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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:

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. & Claims Nos.: 4-42 and 46-50
because they are dependent claims and are not drafied in accordance with the second and third sentences of Rule 6.4(a).

Box No. IIl  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:
Group |I: Claims 1-3 and 43-45, drawn to compositions and methods comprising a dsRNA targeted to a PCSK9 gene, wherein the
dsRNA is AD-9680 represented by sense strand SEQ ID NO: 1531 and antisense strand SEQ ID NO: 1532.

Group II: Claims 1-3 and 43-45, drawn to compositions and methods comprising a dsRNA targeted to a PCSKS gene, wherein the
dsRNA is selected from the group consisting of AD-3267, AD-3268, AD-3269, AD-3270, AD-3271, AD-3272, AD-3273, AD-3274, or AD-
3275, with sense and antisense strands described in Table 6.

Group |Ii: Claims 1-3 and 43-45, drawn to compositions and methods comprising a dsRNA targeted to a PCSK9 gene, wherein the
dsRNA is selected from the group consisting of AD-14676, AD-3276, AD-3277, AD-3278, AD-3279, AD-3280, AD-3281, AD-3282, AD-
3283, AD-3284, with sense and antisense strands described in Table 6. )

---Please see continuation on extra sheet---

1. 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. l:] 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. }X{ 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.:

1-3 and 43-45, limited to AD-9680 and SEQ ID NOs: 1531 and 1532

Remark on Protest I:] 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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Continuation of Box No. Ill Observations where unity of invention is lacking

Group IV: Claims 1-3 and 43-45, drawn to compositions and methods comprising a dsRNA targeted to a PCSK9 gene, wherein the
dsRNA is AD-3511 represented by sense strand SEQ ID NO: 1521 and antisense strand SEQ ID NO: 1522.

The inventions listed as Groups |-}V 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 only technical feature shared by the inventions listed as Groups I-1V are double stranded RNA (dsRNA) inhibitors of RCSK9 gene
expression. This shared technical feature does not provide a contribution over the prior art, as evidenced by McSwiggen et al. (US
2007/0173473 A1, published 26 July 2007), which teaches use of double stranded nucleic acid molecules, including dsRNA, to modulate
PCSK9 gene expression. In the absence of a contribution over the prior art, the shared technical feature is not a shared special technical
feature. Otherwise, the inventions listed as Groups | - IV do not share any significant structural similarities that would represent a shared
special technical feature. Without a shared special technical feature, the inventions lack unity with one another.
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