CLAIMS

1. An adenosine deaminase acting on ribonucleic acid (RNA) (ADAR) recruiting
molecule comprising a double-stranded RNA duplex, wherein the double-stranded RNA
duplex comprises two strands-of RNA strands efan-equal numberofnueleetideshybridized to
form a duplex, wherein:

(a) thewhieh two RNA strands are not connected to one another by means of a
hairpin;-wherein:;

(ab)  each of the two RNA strands forming the duplex has a 5 terminal nucleotide

that is complementary to a 3’ terminal nucleotide of the other RNA strand, wherein the

terminal nucleotide is the terminal nucleotide of the duplexthe 5 nucleoctide-ofeach RNA

(bc) atleast one of the two RNA strands forming-ef the deuble-stranded RINA:
duplex comprises at least one nucleoside modification and/or at least one backbone
modification; and

(ed) the double-stranded RNA duplex comprises at least one base pair mismatch,

wherein the mismatch is not positioned at either terminal nucleotide base pair of the deuble-

stranded RNA-duplex.

2. The ADAR recruiting molecule of claim 1, further comprising a single-stranded guide

nucleic acid, optionally wherein the single-stranded guide nucleic acid comprises at least one

nucleoside modification and/or at least one backbone modification.

3. The ADAR recruiting molecule of claim 1 or claim 2, wherein the double-stranded

RNA duplex and/or the single-stranded guide nucleic acid comprises at least one nucleoside

modification and at least one backbone modification.

4. The ADAR recruiting molecule of any one of claims 1-3, wherein the at least one
nucleoside modification of the double-stranded RNA duplex comprises a 2'-aminoethyl, a 2'-
deoxy-2'-fluoro-p-d-arabinonucleic acid, a 2’-O-methyl, a 2'-O-methoxyethyl (2'0-MOE), or

a 2'-fluoro modification.
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5. The ADAR recruiting molecule of any one of claims 1-4, wherein the at least one

backbone modification of the double-stranded RNA duplex and/or the single-stranded guide

nucleic acid comprises a phosphorothioate modification.

6. The ADAR recruiting molecule of any one of claims 1-5, wherein the at least one
backbone modification of the double-stranded RNA duplex is positioned within 1-5
nucleotides of the terminal nucleotide of the RNA strand on which it is located and/or

wherein the at least one backbone modification of a single-stranded guide nucleic acid is

positioned within 1-5 nucleotides of the terminal nucleotide of the single-stranded guide

nucleic acid.

97. The ADAR recruiting molecule of any one of claims 1-86, wherein the double-

stranded RNA duplex and/or the single stranded guide nucleic acid comprises more than one

nucleoside modification.




stranded RNA-duplex-ecemprisesand/or more than one backbone

208. The ADAR recruiting molecule of any one of claims 1-+97, further comprising

nucleotides attached to the 3’ end or 5’ end of at least one of the RNA strands of the double-
stranded RNA duplex creating a 3" or 5’ end overhang.

219.  The ADAR recruiting molecule of any one of claims 1-208, further comprising an

additional moiety.

2210. The ADAR recruiting molecule of any one of claims 1-219, further comprising a
linker.
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3911. The ADAR recruiting molecule of any one of claims 2-3810, wherein the single-

stranded guide nucleic acid comprises three consecutive non-modified nucleotides.

4012. The ADAR recruiting molecule of claim 3911, wherein at least one of the three
consecutive non-modified nucleotides pairs with a nucleotide adjacent to a target adenosine in

the target sequence.

4+13. The ADAR recruiting molecule of claim 4012, wherein the middle nucleotide of the

three consecutive non-modified nucleotides is opposite the target adenosine.
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4214. The ADAR recruiting molecule of any-ene-efelaims2-4tclaim 13, wherein a

nucleotide opposite a target adenosine comprises:
(a) cytosine (C);

(b) a natural or modified nucleotide which does not base pair with adenosine (A);

and/or

() a natural or modified nucleotide which base pairs with guanine (G) or inosine

(D).

4415. The ADAR recruiting molecule of any one of claims 1-4314, wherein each RNA

strand of the double-stranded RNA duplex and/or the single-stranded guide nucleic acid is

fewer than or equal to 100 nucleotides in length.
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12716. Use of the ADAR recruiting molecule of any one of claims 2-15 in the manufacture of

a medicament for A-method-ef-deaminating a target nucleic acid in a subject, eomprising;
adml-nﬂ%emkg—aﬂ—eﬁfeem%ameaﬂ{—efwherem the ADAR recruiting molecule is to be

administered to the subjecte

any-one-ofelaims 64126, wherein the ADAR recruiting molecule aﬂel#er—ﬂ&e—l?v}#x—t&rgefemg
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moeleeule-comprises a single-stranded guide nucleic acid comprising a sequence which is

sufficiently complementary to a target sequence to hybridize with the target sequence.

12817. The method-use of claim 42716, wherein the target sequence comprises a target

adenosine.

12918. Use of the ADAR recruiting molecule of any one of claims 2-15 in the manufacture of
a medicament for A-method-ef-treating a subject, eomprising-administeringwherein the
ADAR recruiting molecule is to be administered to the subjectefany-one-efelaims2-63;
and/or-the RNA-targetine molecule of any-one-of claims-64-126, wherein the ADAR
recruiting molecule and/orthe RNA-targeting-moleetle-comprises a single-stranded guide

nucleic acid comprising a sequence which is sufficiently complementary to a target sequence

to hybridize with the target sequence.

13019. The method-use of claim 42918, wherein the target sequence comprises a target

adenosine.

13120. The method-use of claim 43619, wherein the target adenosine is related to a disease or

disorder, wherein the deamination of the target adenosine treats the disease or disorder.
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