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miR-1 probe TACATACTTCTTTACATTCCA
miR-133 probe ACAGCTGGTTGAAGGGGACCAA
miR-133a-1-up CATGTGACCCCTCACACACA
miR-133a-1-down ACAAGGGGAGCCTGGATCCC
‘miR-133a-2-up GGACATATGCCTAAACACGTGA
miR-133a-2-down GAAACATCTTTATCCAGTTT
miR-1-2-up AGACTGAGACACAGGCGACACC
miR-1-2-down TGCCGGTCCATCGGTCCATIGC
miR-{-1-up ' CACTGGATCCATTACTCTTC
miR-1-1-down TTGGAATGGGGCTGITAGTA
. miR-1mut-up TGAACATTCAGTGCTATAAAGAAGTATGTATTITGGGTAGGTA

miR-1mut-down TACCTACCCAAAATACATACTTCTTTATAGCACTGAATGTTCA
miR-133mut-up AATCGCCTCTTCAATGGATTTGTCAACCAGCTGTAGCTATGCATTGAT
miR-133mut-down  ATCAATGCATAGCTACAGCTGGTTGACAAATCCATTGAAGAGGCGATT

miR-1 duplex UGGAAUGUAAAGAAGUAUGUA
CAUACUUCUBUACAUUCCAUA
miR-1-mutduplex ~ UUAACCAUAAAGAAGUAUGUA
CAUACUUCUUUAUGGUUAAUA
miR-133 duplex UUGGUCCCCUUCAACCAGCUGU
AGCUGGUUGAAGGGGACCAAAU
miR-133-mut duplex UCAAGUAACUUCAACCAGCUGU
AGCUGGUUGAAGUUACUUGAAU
miR-208 duplex AUAAGACGAGCAAAAAGCULIGY
AAGCUUUUUGCUCGUCUUAUAC
GFP duplex AACUUCAGGGUCAGCUUGCCUU
GGCAAGCUGACCCUGAAGUUGG

2-0-methyl-miR-1  AAAUACAUACUUCUUUACAUUCCAUAGC
2'-0-methyl-miR-133 AGCUACAGCUGGUUGAAGGGGACCAAAUCCA
2'-0-methyl-miR-208 GACCAACAAGCUUUUUGCUCGUCUUAUACGUG
2'-0-methyl-GFP AAGGCAAGCUGACCCUGAAGUU

" HDAC4-UTR-up CAGCACTGGTGATAGACTTGG
HDAC4-UTR-down CTTAAGAATAAGTTCAATAAGAC

SRF-UTR-up AGATATGGGGGCTTGTGCCC
SRF-UTR-down CTGGGAGAAAGGGGGTAGAC
Myogenin F TGGAGCTGTATGAGACATCCC
Myogenin R TGGACAATGCTCAGGGGTCCC
MyoDF GCAGGCTCTGCTGCGCGACC
MyoDR TGCAGTCGATCTCTCAAAGCACC

Skeletal a-actinF CAGAGCAAGCGAGGTATCC

Skeletal c-actin R GTCCCCAGAATCCAACACG

MEFR2DF CAAGCTGTTICCAGTATGCCAG

MEEF2DR AAGGGATGATGTCACCAGGG

HDAC4F GAGAGAATTCTGCTAGCAATGAGCTCCCAA
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See the whole document. 22,27.28, 30-32, 36-
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WO 2006/107826 A2 (BOARD OF REGENTS, THE UNIVERSITY OF
P, X TEXAS SYSTEM), 12 October 2006. 1-52
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Box No. I1  Observations where certain elaims were found unsearchable (Continuation of item 2 of first sheet)

This international search repo& has not been established in respect of certain claims under Article 17(2)a) for the following
reasorns:

. [} ClaimsNos.:

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

2. |:’ Claims Nos.:

because they relate to parts of the intermational applicatioﬁ 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.:

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 sec 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 of additional fees.

As only same 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.:

1 & O

4. ‘:I No required additional search fees were timely paid by the applicant. Consequently, this international sarch report is
restricted to the invention first mentioned in the ¢laims; it is covered by claims Nos.:

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

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.

‘:I No protest accompanied the payment of additional search fees.
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Supplemental Box
(To be used when the space in any of Boxes I to VTl is not sufficient}

Continuation of Box No: HI

{Please note: claims to a substance or compound “for use™ are considered to claim the substance or compound
per s, which must at least be suitable for said use. Therefore claim 42 is considered to claim vectors per se,
which need only be at Jeast suitable for expressing a miRNA molecule in a myocyte. Please see the PCT
INTERNATIONAL SEARCH AND PREL[MINARY EXAMINATION GUIDELINES at part 5.21 for more
information of “Use claims™.}

This International Applicdtion does not comply with the requirements of unity of invention because it does not |
relate to one invention or to a group of inventions so linked as to form a single general inventive concept.

In assessing whether there is more than one invention claimed, I have given consideration to those features
which can be considered to potentially distinguish the claimed combination of features from the prior art.
Where different claims have different distinguishing features they define different inventions.

This International Searching Authority has found that there are different inventions as follows:

o Invention 1: Claim | and the appended claims thereto. It is considered that treating a muscle injury
using a micro RNA (miRNA) or vector encoding the miRNA, or an inhibitor of a miRNA wherein the
miRNA is targeted to a gene in a myocyte, comprises a first distinguishing feature.

o Invention 2: Claim 14 and the appended claims thereto. It is considered that 2 method of modulating
myocyte differentiation and/or proliferation using a miRNA or vector encoding the mlRNA comprises
a second distinguishing feature. -

o Invention 3: Claims 23 and 33 and the appended claims thereto. It is considered that methods of
modulating or inhibiting gene expression in a myocyte usmg a miRNA or vectors encoding the
miRNA comprise a third distinguishing feature,

o Invention 4: Claim 42 and the appended claims thereto. [t is considered that vectors suitable for
expressing miRNA molecules in a myocyte comprise a fourth distinguishing feature.

PCT Rule 13.2, first sentence, states that unity of invention is only fulfilled when there is a technical
relationship among the claimed inventions invelving one or more of the same or corresponding spedal
technical features. PCT Rule 13.2, second sentence, defines a special technical feature as a feature which
makes a contribution over the prior art.

The only feature common to all of the claims is miRNA and/or vectors encoding miRNAs that can regulate
gene expression in cells (including those genes regulated by miR-1,-133, -206, -208,--22, -26, -29, -30, -128, -
143, and miR-145). However this concept is not novel in the light of:

US 2005/0059005 A1 (Tusch! et al), Mar. 17, 2005 (see the passages indicated in Box C of the search report).

This means that the common feature can not constitute a special technical feature within the meaning of PCT
Rule 13.2, second sentence, since it makes no contribution over the prior art.

Because the common feature does not satisfy the requirement for being a special technical feature it foltows
that it cannot provide the necessary technical relationship between the identified inventions. Therefore the
claims do not satisfy the requirement of unity of invention a posteriori.

This International Searching Authority chose not to invite the applicant to pay additional search fees because
all of inventions 1-4 could be searched with no additional effort.
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