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An oligomeric compound comprising a modified oligonucleotide consisting of 16, 17, 18, 19, or 20 linked
nucleosides and having a nucleobase sequence comprising at least 15 or at least 16 contiguous nucleobases of any of the
nucleobase sequences of SEQ ID NOs: 20-50, wherein the modified oligonucleotide comprises at least one modification

selected from a modified sugar moiety and a modified internucleoside linkage.

2. An oligomexic compound comprising a modified oligonucleotide consisting of 17, 18, 19, or 20 linked
nucleosides and having a nucleobase sequence comprising at least 15, at least 16, or at least 17 contiguous nucleobases
of any of the nucleobase sequences of SEQ ID NOs: 20-27, 29-30, or 32-50, wherein the modified oligonucleotide

comprises at least one modifidation selected from a modified sugar moiety and a modified internucleoside linkage.

3. An oligomeric compound, comprising a modified oligonucleotide consisting of 18, 19, or 20 linked nucleosides
and having a nucleobase sequence comprising at least 15, at least 16, or at least 17, or at least 18 contiguous nucleobases
Q ID NOs: 20-27, 30, or 33-50, wherein the modified oligonucleotide

comprises at least one modification selected from a modified sugar moiety and a modified internucleoside linkage.

of any of the nucleobase sequences of

4. An oligomeric compound comprising 8 modified oligonucleotide consisting of 19 or 20 linked nucleosides and
having a nucleobase sequence comprising at least\|5, at least 16, or at least 17, at least 18, or at least 19 contiguous
nucleobases of any of the nucleobase sequences of SEQ ID NOs: 20, 22, 24-27, 30, 33-50, wherein the modified
oligonucleotide comprises at least one modification selested from a modified sugar moiety and a modified

internucleoside linkage.

5. An oligomeric compound comprising a modified oligogucleotide consisting of 20 linked nucleosides and
having a nucleobase sequence comprising at least 15, at least 16, ox at least 17, at least 18, at least 19, or at least 20
contiguous nucleobases of any of the nucleobase sequences of SEQ IR NOs: 20, 22, 25, 27, 35, 39-46, or 49, wherein
the modified oligonucleotide comprises at least one modification selected from a modified sugar moiety and a modified

internucleoside linkage.

6. The oligomeric compound of any of claims 1-5, wherein the modified gligonucleotide has a nucleobase
sequence that is at least 80%, 85%, 87.5%, 88.2%, 89%, 89.4%, 90%, 93.7%, 94%, 94.7%, 95%, or is 100%
complementary to the nucleobase sequence of SEQ ID NO: 1 when measured across the entire nucleobase sequence of

the modified oligonucleotide.

7. The oligomeric compound of any of claims 1-6, wherein the modified oligonucleotide has an internucleoside
linkage motif (5° to 3°) selected from: S0S0SSSSSSSSSSSSS, SSOSSSSSSSSSSSOSS, SSOSSSSSOSSSSSOSS, SSQSSSOSSSOSSSOSS,
SO0SSSSSSSSSS00SS, SO00SSSSSSSSSO0SS, SO00SSSSSSSSO00SS, SSSSSSSO00SSSSSSS, SSOSSSSSSSSSSSSSS, SSSSOSSSSSSSSSSSS,
SSSSSSOSSSSSSSSSS, SSSSSSSSOSSSSSSSS, SSSSSSSSSSOSSSSSS, SSSSSSSSSSSSOSSSS, SSSSSSSSSSSSSS0SS, SOSSSSSSSSSYSSOSS,
SOSSSSSSSSSOSSSSS, SOSSSSSSSOSSSSSSS, SOSSSSSOSSSSSSSSS, SOSSSOSSSSSSSSSSS, SSSSOSSSSSSSSSOSS, SSSSSS0SSSSSSHOSS,
SSSSSSSSOSSSSSOSS, SSSSSSSSSSOSSSOSS, SSSSSSSSSSSSOS0SS, SOOSSSSSSSSSSSSSS, SSS00SSSSSSSSSSSS, SSSSSO0SSSSSSSS
SSSSSSSOOSSSSSSSS, SSSSSSSSSO0SSSSSS, SSSSSSSSSSSO0SSSS, SSSSSSSSSSSSS00SS, SSSSSSSO000SSSSSS, SSO000SSSSSSSSSSS,
SSSSO000SSSSSSSSS, SSSSSSSSO000SSSSS, SSSSSSSSSSO000SSS, SSSSSSSSSSSO000SS, SSSSSSO0000SSSSSS, SSSSSS000000SSSSS)

