CLAIMS

1. A Ul adaptor oligonucleotidmmprising a nucleic acid moleculemprising an annealing
domain operably linked to affector domain, wherein said annealing domain idytes to the
pre-mRNA ofthe full lengthhuntingtin(HTT) gene and wherein said effector domain hybridizes
to the U1 snRNA of U1 snRNP.

2. The U1 adaptor oligonucleotidéclaim 1, wherein said annealing domain is adduto about

30 nucleotides in length.

3. The U1 adaptor oligonucleotidéclaim 1, wherein said effector domain is ab®td about 20

nucleotides in length.

4. The U1 adapt oligonucleotide of claim 1, wherein said effeaomain and said annealing

domain are linked by a bond or a linker domaintmig 1 to about 10 nucleotides.

5. TheU1 adaptor oligonucleotide of claim 1, wherein tiueleic acid sequence of said effector
domain comprises the nucleic acid sequence of SERQ: 1, SEQ ID NO: 4, or SEQ ID NO: 5,

wherein uracil bases and thymidine bases may beaeged.

6. The Ul adaptor oligonucleotide of claim 5, wiretbe nucleic acid sequence of said
effector domain comprises the nucleic acid sequeh&EQ ID NO: 1, SEQ ID NO: 4, or
SEQ ID NO: 5.

7. TheU1 adaptor oligonucleotide of claim 1, further caising a firsttargeting moietypperably

linked to saidJ1 adaptor oligonucleotide.

8. TheU1 adaptor oligonucleotide of claim 1, wherein theleic acid sequence of said U1 adaptor

oligonucleotide comprises at least one nucleotideag.

9. TheU1 adaptor oligonucleotide of claim 1, wherein theleic acid sequence saidU1 adaptor
oligonucleotide comprises 2'-O-methyl nucleotid®g)-methyloxyethoxy nucleotides, 2’-halo (e.qg.,

2'-fluoro), and/or locked nucleic acids.



10. TheU1 adaptor oligonucleotide of claim 1, wherein theleic acid sequence of said U1 adaptor

oligonucleotide comprises phosphorothioates.

11. TheU1 adaptor oligonucleotide of claim 1, wherein samhealing domain hybridizes with a

target sequence in the 3’ terminal exon of the KENRe

12. TheU1 adaptor oligonucleotide of claim 1, wherein éffector domain is operably linked to the
3’ end of the annealing domain, the 5’ end of theealing domain, or both the 5’ and 3’ end of said

annealing domain.

13. TheU1 adaptor oligonucleotide of claim 1, wherein sdidsnRNA is a U1 variant SnRNA.

14. TheU1 adaptor oligonucleotide of claim 7, wherein ddidadaptor oligonucleotide and said

first targeting moiety are conjugated via a linker.

15. TheU1 adaptor oligonucleotide of claim 14, whereirddaiker is cleavable.

16. TheU1 adaptor oligonucleotide of claim 7, wherein daist targeting moiety is operably linked
to the 3’ end, the 5’ end, or both the 5’ and 3 efisaidU1l adaptor oligonucleotide

17. TheU1 adaptor oligonucleotide of claim 16, whereirddist targeting moiety is operably
linked to the 5’ end of the U1 adaptor oligonuciéet

18. The U1 adaptor oligonucleotide of claim 7, cosipg a second targeting moiety
operably linked to said U1 adaptor oligonucleotisleerein said first targeting moiety is
operably linked at the 3’ end of said U1 adaptayariucleotide and said second targeting maety
operably linked at the 5’enaf said U1 adaptor oligonucleotide.

19. TheU1 adaptor oligonucleotide of claim 7, wherein daist targeting moiety is an antibody or

functional fragment thereof.

