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Box I Obser\(ations where certain claims were found unsearchable (Continuation of Item 1 of first sheet)

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

L. I:l Claim Nos.:

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

2. D Claim 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. l:l Claim Nos.:

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box II Observations where unity of invention is lacking (Continuation of Item 2 of first sheet)

This International Searching Authority found multiple inventions in this intemational application, as follows:
Please See Continuation Sheet

As all required additional search fees were timely paid by the applicant, this international search report covers all
searchable claims.

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

L1 O O

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 report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 1-30

Remark on Protest D The additional search fees were accompanied by the applicant’s protest.
I_—_I No protest accompanied the payment of additional search fees.
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C) Parent individual is a fungus (claim 30).
D) Parent individual is a prokaryote (claim 51).

The following claim(s) are generic: 1, 43.
The species listed above 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 of the organisms, tissues or cells
represents unique features and properties of methylation patterns.
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BOX II. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING
This application contains the following inventions or groups of inventions which are not 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.

Group I, claim(s) 1-30, drawn to a special technical feature of a method of determining a methylation profile of a cell, tissue or organism by
providing a population of randomly cleaved DNA from the cell or organism, the DNA comprising the first and second portions, separating
the second portion into two sub-portions, quantifying the relative amount of a specific sequence in at least two samples selected from the
group consisting of the first portion, the methylaed sub-portion and the methylated sub-portion, determining the methylation profile.

Group I1, claim(s) 31-42, drawn to a special technical feature of a polynucleotide microarray hybridizing to first and second labeled DNA
portions.

Group 111, claim(s) 43-62, drawn to a special technical feature of a method for producing an epigenetically uniform or diverse population of
progeny from one or more parent individuals, the metho comprising the steps of:

a. determining the genomic methylation profile of sexually or asexually propagated progeny of a parent individual; and

b. selecting progeny exhibiting a uniform or diverse methylation profile, thereby producing an epigenetically uniform population from one
or more parent individuals.

Group 1V, claim(s) 63 and 64, drawn to a special technical feature of a method of associating heterosis with a methylation profile, the
method comprising,

crossing individuals to produce progeny;

determining the methylation profile of the individuals and the progeny; and

comparing a trait of the progeny with the methylaion profiles of the individuals, thereby associating appearance of the trait with a the
methylation profle.

The inventions listed as Groups I-IV 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 corresponding special technical features for the following reasons: Yan et al. (Clin. Cancer Res., vol. 6, pp.
1432-1438, April 2000), teach polynucleotide microarrays hybridizing to different DNA populations (page 1433, fourth paragraph; Fig. 1),
therefore the is no contribution over prior art from the claims.

This application contains claims directed to more than one species of the generic invention. These species are deemed to lack unity of
invention because they are not so linked as to form a single general inventive concept under PCT Rule 13.1.

" In order for more than one species to be examined, the appropriate additional examination fees must be paid. The species are as follows:

Group I

A) Organism is a plant (claim 13).

B) Organism is a fungus (claim 14).

C) Organism is a prokaryote (claims 15-17).
D) Organism is an animal (claims 18 and 19).
E) Cell is a stem cell (claim 20).

F) Cell is a transgenic cell (claims 21 and 27).
G) Tissue is blood (claims 22 and 27).

H) Tissue is biopsy tissue (claim 23 and 27).
I) Tissue is resected tissue (claim 24 and 27).
J) Tissue is normal (claims 25 and 27).

K) Tissue is precancerous (claim 26).

Group Il

A) Parent individual is a plant (claim 48).
B) Parent individual is an animal (claim 49).
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