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A . CLASSIFICATION O F SUBJECT MATTER
IPC(8) - A61 K 31/44; A61 31/675 (201 1.01 )
USPC - 514/291 ; 514/81 ; 530/350

According to International Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)
USPC: 514/291: 514/81
IPC(8): A61K 31/44 ; A61K 31/675 (201 1.01)

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched
USPC: 530/350 (see keywords below)

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)
PubWEST(PGPB, USPT, USOC, EPAB, JPAB), Google: Scholar/Patents: biolimus A9 mTor combination therapy cancer igf-1r , shRNA,
synergistic rapamycin bcl-2 inhibitor ABT$ FAK rsk inhibitor EGF bevacizumab src kits instructions angiogenesis matrix-attached cell
mTor expression T-PCR metastatic leukemia

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

X WO2008/109163 A1 (DESAI et al.) 12 September 2008 (12.09.2008) para [0002], [0009], 1-2, 4-6
[0024], [0046], [0068], [0078], [0096], [011 1], [0123]-[0124], [0147]-[0148], [0160], [0166], [0214]

Y 3, 7, 13

Y DEBNATH et al. Akt Activation disrupts mammary acinar architecture and enhances 3
proliferation in a n mTOR-dependent manner. Journal of Cell Biology 2003, 163:315-326; pg
315, abstract; pg 315, Col 2, para 2; pg 316, Col 1, para 3; pg 322, Col 2, para 2; pg 323, Col 1,
para 1

Y CARBONI, et al. BMS-754807, a small molecule inhibitor of isulin-like growth factor IR/IR, 7
Molecular Cancer Thera. 2009, 8:3341-3349; pg 3341, abstract

Y Yuan, et al. Dual silencing of type 1 insulin-like growth factor and epidermal growth factor 13
receptors to induce apoptosis of nasopharyngeal cancer cells. J Laryngol Otol. 2008,
122(9):952-960

A Lee, et al. Adenovirus expressing shRNA to IGF-1R enhances the chemosensitivity of lung 13
cancer cell lines by blocking IGF-1 pathway. Lung Cancer 2007, 55(3):279-86

A MA, et al. Novel Agents on the Horizon for Cancer Therapy. Cancer Journal Clinical 2009, 1-7 and 13
59:111-137; pg 115, Col 2, para 2; pg 116, Col 2, para 3; pg 131, Table 13

Further documents a e listed in the continuation of Box C .

* Special categories of cited documents: T "

□
later document published after the international filing date or priority

"A" document defining the general state of the art which is not considered date and not in conflict with the application but cited to understand
to be of particular relevance the principle or theory underlying the invention

"E" earlier application or patent but published on or after the international "X" document of particular relevance; the claimed invention cannot be
filing date considered novel or cannot be considered to involve an inventive

"L" document which may throw doubts on priority claim(s) or which is step when the document is taken alone
cited to establish the publication date of another citation or other
special reason (as specified) "Y" document of particular relevance; the claimed invention cannot be

considered to involve an inventive step when the document is
"O" document referring to an oral disclosure, use, exhibition or other combined with one or more other such documents, such combination

means being obvious to a person skilled in the art
"P" document published prior to the international filing date but later than

the priority date claimed "&" document member of the same patent family
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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:

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

□ 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. Claims Nos.: 4 9

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

Box No. Ill 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 or groups of inventions which are not so linked as to form a single general inventive
concept under PCT Rule 13.1.

Group l+: claims 1-13, drawn to a composition comprising a mammalian target of rapamycin (mTOR) inhibitor, an mTOR reducing
agent, or an mTOR signaling inhibitor, and one or more agents. The first invention is restricted to biolimus A9, the mTOR inhibitor, and
BMS 754807, the insulin growth factor-1 receptor (IGF1R) inhibitor. Should an additional fee(s) be paid, Applicant is invited to elect an
additional agent(s) to be searched. The exact claims searched will depend on Applicant's election.
[NOTE: Claims 8-12 were excluded from the search, because they are drawn to a non-elected subject matter.]

**************·**«***»*«**»***** Continued in supplemental box '

□ 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 additional fees, this Authority did not invite payment o f
additional fees.

□ 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.:

No required additional search fees were timely paid by the applicant. Consequently, this international search report
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:
Claims 1-7 and 13, restricted to biolimus A9, the mTOR inhibitor, and BMS 754807, the IGF1R inhibitor

Remark on Protest I I The additional search fees were accompanied by the applicant's protest and, where applicable, the

□ payment of a protest fee.

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.

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 III LOU:

Groups claims 20-43, drawn to a kit comprising: (i) a composition comprising an mTOR inhibitor, a mTOR reducing agent, or an
mTOR snaling inhibitor and one or more agents. The first invention is restricted to biolimus A9, the mTOR inhibitor, and BMS 754807,
the IGF1R inhibitor. Should an additional fee(s) be paid, Applicant is invited to elect an additional agent(s) to be searched. The exact
claims searched will depend on Applicant's election.

