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INTERNATIONAL SEARCH REPORT International application No.

PCT/US05/22606
A.  CLASSIFICATION OF SUBJECT MATTER
PC(B) : C12Q 1/68; COTK 16/00
UsCL : 435/6; 530/387.1

According to International Patent Classification (JPC) or tg both natiopai classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)
U.S. : 435/6; 530/387.1

Documentation searched other than minimuwn documentation to the extent that such documnents are included in the Gelds searched

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

C. DOCUMENTS CONSIbERED TO BE RELEVANT

Category * Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X NISHL.M. et al. Cocxpression of Junctophilin Type 3 and Type 4 in Brain. Molecular 1-10
Brain Research., 2003, Vol. L18, pages 102-110, see abstract, Figure 2, page 106, Col, 1,
Y BRAUNEWELL. K, H. & al, Abnormal Localization of two Neuranal Calcium Sensor 3335

Profcins, Visinin-Like Proteins (VILIPs)-1 and -3, in Neocortical Brain Areas of Alzheimer
Disease Patients. Dementia and Geriatric Cognitive Disorders. 2001, Vol. 12, pages 110-
116, see page 111, col 2.

Y VOET. D. et al. BIOCHEMISTRY. John Wiley & Sons, New York. [990. pages 1102- 33-35
1103.
A RAO. V.L.R. Traumatic Brain Injury-Induced Acute Gene Expression Changes in Rat 1-£3, 1721

Cerebral Cortex lentified by GeneChip Analysis. Journal of Neuroscience. 2003, Vol. 71,
papes 208-219.

A SONG. G. et al. GeneChip Analysis Shows Allered mRNA Expression of Transcripts of 1-13, 17-21
Neurotransmitter and Signal Transduction Pathways in The Cerebral Cortex of Portacuval
Shunted Rats. Journal of Nenroscience Research. 2002, Vol. 68, pages 730-737.

D Further documents are listed in the continvation of Bex C. D See patent family annex.
later document published after the international filing date or priorhy
date and not in conflict with the applicadon but clted to understand
A" document defining the general siate of the art which is not considered 10 be the principle or theory underlying the invention

of panicular relevance

. Spezial categories of cited documents: *T"

“x* dacument of panicular relevance; the claimed invention cantot be
“B" eatlier appileation or patent published on or afier the intematinnal fling considered novel or cannet be considered 1o involve an inventive
dats step when the document is taken alone
“L* documen1 which may throw doubts on priority claim(s) or which is cied to Y™ document of particular relevance; the claimed invention eannol be
establish the publication date of another citation or other special reason (as congidered 10 involve an inventive siep when the document is
speciliedy combined with one or mere other stch decuments, such combination

being obvious to a person skilled in the ant

“Q"  document referring to an oml disclosure, use, exhibition or other means
" document member of the same patent family

“P"  decument published prier 1o the ntemational filing date but later than the
A L

o date claime

Datc of the actual completion of the international search Date of mailing of the lﬁaymﬁaﬁz gﬂs’t

13 January 2006 (13.01.2006)

Name aml mailing address of the ISA/US Autharized officer |
Mail Stop PCT, Atn: ISA/US . 6 é: é
Jehanne 5. Sitton -

Commissioner for Patents

P.O. Box 1450
Alexandria, Virginia 22313-1450 Telephone No. 571-272-1600

Facsimile No. (571) 273-3201
Form PCT/ISAR LD (sccond sheet) (April 2005)
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BoxNo. Il  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 ressons:

L. D Claims Nos.:

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

Z. 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 car ried 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 No. Il 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:
Please See Continualion Sheet

As all required additional search tees were timely paid by the applicant, this internationa! search report covers alt
searchable claims. ’

As all scarchable claims coultd be s¢arched without effort justifying additional fees, this Authority did not invite
payment of any additional fees.