20. The U1 adaptor oligonucleotide of claim 1, whereaiddJ1 adaptor oligonucleotide comprises
the nucleic acid sequence of any one of SEQ ID 8|GEQ ID NO: 37, SEQ ID NO: 38, SEQ ID
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NO: 9, SEQ ID NO: 39, SEQ ID NO: 10, SEQ ID NO: EEQ ID NO: 12, SEQ ID NO: 13, SEQ ID
NO: 14, SEQ ID NO: 15, or SEQ ID NO: 16, whereiaait bases and thymidine bases may be

exchanged.

21. The U1 adaptor oligonucleotide of clad wherein sait)1 adaptor oligonucleotide
comprisegshe nucleic acid sequence of any one of SEQ ID 8|&EQ ID NO: 37, SEQ ID NO: 38,
SEQ ID NO: 9, SEQ ID NO: 39, SEQ ID NO: 10, SEQND: 11, SEQ ID NO: 12, SEQ ID NO: 13,
SEQ ID NO: 14, SEQ ID NO: 15, or SEQ ID NO: 16.

22. The U1 adaptor oligonucleotide of claim 21, vele said U1 adaptor oligonucleotide
comprises the nucleic acid sequence of any on&Qf I® NO: 8, SEQ ID NO: 9, or SEQ ID
NO: 15.

23. The U1 adaptor oligonucleotide of claim 1, véwersaid annealing domain hybridizes

with the corresponding RNA nucleic acid sequenabedDNA nucleic acid sequence of any one of
SEQ ID NOs: 26-36.

24. The U1 adaptor oligonucleotide of claim 23, weesaid annealing domain hybridizes with
the corresponding RNA nucleic acid sequence t@®tkA nucleic acid sequence of any one of SEQ
ID NO: 26, SEQ ID NO: 29, or SEQ ID NO: 35.

25. The U1 adaptor oligonucleotide of claim 1, vénersaid annealing domain comprises a
nucleic acid sequence that is at least 75%, at 8%, at least 85%, at least 90%, at least
95%, at least 97%, or at least 100% complementattyet RNA nucleic acid sequence

corresponding to the DNA nucleic acid sequencengfane of SEQ ID NOS: 26-36.

26. The U1 adaptor oligonucleotide of claim 25, vele said annealing domain comprises an
RNA nucleic acid sequence that is at least 75%aat 80%, at least 85%, at least 90%, at
least 95%, at least 97%, or at least 100% complaaneto the RNA nucleic acid sequence
corresponding to the DNA nucleic acid sequencengfane of SEQ ID NOS: 26-36.

27. The U1 adaptor oligonucleotide of claim 1, vaneisaid effector domain comprises a

nucleic acid sequence that is at least 75%, at 86, at least 85%, at least 90%, at least
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95%, at least 97%, or at least 100% identical éonihicleic acid sequence of SEQ ID NOS: 1,

4, or 5, wherein uracil bases and thymidine bassslve exchanged.

28. The U1 adaptor oligonucleotide of claim 27, vele said effector domain comprises a
nucleic acid sequence that is at least 75%, at 86, at least 85%, at least 90%, at least
95%, at least 97%, or at least 100% identical éonihicleic acid sequence of SEQ ID NOS: 1,
4, 0or 5.

29. The U1 adaptor oligonucleotide of claim 1, vénerthe U1 adaptor oligonucleotide
comprises a nucleic acid sequence that is at Té&&4t at least 80%, at least 85%, at least
90%, at least 95%, at least 97%, or at least 1@%¥itical to the nucleic acid sequence of
SEQ ID NO: 8, SEQ ID NO: 37, SEQ ID NO: 38, SEQND: 9, SEQ ID NO: 39, SEQ ID
NO: 10, SEQ ID NO: 11, SEQ ID NO: 12, SEQ ID NO; 8&Q ID NO: 14, SEQ ID NO:
15, or SEQ ID NO: 16, wherein uracil bases and idyme bases may be exchanged.

