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Figure 1: Intermediate compound of formula le, wherein a targeting ligand/linker is bound to a

solid phase support, and wherein Pg' is the protecting group DMTr.

(57) Abstract: The invention provides certain nucleic acids (e.g., double stranded siRNA molecules), as well as conjugates that comprise
a targeting moiety, a double stranded siRNA, and optional linking groups. Certain embodiments also provide synthetic methods usetul
for preparing the conjugates. The conjugates are useful to target therapeutic double stranded siRNA to the liver and to treat liver diseases
including hepatitis (e.g. hepatitis B and hepatitis D).
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means

"P" document published prior to the international filing date but later than
the priority date claimed

"T" later document published after the international filing date or priority
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the principle or theory underlying the invention

"X" document of particular relevance; the claimed invention cannot be
considered novel or cannot be considered to involve an inventive
step when the document is taken alone

"Y" document of particular relevance; the claimed invention cannot be
considered to involve an inventive step when the document is
combined with one or more other such documents, such combination
being obvious to a person skilled in the art
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Box No. | Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c of the first sheet)
1. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search was

carried out on the basis of a sequence listing:
a. D forming part of the international application as filed:
D in the form of an Annex C/ST.25 text file.

D onh paper or in the form of an image file.

b. furnished together with the international application under PCT Rule 13ter.1(a) for the purposes of international search
only in the form of an Annex C/ST.25 text file.

c. furnished subsequent to the international filing date for the purposes of international search only:

in the form of an Annex G/ST.25 text file (Rule 13ter.1(a)).

D on paper or in the form of an image file (Rule 13ter.1(b) and Administrative Instructions, Section 713).

2. D In addition, in the case that more than one version or copy of a sequence listing has been filed or furnished, the required
statements that the information in the subsequent or additional copies is identical to that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:
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Box No.ll 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:' Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2. I:' 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. lll 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:

see additional sheet

-

As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. I:' As all searchable claims could be searched without effort justifying an additional fees, this Authority did not invite payment of
additional fees.

3. 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.:

1-195(partially)

4. |:| 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 The additional search fees were accompanied by the applicant's protest and, where applicable, the
payment of a protest fee.

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.

m No protest accompanied the payment of additional search fees.
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-165, 174-195(all partially)

A nucleic acid molecule with Seq ID No 1. A double stranded
siRNA comprising said nucleic acid and the complementary
nucleic acid with Seq ID No 2. Said siRNAs having further
chemical modifications at one position. Pharmaceutical
compositions comprising said molecules. Methods of
delivering the modified molecules to a Tiver. Medical use of
the compounds.

2. claims: 1-165, 174-195(all partially)

As for subject 1 but now for sequence with Seq ID No 3 and
the complementary sequence with Seq ID No 4.

3. claims: 166, 168, 170, 172(completely); 1-165,
174-195(partially)

As for subject 1 but now for sequence with Seq ID No 5 and
the complementary sequence with Seq ID No 6.

4-24, claims: 1-165, 174-195(all partially)

As for subject 1 but now for sequences with Seq ID No 7-47
and the complementary sequences with Seq ID No 8-48.

25. claims: 167, 169, 171, 173(completely); 1-165,
174-195(partially)

As for subject 1 but now for sequence with Seq ID No 49 and
the complementary sequence with Seq ID No 50.

26-37. claims: 1-165, 174-195(all partially)
As for subject 1 but now for sequences with Seq ID No 51-73
and the complementary sequences with Seq ID No 52-74.

38. claims: 174-186(partially)

Compounds having a certain formula I, Ia, XX, or specific
structure or salts thereof.
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