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Box No. 11 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:

I: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 1o 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: '
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because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).
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This International Searching Authority found multiple inventions in this international application, as follows:
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l. 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 apphcant 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 |ntemauonal search report is
restricted to the invention first mentioned in the claims; it is covered by clalms Nos.: . .

Group I; Claims 1-8, 30-36 and 44-79

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.

I:I No protest accompanied the payment of additional search fees.
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X SUN. T et al. MicroRNA let-7 Regulates 3T3-L1 Adipogenesis. Molecular Endocrinology, 2009, | 55
- 4| Vol. 23, pp 925 to 931, page 928, column 1, paragraph 1; 929, column 2, paragraph 1; page = | -—— —
Y 930, column 2, paragraph 9 to page 931, column 1, paragraph 1. 56-61
Y .WO 201 1/138457 A1 (SCHEIDELER, M et al.), November 10, 2011; abstract; page 14, line 32 | 66-68
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Y WO 2012/007725 A2 (CHOO, Y et al.), January 19, 2012; page 17, lines 23-33; page 19, lines | 53, 56-60
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X US 2011/0224286 A1 (YU, X et al.), September 15, 2011; paragraphs [0081]}, [0082], [0084], 44-51
[0104], [0105], [0192]
Y ZARAGOSI, LE et al. Small RNA Sequencing Reveals miR-642-3p As A Novel 52-54
. Adipoctye-Specific microRNA And miR-30 As A Key Regulator Of Human Adipogenesis.
; Genome Biology. 2011, Vol. 12, pp 1-13; page 2, column 2, paragraph 4; figure 2, Table 1.
A RANTALAINEN, M et al. MicroRNA Expression In Abdominal And Gluteal Adipose Tissue Is 34, 35/34, 36/35/34

Associated With mRNA Expression Levels And Partly Genetically Driven. PLoS ONE. 2011,
Vol. 6, No. 11, pp 1-12: €27338. doi:10.137 1/journal.pone.0027338; page 2, column 2,
paragraph 3; page 8, column 1, paragraph 6-column 2, paragraph 1.
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Group I: Claims 1-8, 30-36, 44-79
Group lI: Claims 26-29

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.

Group I: Claims 1-8, 30-36 and 44-79 are directed toward a method of modulating respiratory chain uncoupling in a cell, the method
comprising contacting the cell with a miRNA agent that modulates activity of at least one mitochondrial uncoupler; a method of
modulating thermogenesis in a tissue, the method comprising contacting the tissue with a miRNA agent that modulates activity of at
least one mitochondrial uncoupler; a method of treating obesity in a human subject in need of treatment thereof, the method comprising
administering to the human subject an effective amount of a miRNA agent that modulates activity or expression of at least one ~
mitochondrial uncoupler; an agomir or antagomir that modulates the activity of at least one thermogenic regulator in a cell; a
pharmaceutical composition comprising two or more miRNAs selected from the group consisting of hsa-let-7a agomir, hsa-let-7a
antagomir, hsa-miR-1 agomir, hsa-miR-1 antagomir, hsa-miR-19b agomir, hsa-miR-19b antagomir, hsa-miR-30b agomir, and
hsa-miR-30b antagomir; a method of inducing pre-adipocytes to differentiate into adipocytes comprising administering to a population of
pre-adipocytes one or more miRNAs selected from the group consisting of hsa-let-7a agomir, hsa-let-7a antagomir, hsa-miR-a agomir,
hsa-miR-1 antagomir, hsa-miR-19b agomir, hsa-miR-19b antagomir, hsa-miR-30b agomir, and hsa-miR-30b antagomir; a method of
decreasing the lipid content of adipocytes comprising administering to a population of adipocytes one or more miRNAs selected from the
group consisting of hsa-let-7a agomir, hsa-let-7a antagomir, hsa-miR-1 agomir, hsa-miR-1 antagomir, hsa-miR-19b agomir,
hsa-miR-19b antagomir, hsa-miR-30b agomir, and hsa-miR-30b antagomir; a method for increasing insulin sensitivity in a subject in
need thereof comprising administering to the subject one or more miRNAs selected from the group consisting of hsa-let-7a agomir,

- hsa-let-7a antagomir, hsa-miR-1 agomir, hsa-miR-1 antagomir, hsa-miR-19b agomir and hsa-miR-19b antagomir, hsa-miR-30b agomir,
and hsa-miR-30b antagomir; a method of increasing expression or activity of one or more uncoupling proteins in a cell comprising
administering to the cell one or more miRNAs selected from the group consisting of hsa-let-7a antagomir, hsa-miR-1 agomir,
hsa-miR-19b agomir and hsa-miR-30b agomir; a method of causing fat loss in a subject in need thereof comprising administering to the
subject one or more miRNAs selected from the group consisting of hsa-let-7a antagomir, hsa-miR-1 agomir, hsa-miR-19b agomir and
hsa-miR-30b agomir; use of an agomir or antagomir of one or more miRNAs selected from the group consisting of the miRNA set forth in
Tables 1, 11, 13 and 14 in the manufacture of a medicament for the treatment of obesity; and a composition comprising an agomir or
antagomir of one or more miRNAs selected from the group consisting of the miRNA set forth in Tables 1, 11, 13 and 14 for the treatment

_ of obesity. . i

Group |l: Claims 26-29 are directed toward a method of screening for a miRNA agent that modulates thermogenesis, the method
comprising: a) providing an indicator cell comprising a human genome; b) contacting the indicator cell with a test miRNA agent; and c)
determining the cellular activity of at least one thermogenic regulator in the indicator cell in the presence and absence of the miRNA
agent, wherein a change in the activity of the thermogenic regulator in the presence of the test miRNA agent identifies the test miRNA
agent as a miRNA agent that modulates thermogenesis.

The inventions listed as Groups I-il 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 special technical features of Group |
include a method of modulating respiratory chain uncoupling in a cell, the method comprising contacting the cell with a miRNA agent that
modulates activity of at least one mitochondrial uncoupler, which is not present in Group II; Group Il having special technical features
including a method of screening for a miRNA agent that modulates thermogenesis, the method comprising: a) providing an indicator cell
comprising a human genome; b) contacting the indicator cell with a test miRNA agent; and c) determining the cellular activity of at least
one thermogenic regulator in the indicator cell in the presence and absence of the miRNA agent, wherein a change in the activity of the
thermogenic regulator in the presence of the test miRNA agent identifies the test miRNA agent as a miRNA agent that modulates
thermogenesis. : .

Groups I-1l share the technical features including a method comprising a miRNA agent that modulates thermogenesis, the method
comprising: @ miRNA agent that modulates thermogenesis. .

However, these shared technical features are previously disclosed by WO 2011/079263 A2 to Collard, et al. (hereinafter 'Collard').
Collard discloses a method (Claim 1) comprising a miRNA agent (paragraphs [00105], [00107]) that modulates thermogenesis
(paragraph [0060]), the method (Claim 1) comprising: 2 miRNA agent (paragraphs [00105], [00107]) that modulates thermogenesis
(paragraph [0060]). . . . :

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