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INTERNATIONAL SEARCH REPORT

JP 2014-533949 A 2014.12.18

International application No

PCT/US2012/064466

A. CLASSIFICATION OF SUBJECT MATTER

INV. (C12Q1/68
ADD.

Aovarding to Intermational Patent Classifioation {IPC) or to both national slassification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbals)

Documentation searched other than minimum doecumentation to the extent that such documents are included in the fiskle searched

Elapty

ic data base

Ited during the intematicnal search {name of data basa and, where practicable, search terms used)

EPO-Internal, BIOSIS, Sequence Search, EMBASE, WPI Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

BRAIN RESEARCH,

pages 1-5, XP055050214,

ISSN: 0006-8993, DOI:
10.1016/].brainres.2010.02.067
the whole document

vol. 1327, 1 April 2010 (2010-04-01),

Category* | Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X MIN WANG ET AL: "Interleukin-6 receptor 1-5,
gene polymorphisms were associated with 10-23,
sporadic Alzheimer's disease in Chinese 28-76,
Han", 83-91

Further documents are listed in the oontinuation of Box C.

See patent family annex.

* Special categories of cited documents :

"A" decument defining the general state of the art which is not considered
to be of particular relevancs

"E" eatlier application or patent but publishad on ot after the international

filing date
"L" dooument whioh may throw doubts on priority olaim({s) or whioh is
ciled to blish the publication date of anather citation or other

spacial reason [as ap'ec'rliad)
"O" gooument referring to an oral disclosure, use, exhibition or other

*T* later deoument published after the intemational filing date or priornity
date and not in oonflict with the applioation but oited 10 understand
the prinoiple or theory underlying the invention

"X" document of paricular relevance; tha claimed invention cannot be
oonsidered novel or cannct be considered to involve an inventive
step when the dooument is taken alone

*¥" document of particular relevance; tha claimed invention cannat be
conaidered te invalva an invertiva etep when the document ia
combined with one or more other suoh dosurments, such combination

Eurcpean Patent Offioe, P.E. 5813 Patentlaan 2
NL - 2280 HV Rijswijk

Tel. (+31-70) 340-2040,

Fax: (+31-70) 340-3016

mMeans bsing obvious to a persan skilled in the art
"P* documesnt publishad prior ta the intemational filing dats but later than
the priority date olaimed & dooument member of the same patent family
Date of the actual carnplstion of the ink tional search Dats of mailing of the intsmational saarch repart
2 May 2013 16/05/2013
Name and mailing address of the ISA/ Authorized officer

Schmitt, Anja

Femn PCT/ASA210 (secand aheet) {(April 2005)
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C{Continualion). DOCUMENTS CONSIDERED TO BE RELEYANT

Category® | Citation of dooument, with indioation, where appropriate, of the relevant passages Relevant to alaim No.

X LARS FEUK ET AL: "Apolipoprotein-E 94-98
dependent role for the FAS receptor in
early onset Alzheimer's disease: finding
of a positive association for a
polymorphism in the TNFRSF6 gene",

HUMAN GENETICS,

vol. 107, no. 4,

27 October 2000 (2000-10-27), pages
391-396, XPOL5050434,

ISSN: 0340-6717, DOI:

10.1007 /5004390000383

the whole document

Y REIMAN E M ET AL: "GAB2 alleles modify 94-98
Alzheimer's risk in APOE .epsilon.4
carriers",

NEURON, CELL PRESS, US,

vol. 54, no. 5, 7 June 2007 (2007-06-07),
pages 713-720, XP008125250,

I55N: 0896-6273, DOI:
10.1016/J.NEURON.2007.05.022

[retrieved on 2007-06-06]

the whole document

X IT1lumina: "Genome-Wide DNA Analysis 85-88,
BeadChips", 92,93
Internet Citation,

28 July 2010 (2010-07-28), pages 1-8,
XPO02696253,

Retrieved from the Internet:
URL:http://www.11lumina.com/Documents/prod
ucts/datasheets/datasheet_infiniumhd.pdf
[retrieved on 2013-04-29]

the whole document

Y CAPURSO C ET AL: "Interleukin 6174 G/C 94-98
promoter and variable number of tandem
repeats (VNTR) gene polymorphisms in
sporadic Alzheimer's disease",
PROGRESS IN NEURO-PSYCHOPHARMACOLOGY &
BIOLOGICAL PSYCHIATRY, OXFORD, GB,
vol. 34, no. 1,

