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Box No. II 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. 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 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.; -

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. III  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.

Group I+: claims 1-15, drawn to a composition for delivering an oligonucleotide to a cell in vivo comprising: an RNA interference
polynucleotide covalently linked to a targeting ligand-pharmacokinetic modulator targeting moiety. The first invention (claims 1-5, 15) is
restricted to the palmitoy! pharmacokinetic modulator targeting moiety. Should an additional fee(s) be paid, Applicant is invited to elect
an additional pharmacokinetic modulator(s) to be searched.

Group Il: claims 16-20, drawn to a composition for delivering an polynucleotide to a liver cell in vivo comprising: said polynucleotide
covalently linked to an ASGPr targeting moiety-pharmacokinetic modulator targeting moiety.

See Supplemental Sheet to continue

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.

[¥8]

N/
. 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.:
1-5, 15, restricted to the palmitoyl, and 16-20

4. D 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.

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.

N/
M No protest accompanied the payment of additional search fees.
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Supplemental Sheet
In Continuation of Box II!. Observations where unity of invention is lacking:

The inventions listed as Groups I+ and 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 inventions of Group I+ do not include the inventive concept of a composition for delivering an polynulceotide to a liver cell in vivo
comprising: said polynucleotide covalently linked to an ASGPr targeting moiety-pharmacokinetic modulator targeting moiety , as required
by Group Il

The inventions of Group I+ share the technical feature of a composition of claim 1. However, this shared technical feature does not
represent a contribution over prior art as being anticipated by an article titled "Mechanisms and optimization of in vivo delivery of
lipophilic siRNAs" by Wolfrum, et al. (Nat Biotechnol. 2007, 25(10):1149-57) that discloses a composition (pg 1153, col 1 to col 2,
"Purified HDL and LDL particles were saturated with cholesterol-siRNA-apoB1 and injected into Syrian hamsters") for delivering an
oligonucleotide to a cell in vivo (pg 1152, col 1, “To determine whether the binding affinity of cholesterol-siRNA to HDL, LDL and albumin
in vitro reflects their relative affinity in vivo, we determined the plasma distribution of 32P-cholesterolsiRNA complexed with purified
hamster LDL, HDL and albumin in hamsters at 1, 2, 3 and 4 h after systemic administration”) comprising: an RNA interference
polynucleotide covalently (pg 1150, Fig 1 and its legend, "(a) Structure of lipid conjugated siRNAs. The desired lipophile (L) is
conjugated to the 3'-end of the sense strand of the apoB siRNA4 (siRNAapoB1) via a trans-4-hydroxyprolinol linker") linked to a
targeting ligand-pharmacokinetic modulator targeting moiety (pg 1152, col 1, 32P-cholesterolsiRNA"). As said composition was known in
the art at the time of the invention, this cannot be considered a special technical feature that would otherwise unify the groups.

Another special technical feature of the inventions listed as Group I+ is the specific targeting ligand-pharmacokinetic modulator recited
therein. The inventions do not share a special technical feature, because Wolfrum discloses the claimed palmitoy! and oleyl modulators
(pg 1150, Fig 1b and its legend, palmitoyl (C16) and Oleoyl (C18,w-9)). Without a shared special technical feature, the inventions lack
unity with one another.

Groups I+ and Il therefore lack unity under PCT Rule 13 because they do not share a same or corresponding special technical feature.
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