Group III-·-, claims 44-72, drawn to a method of treating cancer in a subject comprising administering to said subject an mTOR inhibitor,
an mTOR reducing agent, or an mTOR signaling inhibitor and one or more agents. The first invention is restricted to biolimus A9, the
mTOR inhibitor, and BMS 754807, the IGF1R inhibitor. Should an additional fee(s) be paid, Applicant is invited to elect an additional
agent(s) to be searched. The exact claims searched will depend on Applicant's election.

Group IV, claims 73-88, drawn to a method for identifying a cancer in a subject comprising the steps of: a) measuring the expression
level or biological activity of mTOR or a phosphoinositide-3-kinase (PI3K) in a sample from the subject; and b) measuring the expression
level or biological activity of one or more additional genes or proteins encoded by said genes in the sample.

The inventions listed as Groups l+ through 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:

The inventions of Group l+ through do not include the inventive concept of a method for identifying a cancer in a subject comprising
the steps of: a) measuring the expression level or biological activity of mTOR or a phosphoinositide-3-kinase (PI3K) in a sample from the
subject; and b) measuring the expression level or biological activity of one or more of additional genes, as required by Group IV.

The inventions of Group l+ and II+ do not include the inventive concept of a method of treating cancer in a subject comprising
administering to said subject an mTOR inhibitor, an mTOR reducing agent, or an mTOR signaling inhibitor and one or more agents, as
required by Group

The inventions of Group I+ and III-·- do not include the inventive concept of a kit comprising: (i) a composition comprising an mTOR
inhibitor, a mTOR reducing agent, or an mTOR signaling inhibitor and one or more agents, as required by Group II+.

The inventions of Groups l+ through III+ share the technical feature of a composition of claim 1. However, this shared technical feature
does not represent a contribution over prior art as being anticipated by WO2008/1 09163 A 1 to DESAI et a l (hereinafter "Desai") that
discloses, in a context of a combination anti-cancer therapy (Abstract, "... combination therapy methods of treating cancer comprising
administering to an individual an effective amount of nanoparticles that comprise rapamycin or a derivative thereof and a second
therapy"), a composition comprising a mammalian target of rapamycin (mTor) inhibitor (claim 44, "rapamycin or a derivative thereof")
and a VEGF inhibitor (para [0016], "In some embodiments, the chemotherapeutic agent is a modulator of EGFR (such as an inhibitor of
EGFR for example Erbitux ? ). In some embodiments, the chemotherapeutic agent is an anti- VEGF antibody (such as bevacizumab,
e.g., Avastin ? ). In some embodiments, the effective amounts of the nanoparticle composition and the anti-VEGF antibody
synergistically inhibit cell proliferation or metastasis"; para [0123], "anti-VEGF antibody (such as Avastin? (bevacizumab))"). As said
composition was known in the art at the time of the invention, this cannot be considered a special technical feature that would otherwise
unify the groups.

The inventions of Groups II+ share the technical feature of a kit of claim 20. However, this shared technical feature does not represent a
contribution over prior art as being anticipated by Desai that further discloses "In some embodiments, the kit comprises another
pharmaceutically active agent for the treatment of cancer. In some embodiments, the other pharmaceutically active agent is a
chemotherapeutic agent" (para [0014). As said kit was known in the art at the time of the invention, this cannot be considered a special
technical feature that would otherwise unify the groups.

The inventions of Groups III+ share the technical feature of a method of claim 44. However, this shared technical feature does not
represent a contribution over prior art as being anticipated by Desai that further discloses "[a] method of treating cancer in an individual
comprising (a) a first therapy comprising administering to the individual an effective amount of a composition comprising nanoparticles
that comprise rapamycin or a derivative thereof and a carrier protein and (b) a second therapy" (claim 44, chemotherapy, para [0016],
"the anti-VEGF antibody synergistically inhibit cell proliferation or metastasis"; para [0123], "anti-VEGF antibody (such as Avastin
(bevacizumab))"). As said method was known in the art at the time of the invention, this cannot be considered a special technical feature
that would otherwise unify the groups.

Another special technical feature of the inventions listed as Groups l+ through is the specific mTOR inhibitor recited therein. The
inventions do not share a special technical feature, because Desai discloses rapamycin (Abstract, para [0044]) and its derivatives, such
as the claimed Biolimus A9 (para [0044]). Without a shared special technical feature, the inventions lack unity with one another.

Another special technical feature of the inventions listed as Groups l+ through III+ is the specific second agent recited therein, said
agent to be administered in combination with mTOR inhibitor. The inventions do not share a special technical feature, because said
agents 1 structurally and functionally different and 2) were known in the art Desai at the time of the invention, as evidenced by Desai that
discloses anti-VEGF antibody (such as Avastin? (bevacizumab) (para [0123]). Without a shared special technical feature, the inventions
lack unity with one another.

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

Form PCT ISA 2 10 (extra sheet) (July 2009)
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