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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:

1. D Claims Nos.:

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

2. D Claims Nos.:

because they relate to parts of the intemnational application that do not comply with the prescribed requirements to such an
extent that no meaningful intenational search can be carried out, specifically:

N¢]
3. Claims Nos.: 31-52
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. 111  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:

-see extra sheet-

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

. D As all searchable claims could be searched without effort justifying additional fees, this Autll(;rity 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 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.:
1-33, 53-55
Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the

payment of a protest fee.

E] 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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Continuation of:
Box NO !Ii. Observations where unity of invention is lacking

Group I: claims 1-33, 53-55, drawn to a method for determining cancer risk or prognosis in a patient which comprises
detecting the presence of crown-like structures (CLS) in adipose tissue in a tissue sample from said patient,

said adipose tissue being in or around an epithelial-derived tissue or organ or

said adipose tissue being associated with a lymph node metastasis arising from an epithelial-derived cancer,
wherein the presence of CLS indicates poor prognosis or an increased cancer risk.

Group ll: claims 34-50, drawn to a method to screen a compound for anti-cancer activity.

The inventions listed as Groups |-l 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:

The inventions of Group |l do not include the inventive concept of a method for determining cancer risk or prognosis in a patient by
detecting the presence of crown-like structures (CLS) in adipose tissue in a tissue sample from said patient, said adipose tissue being in
or around an epithelial-derived tissue or organ or said adipose tissue being associated with a tymph node metastasis arising from an
epithelial-derived cancer, wherein the presence of CLS indicates poor prognosis or an increased cancer risk, as required by Group I.

The inventions of Group | do not include the inventive concept of a method to screen a compound for anti-cancer activity, as required by
Group Il.

In addition, crown-like structures (CLS) in adipose tissue were known in the art at the time of the invention, as evidenced by a paper
titled "Dead adipocytes, detected as crown-like structures, are prevalent in visceral fat depots of genetically-obese mice” by Murano, et
al. (J Lipid Res 2008, 49:1562-1568) (hereinafter "Murano”) (Abstract, “We previously showed that .90% of macrophages infiltrating the
adipose tissue of obese animals and humans are arranged around dead adipocytes, forming characteristic crown-like structures (CLS).
In this study we quantified CLS in visceral and subcutaneous depots from two strains of genetically obese mice, db/db and ob/ob").

Groups |-l therefore lack unity under PCT Rule 13 because they do not share a same or corresponding special technical feature.
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