30. The U1 adaptor oligonucleotide of claim 29, wvenethe U1 adaptor oligonucleotide
comprises a nucleic acid sequence that is at Té&&4t at least 80%, at least 85%, at least
90%, at least 95%, at least 97%, or at least 1@@%¥itical to the nucleic acid sequence of
SEQ ID NO: 8, SEQ ID NO: 37, SEQ ID NO: 38, SEQND: 9, SEQ ID NO: 39, SEQ ID
NO: 10, SEQ ID NO: 11, SEQ ID NO: 12, SEQ ID NO; SEQ ID NO: 14, SEQ ID NO:
15, or SEQ ID NO: 16.

31. The U1l adaptor oligonucleotide of claim 30, wveethe U1l adaptor oligonucleotide
comprises a nucleic acid sequence that is at T&t at least 80%, at least 85%, at least
90%, at least 95%, at least 97%, or at least 1@@%¥itical to the nucleic acid sequence of
SEQ ID NO: 8, SEQ ID NO: 9, or SEQ ID NO: 15.

32. The U1 adaptor oligonucleotide of claim 1, véneithe U1 adaptor oligonucleotide
comprises the sequence of any one of SEQ ID NO&68D, wherein uracil bases and

thymidine bases may be exchanged

33. The U1 adaptor oligonucleotide of claim 32, velnethe U1 adaptor oligonucleotide
comprises the sequence of any one of SEQ ID NO&68D, wherein uracil bases and

thymidine bases are exchanged.
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34. The U1 adaptor oligonucleotide of claim 1, véwersaid annealing domain hybridizes
with the corresponding RNA nucleic acid sequenciaeDNA nucleic acid sequence of any
one of SEQ ID NOS: 40-355.

35. The U1 adaptor oligonucleotide of claim 7, vaeisaid first targeting moiety is an
antibody or functional fragment thereof that speaify binds a surface protein on a target
cell.

36. The U1 adaptor oligonucleotide of claim 7, venersaid first targeting moiety is Fab,
Fab', F(ab")2, F(v), scFv, scFv2, and scFv-Fc.

37. The U1 adaptor oligonucleotide of claim 1, fiertcomprising at least one cell

penetrating moiety that is operably linked to daiidadaptor oligonucleotide.

38. The U1 adaptor oligonucleotide of claim 37, vele said U1 adaptor oligonucleotide and

said cell penetrating moiety are conjugated viaker.

39. The U1 adaptor oligonucleotide of claim 38, wele said linker is cleavable.

40. The U1 adaptor oligonucleotide of claim 37, velre said cell penetrating moiety is
operably linked to the 3’ end, the 5’ end, or bttt 5’ and 3’ end of said U1 adaptor

oligonucleotide.

41. A composition comprising at least duie adaptor oligonucleotide of any one of clairsdQ

andat least one pharmaceutically acceptable carrier.

42. The composition of claidil, wherein said composition further comprisegast one siRNA

or antisense oligonucleotide directed against §diél gene.

43. A method of inhibiting the expressiontidé HTTgene comprising delivering to a cell

first U1 adaptor oligonucleotide of any one of ilail-40.
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44. The method of claim 27, comprising deliveringeaond U1 adaptor oligonucleotiofe
any one of claims #0, whereirthe annealing domain of said first U1 adaptor aligtieotide
hybridizes with a different target sequence ingreemRNA of the HTTgenethan the annealing

domain of said second U1 adaptor oligonucleotide.

45. Use of the U1 adaptor of any one of claims Ie4@he manufacture of a medicament for

the treatment of Huntington’s disease subject in need thereof.

46. The use according to claim 45, wherein the oasdent is for administeringaid first U1
adaptor oligonucleotide in association with a selddi adaptor oligonucleotidef any one of
claims 1-40, wherein the annealing domain of siagll )1 adaptor oligonucleotide hybridizes with a
different target sequence in the pre-mRNA of sald’ ldene than the annealing domain of said

second U1 adaptor oligonucleotide.
47. Theuse according to claim 45, wherein the medicansefdriadministering said first U1 adaptor

oligonucleotide in association witt least one siRNA or antisense oligonucleotideati&d

against saidiTT gene.
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