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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. D 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, 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. II1  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. In order for all inventions to be examined, the appropriate additional examination fees must be paid.

Group I: Claims 1-38, drawn to a polynucleotide for directing specific cleavage of an exogenous RNA of interest.
Group II: Claims 39-69, drawn to a polynucleotide for directing specific expression of an exogenous protein of interest.

---please see extra sheet-—-

1. g 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. I:I 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.:

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:l 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.
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Continuation of Box No Il Observations where unity of invention is lacking

The inventions listed as Groups | and |l 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 shared technical feature of the inventions listed as Groups | and |l is a polynucleotide that directs specific cleavage of an exogenous
RNA. This shared technical feature fails to provide a contribution over the prior art, as evidenced by US 2009/0234109 A1 to Han et al.
(published 17 September 2009; hereinafter 'Han'). Han discloses one or more polynucleotides for directing specific cleavage of an
exogenous RNA of interest (para [0008], [0069] - "signal-activated polynucleotide construct") at a specific target site (para [0008], [0069]
- "a duplex region that can either become or be cleaved by Dicer"), the cleavage taking place only in the presence of an endogenous
signal RNA in a cell the endogenous signal RNA being an RNA molecule which comprises a signal sequence (para [0069] - “in the
presence of the signal polynucleotides, the signal detecting polynucleotides hybridize with the signal polynucleotides, and allow the
formation of the duplex region for the generation of the siRNA or the miRNA (e.g., by Dicer cleavage)"), the signal sequence being any
predetermined sequence of from 18 to 25 nucleotides in length (para [0051] - "In certain embodiments, the signal polynucleotides
comprise . . . an miRNA, an siRNA" which one of ordinary skill in the art recognizes are short RNA molecules generally no more than 25
nucleotides in length) whereby introduction of said composition into a cell comprising said endogenous signal RNA (para [0122)-[0123])
directs the cleavage of said exogenous RNA of interest at the specific target site that is located within a specific sequence (para [0069]
Dicer cleavage) which is of sufficient complementarity to hybridize with the predetermined signal sequence (para [0069] - "one or more
signal detecting polynucleotides, each capable of hybridizing with one or more signal polynucleotides”). In the absence of a contribution
over the prior art, the shared technical feature is not a shared special technical feature.

Further, the special technical feature of the inventions listed as Group Il is expression of an exogenous protein of interest within a cell.
This special technical feature is not shared by the inventions of Group |.

Unity of invention exists only when the same or corresponding technical feature is shared by the claimed inventions. Without a shared
special technical feature, the inventions of Groups | and Il lack unity with one another.
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