1 February 2010 (2010-02-01), pages
177-182, XP026832712,

ISSN: 0278-5846

[retrieved on 2009-11-06]

the whole document

Femn PCT/ASA210 {continuation of aecond aheet) (April 2005)
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C{Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT
Category® | Citation of dooument, with indioation, where appropriate, of the relevant passages Relevant to alaim No.
Y NOBUTO SHIBATA ET AL: "Effect of IL-6 1-5,
polymorphism on risk of Alzheimer disease: 10-23,
Genotype-phenotype association study in 28-76,
Japanese cases", 83-93
AMERICAN JOURNAL OF MEDICAL GENETICS,
vol. 114, no. 4, 8 May 2002 (2002-05-08),
pages 436-439, XP055050247,
ISSN: 0148-7299, DOI: 10.1002/ajmg.10417
the whole document
Y METIN BAGLI ET AL: "Polymorphisms of the 1-5,
gene encoding the inflammatory cytokine 10-23,
interleukin-6 determine the magnitude of 28-76,
the increase in scluble interleukin-6 83-93
receptor levels in Alzheimer's disease",
EUROPEAN ARCHIVES OF PSYCHIATRY AND
CLINICAL NEUROSCIENCE,
vol. 253, no. 1,
1 February 2003 (2003-02-01), pages 44-48,
XPO55050249,
ISSN: 0940-1334, DOI:
10.1007/s00406-003-0405-x
the whole document
Y CAPURSO C ET AL: "Interleukin 6-174 G/C 1-5,
promoter gene polymorphism and sporadic 10-23,
Alzheimer's disease: geographic allele and 28-76,
genotype variations in Europe", 83-93

EXPERIMENTAL GERONTOLOGY, ELSEVIER
SCIENCE, OXFORD, GB,

vol. 39, no. 10,

1 October 2004 (2004-10-01), pages
1567-1573, XPOD4611882,

ISSN: ©531-5565, DOI:
10.1016/J.EXGER.2004.07.006

the whole document

L anonymous: "rs8192284 has merged into
rs2228145 [Homo sapiens]”,

NCBI SNP database

XPOOZ2690781,

Retrieved from the Internet:
URL:http://www.nchbi.nTm.nih.gov/snp?term=r
s8192284

[retrieved on 2012-01-22]

Femn PCT/ASA210 {continuation of aecond aheet) (April 2005)
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X FRANCESCA PASUTTO ET AL: "“Heterozygous 85-88,

NTF4 Mutations Impairing Neurotirophin-4 90,91

Signaling in Patients with Primary

Open-Angle Glaucoma",

THE AMERICAN JOURNAL OF HUMAN GENETICS,

1 October 2009 (2009-10-01), pages

447-456, XP0h5061186,

cited in the application

the whole document
X WO 20097133142 Al (PHARNEXT [FR]: COHEN 90,91

DANIEL [FR]; CHUMAKOY ILYA [FR];

NABIROCHKIN SERG)

5 November 2009 (2009-11-05)
A page 10 - page 12; claim 8 1-3,8,9
X HAN MI-RYUNG ET AL: "Genome-wide 90,91

association reveals genetic effects on

human AI42 and I protein levels in

cerebrospinal fluids: a case control

study",

BMC NEUROLOGY, BIOMED CENTRAL LTD.,

LONDON, GB,

vol. 10, no. 1,

& October 2010 (2010-10-08), page 90,

XP021074873,

ISSN: 1471-2377, DOI:

10.1186/1471-2377-10-90
A table 3 1-3,8.,9
X TIMOTHY G. LESNICK ET AL: "A Genomic 90,91

Pathway Approach to a Complex Disease:

Axon Guidance and Parkinson Disease",

BMC GENOMICS,

vol. 7, no. 6, 1 January 2007 (2007-01-01)

. page 136, XPDB55035960,

ISSN: 1471-2164, DOI:

1471-2164(2006)007 [0136: AADIAR]2.0.C0;2
A table 1 1-3,8,9
A LIU J ET AL: "Effects of NT-4 gene 1-3,6,7

modified fibroblasts transplanted into AD

rats",

NEUROSCIENCE LETTERS, LIMERICK, IE,

vol. 466, no. 1,

27 November 2009 (2009-11-27), pages 1-5,

XP026685016,

ISSN: 0304-3940, DOI:

10.1016/J.NEULET.2009.09.020

[retrieved on 2009-09-16]

the whole document

_/__
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A HIROSHI KUNUGI ET AL: "Possible 1-3,6,7

association of missense mutation
(G1y63G1u) of the neurotrephin-3 gene with
Alzheimer's disease in Japanese",
NEUROSCIENCE LETTERS,

vol. 241, no. 1,

1 January 1998 (1998-01-01), pages 65-67,
XPO55061340,

ISSN: 0304-3940, DOI:
10.1016/50304-3940(97)00953-1

the whole document
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Patent dooument Publication Patent family Publication
oited in search report date member(s} date
WO 2009133142 Al 05-11-2609 AU 2009242127 Al 05-11-2009
CA 2722314 Al 05-11-2009
CN 102065897 A 18-05-2011
EA 201071245 Al 30-06-2011
EP 2282779 Al 16-02-2011
JP 2011518865 A 30-06-2011
KR 20110011628 A 08-02-2011
NZ 589309 A 30-03-2012
US 20812071483 Al 22-03-2012
WO 2009133142 Al 05-11-2009
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Box No. | Nucleotide and/or amino acld sequence(s) (Continuation of Item 1.c of the firsi sheet)

