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Box No. I1 Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search feport has not been established in respect of certain claims under Article 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. 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 carried 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. 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 ap, lication, as follows:
This application contains the following inventions or groups of inventions which are not so linked as to form a single general inventive

concept defined under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination fees must be
paid. -

Group |, claims 1-21, directed to a classification system for breast cancer. ' .
Group I, claims 22-36, directed to a method of treating/determining a treatment regimen for a breast cancer patient.
Group lll, claims 37-54, directed to an antibody staining/bioassay kit.

The groups of inventions listed above 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:

--continued on first extra sheet attached hereto--

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

2. D As all 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 international search report covers
. only those claims for which fees were paid, specifically claims Nos.:

4. x 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.:

Remark on 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.

D No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (July 2009)
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continuation of Box No llI:

Special technical features
Group | has the special technical feature of a classification system for breast cancer, comprising: a first category defined by a substantial

lack of estrogen receptor (ER), androgen receptor (AR), and vitamin D receptor (VDR) expression in a breast cancer tumor; a second
category defined by expression of only one of ER, AR, and VDR in a breast cancer tumor; a third category defined by expression of any
combination of two of ER, AR, and VDR in a breast cancer tumor; and a fourth category defined by expression of each of ER, AR, and
VDR in a breast cancer tumor, that is not required by Groups Il or Il

Group Il has the special technical feature of a method of treating breast cancer, comprising providing a therapeutically effective amount
of at least one ER antagonist to the patient when ER is detected in the breast cancer tumor, providing a therapeutically effective amount
of at least one AR ligand to the patient when AR is detected in the breast cancer tumor, and providing a therapeutically effective amount
of at least one VDR agonist to the patient when VDR is detected in the breast cancer tumor, that is not required by Groups | or lll.
Group |Il has the special technical feature of an antibody staining kit comprising: a predetermined amount of primary antibody/first probe
capable of binding at least one binding site of estrogen receptor (ER) protein/mRNA, capable of detecting estrogen receptor (ER)
activity, a predetermined amount of primary antibody/second probe capable of binding at least one binding site of androgen receptor
(AR) protein/mRNA, capable of detecting estrogen receptor (AR) activity, and a predetermined amount of primary antibody/third probe
capable of binding at least one binding site of vitamin D receptor (VDR), protein/mRNA, capable of detecting estrogen receptor (VDR)
activity, that is not required by Groups | or |I.

Common technical features: .
Groups -1l share the common technical feature of measuring the level of estrogen receptor (ER), androgen receptor (AR), and vitamin

D receptor (VDR) expression or activity. Groups | and Il further share the feature of a method of measuring the level of ER, AR and
VDR expressed in a tumor of breast tissue of a patient, and making a determination related to said breast cancer based on the
expression of each of ER, AR and VDR. ’

However, these shared technical features do not represent a contribution over prior art, because these shared technical features are
obviated by US 2005/0100888 A1 to Coombes et al., (hereinafter Coombes).

.Coombes teaches a method of measuring the level of ER, AR and VDR expression in a tumor of breast tissue of a patient and making a
determination related to said breast cancer based on the expression of each of ER, AR and VDR (para [0019] 'a method for
characterising the hormone dependency of a primary cancer cell or cells, comprising the steps of (1) exposing the cell or cells to a
recombinant viral vector comprising a reporter gene which comprises a hormone-dependent promoter; and (2) assessing the expression
of the reportér gene in the said cell or cells', [0023]-[0024] ‘Preferably the hormone-dependent promoter is an estrogen-dependent
promoter...the hormone-dependent promoter may be an androgen-dependent promoter...or VDR (vitamin D receptor) dependent
promoter’; para [0026]-[0027] 'the cell is a primary breast cancer cell. The method of the invention may be particularly useful in relation
to breast cancer because of the pattern of progression typically seen in breast cancer (in which there may be more than one change in
the hormone responsiveness of the cancer), and the range of treatments available (for example, several endocrine therapy options;
chemotherapy; and surgery)’). Coombes does not specifically teach measuring activity by measuring expression of ER, AR and VDR.
However, since the expression of a gene is directly related to the activity of the expressed protein it encodes, it was well known in the art
of molecular biology to measure expression of gene biomarkers as an indicator of the activity of said biomarkers. Therefore, it would
have been obvious to one of ordinary skillin the art to have measured the expression of ER, AR and VDR in a method for characterising
the hormone dependency of breast cancer cells, since the expression of these genes is directly related to the activity of the encoded
proteins, and one of ordinary skill in the art would have readily appreciated measured expression as an indicator of the activity of said
biomarkers. : .

Therefore, Groups |, || and IIl lack unity of invention defined under PCT Rule 13.
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