SO000SSSSSSSO00SS, SSSSSO000000SSSSS, SSSSSSSSSSSSSSOSS, SSSSSSSSSSSSOSSS, SSSSSSSSSSSSSO0SS, SSSSSSSSSSSSOSOSS,
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SSSSSSSSSSOSSSSS, SSSSSSSSSSSOSOSSS, SSSSSSSSSSOSSOSSS, SSSSSSSSSOSSSSSSS, SSSSSSSSSOSSSOSSS, SSSSSSSSOSSSSSOSS,
SSSS§SSSOSSSSOSSS, SSSSSSSOSSSSSSSSS, SSSSSSSO0SSSSSSSS, SSSSSOSSSSSSSSSSS, SSS0SSSSSSSSSSSSS, SOSSSSSSSSSSSSSSS,
SOSSSSIGOSSSSSSSS, SO0SSSSSSSSSSSSSS, 0SSSSSSSSSSSSSSSSS0, SSSSSSSSSSSSSSSSS00, SSSSSSSSSSSSSSSSOSS, SSSSSSSSSSSSSSSOOSS,
SSSSSSSSSSESSS0S0SS, SSSSSSSSSOSSSSSSSSS, SSSSSSSSSOSSSSSS0SS, SSSSSSSSO0SSSSSSSSS, SOSSSSSSSSSSSSSSSSS, SOSSSSSSSSSSSSSSOSS,
SOSSSSSSSOSSISSSSSS, SOSOSSSSSSSSSSSSSSS, SO0SSSSSSSSSSSSSSSS, SSSSSSSSSSSSSSSSSSS, SSSSSSSSSSSSSSSSS0, 0SSSSSSSSSSSSSSSSSS,
SSSSSSSSSSSSOSOSR0, SSSSSSSSSSSSSSSOSS, SSSSSSSSSSSSSOS0SS, SSSSSSSSOSSSSSSSSS, SSSSSSSSOSSSSSSOSS, SOSSSSSSSSSSSSSSSS,
SOSSSSSSSSSSSSS0SS, \SOSSSSSSOSSSSSSSSS, SOSOSSSSSSSSSSSSSS, SSSSSSSSSS0000SS, SSSSSSSSO000SSSS, SSSSSSSO00SSSSSS,
$SSSSSO000SSSSSS, SSSSSSO0000SSSSS, SSSSSO00000SSSSS, SSSSSO000000SSSS, SSSSO000SSSSSSSS, SSOSSSSSSSSSSOSS,
SSOSSSSSOSSSSOSS, SSOSSSOSSSOSSOSS, SSOSSOSSOSSOSOSS, SSOSOSOSOSOSOSSS, SSO000SSSSSSSSSS, SO0SSSSSSSSSOO0SS,
SO00SSSSSSSSO0SS, SOO0SSSSSSSO00SS, SOO00SSSSSSO00SS, SSSSSSSSSO000SS, SSSSSSSSO000SSS, SSSSSSO00SSSSSS,
$555SS0000SSSSS, SSSSSO0000SSSSS , SSSSSO00000SSSS, SSSSO000SSSSSSS, SSSSO000000SSSS, SSSOSSSOSSSOSSS, SSOSSSSSSSSSOSS,
SSOSSOSSOSSOSSS, SSOSSOSSOSOSOSS, §SOSOSOSOSOSOSS, SSOO00SSSSSSSSS, SOOSSSSSSSSO0SS, SOO0SSSSSSSO0SS, SO00SSSSSSO00SS,
and s0000sssss000ss; wherein ‘s’ represents a phosphorothioate internucleoside linkage and ‘o’ represents a

phosphodiester internucleoside linkage.

8. The oligomeric compound of any of claims 1-6, wherein the modified oligonucleotide has an internucleoside
linkage motif selected from: sssssssssssssssxs and ssssssssssssssssx, wherein s’ represents a phosphorothioate

internucleoside linkage, ‘0’ represents a phosphodigster internucleoside linkage, and “x” represents a

methoxypropylphosphonate internucleoside linkage.

9. The oligomeric compound of any of claims 1-6,\wherein the modified oligonucleotide has an internucleoside
linkage motif selected from: 7zz77777777777777, SSSSSSSSSSSAZZZ77Z, SSSSSZZZZZZSSSSSS, ZZOOOO0000000007Z7Z,
77770000000000077, ZZ77Z7ZZ00000000077, Z7777Z770000000ZZNand $50000000000000ss, wherein ‘s’ represents a

e, 0

phosphorothioate internucleoside linkage, ‘o’ represents a phosphodiester internucleoside linkage, and “z” represents a

mesyl phosphoramidate internucleoside linkage.

