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746-761. Especially abstract, pg 751 table 1, pg 752 fig 4, pg 758 fig 14, pg 759 table 5.
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Box No. 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 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. [:I 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. Il 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:
- Please 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.

2. I:l 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. m 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, 3, 5 (limited to up-regulated trancripts), 6, 8, 9, 10, 12, 13, 19-21, 24-28, 30 and 31

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

I:I 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 Il Lack of Unity of Invention

This application contains the foliowing 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.

Groups I+: claims 1, and 3-31, directed to a prognostic signature (also referred to herein as a biological marker or biomarker) for

' assessing cancer prognosis in a subject (e.g., risk of cancer recurrence, progression of a cancer in a cancer subject, overall survival of
cancer by a cancer patient), said prognostic signature comprising a tumor/cancer stromal signature, wherein the tumor/stromal stromal
signature is derived from a genome-wide transcriptional profiling of a tumor/cancer stromal material derived from a biological sample
obtained from a set of at least one or more subjects having cancer, said tumor stromal signature comprising a first set of gene
transcripts that is up-regulated in the tumor/cancer stromal material and/or a second set of gene transcripts that is down-regulated in the
tumor stromal material, further wherein the gene transcripts are a set of one or more gene transcripts up-regulated in Cav-1 deficient
tumor/cancer having gene names and/or gene symbols listed in Supplemental Tables 1, 3 or combinations thereof.; wherein the first
invention is limited to the first gene listed in Supplemental Table 1, Homo sapiens hypothetical protein LOC100293390 (claims 1, 3, 5
(limited to the portion comprising a signature of up-regulated trancripts), 6, 8, 9, 10, 12, 13, 19-21, 24-28, 30 and 31) (applicants may opt
for additional markers to be searched, including CAV-1 (i.e. CAV-1 positive cells instead of CAV-1 negative cells) by specifying the
marker, and paying an additional invention search fee for each elected marker).

The inventions listed as Groups I+ 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 common technical element shared by al of the above groups is that they are related to a prognostic signature (also referred to
herein as a biological marker or biomarker) for assessing cancer prognosis in a subject (e.g., risk of cancer recurrence, progression of a
cancer in a cancer subject, overall survival of cancer by a cancer patient), said prognostic signature comprising a tumor/cancer stromal
signature, wherein the tumor/stromal stromal signature is derived from a genome-wide transcriptional profiling of a tumor/cancer stromal
material derived from a biological sample, wherein the signature comprises genes which are up-regulated or down-regulated in Cav-1
deficient cells, or CAV-1 positive cells. These common technical elements do not represent an improvement over the prior art of
"Caveolin-1-/- Null Mammary Stromal Fibroblasts Share Characteristics with Human Breast Cancer-Associated Fibroblasts” by SOTGIA
et al., which teaches a prognostic signature (also referred to herein as a biological marker or biomarker) for assessing cancer prognosis
in a subject (e.g., risk of cancer recurrence, progression of a cancer in a cancer subject, overall survival of cancer by a cancer patient),
said prognostic signature comprising a tumor/cancer stromal signature, wherein the tumor/stromal stromal signature is derived from a
genome-wide transcriptional profiling of a tumor/cancer stromal material derived from a biological sample obtained from a set of at least
one or more subjects having cancer (abstract; "To establish a direct cause-and-effect relationship, mammary stromal fibroblasts (MSFs)
were prepared from Cav-1-/- null mice and subjected to phenotypic analysis. Here, we provide evidence that Cav-1-/- MSFs share many
characteristics with human cancer-associated fibroblasts. The Cav-1-/- MSF transcriptome significantly overiaps with human cancer
associated fibroblasts; both show a nearly identical profile of RB/E2F-regulated genes that are up-regulated, which is consistent with RB
inactivation. This Cav-1-/- MSF gene signature is predictive of poor clinical outcome in breast cancer patients treated with tamoxifen”)
said tumor stromal signature comprising a first set of gene transcripts that is up-regulated in the tumor/cancer stromal material (pg 751
table 1; "A. Genes up-regulated in both human breast CAFs and Cav-1 -/-MSFs (55 genes); CENPK upregulated 2.0 fold, HMMR
upregulated 3.3 fold, KIF2C upregulated 3.3 fold, MCM10 upreguiated 2.4 fold, TYMS upregulated 3.5 fold). Sotgia further teaches a set
of genes which are down-regulated in the same cells (Table 1b).

Therefore, the inventions of Groups I+ lack unity of invention under PCT Rule 13 because they do not share a same or corresponding
special technical feature.
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