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IPC(8) - GO1TN 33/48; GO1N 33/50 (2008.01)

USPC - 702/20
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Category* Citation of document, with indication, where appropriate, of the relevam passages Relevant to claim No.
X TEMPLETON et al. Tree scanning: a mathod for using haplotype trees In phenotype/ge 13
association studies. Genstics. January 2005 (01.2005), Vol. 189, No. 1, pages 441-453
abstract; pg 442, para 7 - pg 443, para 1; pg 443, para 2 - pp 444, para 5; Tables 1, 4-7; Flg. 4-
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- US 2006/0228728 A1 (COX et al.) 12 October 2006 (12.10.2006) para [0007], (0013}, [0026], ——
Y [0040], [0238], (0247H0243], [0258], [0260], [0291], [0380); Fig. 1A, sheet 3/30 of the drawings | 43-44, 46
A 14-18, 22-28, 55-78, 8O-
85
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— US 200410265649 A1 (CARGILL et al.) 30 December 2004 (30.12.2004) para [0012] RN
A 55-78, 80-85
A LANDRETH et al. PPARgamma agonists as therapeutics for the treatrment of Alzheimer's 46
disease. Neurotherapeutics. July 2008 (07.2008), Vol.-5, No. 3, pages 481-489; abstract
m Further documents are listed in the continuation of Box C. D
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Date ¢f mailing of the international search report
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INTERNATIONAL SEARCH REPORT International application No.
PCTUS 09/63373

Box Ne, 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 Articte 17(2)(a) for the following reasons:

1. D Claims Nos.;

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

2. I:] Claims Nos.:

because they relate W 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. DX Claims Nos. 413, 19-21, 2741, 47-54, 79, and 86
because they are dependent ctaims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. III  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:
This application contains the following inventions ar groups of inventions which are not so linked as to from a single general inventive
concept under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additicnal examination fees must be paid.

Group |: Claims 1-3 are drawn to a method for identifying a genetic variant that Is iated with development of a condition of Intarest.

Group |I; Clalms 14-18, 22-26, 42-48, 55-78, and 80-85 are drawn to a maethed of detarmining increased risk for developmant of
Alzheimer’s disease in a subject, a method of treatment, a method of determining a prognosis, a method for stratifying a subject, a
method for identifying a patient, or a kit.

The groups listed abave do not retata to a single general inventive concept under PCT Rule 13.1 because under PCT Rule 13 2, they
lack the same or corresponding special technical featuras for the following reasens.

senaann s anptingad on pxtra gheatrrvestrrnnes

1. E As all required additicnal search fees were timely paid by the applicant, this international scarch report covers all searchable
claims.

2. D As gll searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees,

3. D As only some of the required additional search fees were timely paid by the applicant, this intemational 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 10 the invention first mentioned in the claims; it is covered by claims Nos.:

Remark oo 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.
M No protest accompanied the payment of additional search fees.
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DOCUMENTS CONSIDERED TO BE RELEVANT

Caicgory* Citation of document, with indication, where appropriate, of the relevant passages Relevant ¢ ¢laim No.

A RefSNP No. rs10524523 [online). 24 January 2006 {24.01.2006) [retrieved on 10.12.2009). 14-18, 22-26, 55-78, 80-
Retriaved from the internat <URL: 85
http:#www ncbi.nim_nih.gov/projects/SNP/snp_ref.cgi?rs=10524523>

A RefSNP No. rs 10602328 [online). 6 May 2008 (06.05.2008) [retrieved on 10.12,2009). 14-18, 22-26, 55-78, 8O-
Ratrieved from the internet <URL: 85
hitp:/Awww ncbi.nim.nih.goviprojects/SNP/snp_ref.cqi?rs=10602320>

A US 2008/0051318 A1 (LI et al.} 28 February 2008 (28.02.2008) 1-3, 14-18, 22-26, 42-46,

55-78, 80-85

A DEVI st al. Accumulation of amyloid precursor protain in the mitechondral iImpert channels of | 1-3, 14-18, 22-26, 4246,
hufnan Alzheimer's disease brain Is assoclated with mitochondrial dysfunction. J. Neurosci. 30 | 55-78, BO-85
August 2006 (30.08.2006}, Vol. 26, No. 35, pages 9057-8068

A YU et al. Comprehensive analysis of APOE and selected proximate markers for late-onset 1-3, 14-18, 22-26, 4246,
Alzheimer's disease: patterns of linkage disequilibrium and disease/marker association. 55-78, 80-BS
Genomics. June 2007 (06.2007), Vol. 89, No. 6, pages 655665

A HUMPHRIES et al. Diszacticn of tha mitochondrial Import and assembly pathway for human 1-3, 14-18, 22-26, 4246,
Tomdd. J. Blol. Chem. 25 March 2005 (25.03.2008), Val. 280, No, 12, pages 11535-543 55-78, 80-B5

A US 2005/0021236 A1 (ASTON et al.) 27 January 2005 (27.01.2005)

1-3, 14-18, 22-26, 42-46,
55-78, B0-85
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Continued fram Box Il - Observations where unity of invention is tacking (Continuation of itam 3 of first sheet)

The spacial tachnical feature of Group | s

-parforming multiple sequence alignment analysis

-mapping sald genetic variants to construct a phylogenetic tree

-examining the genetic variants represented as branches in said tree and determining the ratlo of affected and unaffacted subjects; and
-identifying a genstic variant where the ratio of affected to unaffected subjects is at

least 5% different from one or more ad|acent variants on said trea. |

The speclal technical feature of Group | is not presant in Group II, which as a speclal technical featurs of correlating TOMM4O varants
with Alzheimer's disease.

Although Groups | and 11 share the technlcal feature of correlating a genetic variants with the development of a condition, this technical
feature doas not represent an improvernent over the prior art of US 2005/0021236 A1 to Aston et al. which teaches Identifying a patient
with increased risk for disease by genotype combinations (abstract)

Accordingly, unity of invention Ig lacking under PCT Rule 13.2 because the groups do not share a same or comesponding special
technical feature providing a contribution over the prior art.
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