As only some of the required additional search fees were timely paid by the applicant, this international search report
covers anly those claims for which fees were prid, specifically claims Nos.: 1-13, 17-2t, 33-35, species: VSNLI,
R3471, 4399 3A8.1, and 4403 2B9.3

X OO

4, I:l No required additiona] search fees were timely paid by the applicant. Consequently, this international search report is
regiricted to the invention first mentioned in the claims; it is covered by claims Nos,;

Remark on Protest I:] The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest feg,

|:| 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.
Form PCT/ISA/210 (continuation of first sheet(2)) {April 2005}
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BOX [II. OBSERVATIONS WHERE UNITY OF INVENTION 1S LACKING
This application contains the following inventions er groups of inventions which are nat so linked as to form a single general inventive
concept under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination fees must be paid.

Graup I, claims L-10, drawn to a method of identifying a marker.

Group 2, claim(s) 11-21, in part, deawn to a method of diagnosing the oceurrence of brain damage by detecting the presence of a
marker, which is mRNA, of one of the genes listed in claim 12. Claim 11, which is not drawn to 4 specific marker, will be searched
and cxamined with ir's broad scope.

Group 3, claim(s) 11-20, and 22-32, in part, drawn to a method of diagnosing the occurrence of brain damage by detecting the presence
of a marker, which is a protein, encoded by one of the genes in claim 12, Claim 11, which is not drawn to a specilic marker, will be

searched and exam ined with it's broad scope.

Group 4, claims 33-35, in part, drawn (o an antibody, and a hybridoma producing the antibody, immunoreactive with an epitope
recognized by a specific antibody of claim 33,

This application contains ¢laims directed 10 more than one species of the generic invention. These species are deem ed to lack unity of
invention beeause they are not so linked as to form a single general inventive concept under PCT Rule (3.1.

In order for mere than one species 1o be examined, the apprepriate additional examination fees must be paid. The species are as
Tollows:

For group 2, each species is considered one of the genes listed in Claims 12-16. The first named species id VSNL). If applicant
further elects group 2, VSNL | will be searched and exam ined with respect to claims 12-13, and 18-21. Claim 11 will not be limited as
it does not specify a specific marker. Claims 14-16 will not be searched or examined as they do not correspond to the first species,

For group 3, ench species is considered one the genes listed in claims 12-16.

For group 4, ench species is considered the antibodies corresponding te a single protein, listed in claim 33, The first numed specics is
directed to R2471 4399; 4403 2B%.3; and R3471, directed to VSNLI.

The inventions listed as Groups [-4 do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCT Rule
13.2, they lack the same or correspending special technical features for the following reasons: The claims in group |, for example, only
require the identification of a marker expressed in brain tissue at Jeast 10 fold higher than in non brain tissue. This method does not
provide a special lechnical feature over the prior art because the prior art teaches the identification of markers expressed in brain tissue
bat not in non brain tissue (Nishi et al; Molecular Brain Research; vol. [18, 2003, pages 102-110). The remaining groups encompass
metheds of detecting expression of structurally and functionally distinct genes and proteins. For example, claim 12 required analysis of

Farm PCT/ISA/210 (extra sheet) (April 2005)
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expression of VSNLI, which was known in the prior art. Accordingly, the claims lack the same or corresponding special technical
feature over the prior art and lack unity of invention.

The species listed abave do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCT Rule 13.2, the
species lack the same or corresponding special technical features for the following reasons: Each species is drawn to a structuraily and
functionally distinet nueleic acid, polypeptide, or antibody, Accordingly, they lack the same or corresponding special technical feature
and lack unity of invention.

Continuation of B. FIELDS SEARCHED Item 3:

East, Caplus, Medline

search terms: VSNLI, HLF3, HPCAL3, VILIP, HUVISLI, antibody, hybridoma, R3471, 4439 3A8.1, 4403 2B9.3, brain, neuro,
genechip, chip, array, gene, mRNA, protein, expression, stroke, Alzheimer’s, brain damage

Farm PCT/ISA/210 {exira sheet) {April 2005)
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