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(57) Abstract: The present disclosure provides compositions and methods whereby specific microRNA (miRNA) is utilized as a

means to sensitize cancer cells to radiation or chemotherapy.
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Box No. I1 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. l:l 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, specificaily:

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. II  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:
-***.Continued Within the Next Supplemental Box-***-

1. |:| 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. K{ No required additional search fees were timely pz}id by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: .

1-6, 8-21, 23-32; SEQ ID NO: 734

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.
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-Continued from Box No. lll: 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.

Groups I+, Claims 1-32 and SEQ ID NO: 734 are directed toward methods of increasing sensitivity to ionizing radiation (IR) therapy or
chemotherapy in a patient in need thereof, the method comprising: administering to the patient in need thereof a composition comprising
an miRNA, miRNA mimetic, or activator of miRNA; and a composition therefor.

The methods and composition will be searched to the extent they encompass SEQ ID NO: 734 (first exemplary miRNA sequence).
Applicant is invited to elect additional miRNA(s), with specified SEQ ID NO: for each, to be searched. Additional miRNA sequence(s) will
be searched upon the payment of additional fees. Itis believed that claims 1-6, 8-21 and 23-32 encompass this first named invention
and thus these claims will be searched without fee to the extent that they encompass SEQ ID NO: 734 (miRNA sequence). Applicants
must specify the claims that encompass any additionally elected miRNA sequence(s). Applicants must further indicate, if applicable, the
claims which encompass the first named invention, if different than what was indicated above for this group. Failure to clearly identify
how any paid additional invention fees are to be applied to the "+" group(s) will resuit in only the first claimed invention to be
searched/examined. An exemplary election would be an miRNA encompassing SEQ 1D NO: 764 (first exemplary elected miRNA
sequence).

No technical features are shared between the miRNA sequences of Groups I+ and, accordingly, these groups lack unity a priori.

Groups I+ share the technical features including: a composition for increasing sensitization to ionizing radiation (IR) comprising an
miRNA; miRNA mimetic, activator of miRNA, or mixture thereof; a method of increasing sensitivity to ionizing radiation (IR) therapy or
chemotherapy in a patient in need thereof, the method comprising: administering to the patient in need thereof a composition comprising
an miRNA, miRNA mimetic, activator of miRNA, or mixture thereof; a method of increasing sensitivity to IR therapy or chemotherapy in a
tumor cell, the method comprising: contacting the tumor cell with a composition comprising an miRNA, miRNA mimetic, activator of
miRNA, or mixture thereof, thereby increasing sensitivity to IR therapy or chemotherapy.

However, these shared technical features are previously disclosed by WO 2014/129895 A1 to Stichting Vu Vumc (hereinafter 'Stichting’).

Stichting discloses a composition (a composition; page 16, lines 9-10) for increasing sensitization to ionizing radiation (IR) (for increasing
sensitization to ionizing radiation (IR); page 6, lines 19-29) comprising an miRNA (comprising miRNA; page 6, line 31 - page 7, line 5); a
method of increasing sensitivity to ionizing radiation (IR) therapy in a patient in need thereof (a method of increasing sensitivity to
ionizing radiation (IR) therapy in a patient in need thereof; page 6, line 31-page 7, line 33), the method comprising: administering to the
patient in need thereof a composition comprising an miRNA (the method comprising: administering to the patient in need thereof a
composition comprising an miRNA; page 6, line 31-page 7, line 33; page 16, lines 30-33); a method of increasing sensitivity to IR
therapy in a tumor cell (@ method of increasing sensitivity to IR therapy in a tumor cell; page 6, line 31 - page 7, line 5; page 7, lines
14-186), the method comprising: contacting the tumor cell with a composition comprising an miRNA (the method comprising: contacting
the tumor cell with a composition comprising an miRNA; page 6, line 19 - page 7, line 5), thereby increasing sensitivity to IR therapy
(thereby increasing sensitivity to IR therapy; page 6, line 31 - page 7, line 5).

Since none of the special technical features of the Groups I+ inventions is found in more than one of the inventions, and since all of the
shared technical features are previously disclosed by the Stichting reference, unity of invention is lacking.
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