO 02070539 A2 12/09/2002
EP 1381621 A2 21/01/2004
CA 2440257 A1 12/09/2002
S 6783069 B1 31/08/2004

WO 02074956 A2 26/09/2002 US 2002182198 A1 05/12/2002
JP 2004528835T T 24/09/2004
EP 1373502 A2 02/01/2004
CA 2441740 A1 26/09/2002

WO 0119851 A2 22/03/2001 MX PAD2002765 A 08/09/2005
JP 2003511352T T 25/03/2003
EP 1220681 A2 10/07/2002
CA 2383076 A1 22/03/2001
Al 7263300 A 17/04/2001
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Box No. Il 2.
Claims 13-20 and 26 lack clarity (Article 6 PCT) due to the following reasons:

Claims 13, 18, 19, 20, 26, and claims referring thereto or depending thereon include the term "MANF2",
which has no well-recognized meaning in the art. This term leaves the skilled reader in doubt with regard
to its scope, because no specific MANF2 sequence is defined.

The compound, which is used to detect MANF2 gene or allelic variants thereof, is not defined in claim 13.
The search has been based on sequences SEQ ID NO:1 and SEQ ID NO: 2.
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