1. With regard to any nuclectide andfor amine acid sequence disclosed in the international application and necessary to the claimed
inventicn, the international search was canied out on the basis of:

a. (means)

D an paper
[x]

in electronic form

b.  (time)
in the international application as filed

tagathar with tha intarnational application in slactronic form

/N B

subsequently to this Authority for the purpose of search

2. D In addition, in the case that mors than ane varsion or copy of a segqusnce listing and/ar table relating thersta has been filad
or furnished, the required statemsnts that the information in the subsequent or additional eapies is identical ta that in the
application as filed or does not go beyond the application as filed, as appropriate, were fumished.

3. Additional comments:

Form FGT/ISA/210 {eontinuation of first sheet (1)) (July 2008)
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Box No.ll  Observations where certaln claims were found unsearchable (Continuation of Item 2 of first sheet)

This international search report has nat been established in respect of certain claims under Adicle 17(2)(a) for the following reasons:

1. I:' Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2. I:I Claims Nos.:

bacause they relate to parte of the international application that do not comply with the prescribed requiremants to such
an extent that no meaningful international search can be carried out, specifically:

3. I:' Claime Nos.:
kecause they are dependent claims and are net drafted in accordance with the second and third sentences of Rule §.4(a).

BoxNo. lll Observations where unity of invention is lacking {Continuation of item 3 of first sheet)

Thig International Searching Authority found mulliple inventiens in this imternational application, as follows:

see additional sheet

1. As all required additional search fees wars timely paid by the applicant, this intemational search repart covars all searchabla
claims.

2. D As all ssarchable ¢laims could be searchad without effort justifying an additional fess, 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 internatichal search report covers
only those claims for which fees were paid, specifically claims Nos.:

4, I:‘ No required additional eearch fees wara timaly paid by the apglicant. Conssequantly, this internaticnal ssarch report is
rastricted to tha invention firet mantionad in the claims; it is cavared by claims Nos.:

Remark on Protest The addtional search fees were accompanised by the applicant’s protest and, wherse applicable, the
payment of a protest fee.

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

m No protest accompanied the payment of additional search fees.

Form PCTASAMR10 (continuation of first sheet (2)) (April 2005)
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FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 4, 5, 22, 23, 74-76(completely); 1-3, 10-21, 28-73,
83-93{partially)

Methods, kits, molecular targets, probes for diagnosing or
prognosing Alzheimer's disease (AD) comprising detecting the
presence or absence of a genetic variation in the IL6R gene,
specifically wherein said variation is a SNP that results in
the amino acid substitution D358A in the aminc acid sequence
of IL6R (SEQ ID NO: 1), and wherein the genetic variation is
a 'C' allele at rs2228145.

1.1. claims: 94-98

A method of screening for genetic variants having a
detrimental or beneficial effect on the development of AD in
subjects having at least one APOE-ed4 allele, the methed
comprising identifying a genetic variant that is present at
increased or decreased freguency in subjects under 65 years
of age, having AD, and having at least one APOE-e4 allele,
as compared to control subjects over 75 years of age,
without AD, and having at least one APOE-e4 allele, wherein
increased frequency in subjects having AD as compared to
control subjects indicates that the genetic variation is
associated with a detrimental effect in subjects having at
least one APOE-e4 allele, and decreased frequency in
subjects having AD as compared to control subjects indicates
that the genetic variation is associated with a beneficial
effect in subjects having at least one APOE-ed allele.

2. claims: 6, 7, 24, 25, 77-79(completely); 1-3, 10-21, 28-73,
83-93(partially)

Methods, kits, molecular targets, probes for diagnosing or
prognosing AD comprising detecting the presence or absence
of a genetic variation in the NTF4 gene, specifically
wherein said variation is a SNP that results in the amino
acid substitution R206W in the amino acid sequence of NTF4
{SEQ ID NO:2)}, and wherein the genetic variation is a 'T'
allele at rs121918427.

3. claims: 8, 9, 26, 27, 80-82(completely); 1-3, 10-21, 28-73,
83-93(partially)

Methods, kits, molecular targets, probes for diagnosing or
prognosing AD comprising detecting the presence or absence
of a genetic variation in the UNC5C gene, specifically
wherein said variation is a SNP that results in the amino
acid substitution T835M in the amino acid sequence of UNC5C
(SEQ ID NO:3), and wherein the genetic variation is a SNP
that substitutes G for A in the codon encoding for the amino
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FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

acid at position 835 of UNCSC (SEQ ID NO:3).
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