10. The oligomeric compound of any of claims 1-9, wherein the modified oligonucleotide has a sugar motif (5° to

3’) selected from: CCCCCLCCCCCeeeeeeeeee, CCCeeeeeeeeeeeeeeee, CCeCeeeeeeeeeeeeee, eceeceeeeeeeceeceee,
geeeeeeeeeeeeeee, NNNNNNNNNNNNNNN, NNNNNNNNNNNNNNNNN, \ nnnnnnnnnnnnnnnnnnn,
nmnnnnnnnnnnnnnnnnnmn, nennnnneneennnnnnn, NNNNNNNNNNNNENNECN, nENNNNNENCENENNEen, NNNNNNNNNNNNNNNNNNE,

nnnnnnnnnnnnnnnnnnd, nnnnnnnnnnnonnnnnny, nnnnnnnnnnonnnnnnnndd, ynnnnnnnnnned,

nnnnnnnnnnnnnnnnnnde, nnnnnnnnnnnnnnnnnee, eececeeceececceceedd, ceceeceeceedececceed,

eceecececceceececede, nnnnnnnnnnnnnnnnnnd, nnnnnnnnnnnnnnnnnne, eceeceecececeecesed, keckeckeekeekeeeek,
keeckeeckeeckeeeek, kececekeececkeeeek, kececeeckeeeeeceek, keeeececeeceeceeek, eeckeckeekeekeekek,
eeckeckeckeckeekee, eeececkeckeckeekee, ecececkeckeckeeeee, ecececkeeeeckeeeee, keekeckeckeeeeeeee,

ececececkeckeckeek, keekeckeeeceeceeee, eeecececeeckeekeek, keekeeeeeeececeeee, eeeccecececedekeek,

keckeekeekeekeeek, keeckeeckeeekeeek, keeeckeeceekeeeek, keeeeeeckeeeeeeek, keeeceececceceeek,

eckeekeckeckeekek, eckeckeckeekeckee, eececkeckeckeekee, eceeckeekeeckeeeee, eececkeeeeckeeeee,

keckeekeekeeeeeee, ececeeckeeckeekeek, keekeekeeeeeeceeee, eecececececkeckeek, keckeeeeeceeceeeee,

eceeeececceeckeek, keckeekeekeekeek, keeckeeckeeckeek, keeeckeeeckeeeek, keeeeeeckeeeeeek, keececececeeseek,

kekeckeekeekeeke, eckeckeckeckeeke, eececkeckeckeeke, ecceckeckeckeeee, cececkeeeeckeeee,
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keekeekeekeeeeee,cecceckeeckeekeek, keckeekeeeeeeeee, cecceceeekeekeek, keckeeeeeceeeeee, eececececeeckeek,

eeedgeececeeeeeeeed, eeeeceeeeeeeeeeeeey, ennnnnnnnnnnnnnnnnn, and ennnnnnnnnnnnnnnnnne; wherein ‘e’
represonts a 2°-MOE sugar moiety, ‘n’ represents a 2°-NMA sugar moiety, ‘k’ represents a cEt sugar moiety, ‘d’

represents\a 2’ -p-D-deoxyribosyl sugar moiety, and ‘y’ represents a 2°-OMe sugar moiety.

11. The dligomeric compound of any of claims 1-9, wherein the modified oligonucleotide has a sugar motif (5° to
37) selected fro enn and nnnnnnnnnnnnnnnnen, wherein ‘e’ represents a 2°-MOE sugar moiety and

‘n’ represents a 2°-NMA sugar moiety.

12. The oligomerie\compound of any of claims 1-9, wherein the modified oligonucleotide has a sugar motif (5° to
37 of qqnqqqqqnqnngnqqnn, wherein in each ‘n’ represents a 2°-NMA sugar moiety, and each ‘q’ is independently
selected from a 2°-O-(N,N-dimethyl) acetamide sugar moiety, a 2°-O-(N-cthyl) acetamide sugar moiety, a 2°-O-(N-
propyl) acetamide sugar moiety \a 2°O-(N-cyclopropyl) acetamide sugar moiety, and a 2°-O-(N-cyclopropylmethyl)

acetamide sugar moicty.

13. The oligomeric compound of any of claims 1-9, wherein the modified oligonucleotide comprises at least one

modified sugar moiety.

14. The oligomeric compound of claim 13y wherein the modified oligonucleotide comprises at least one bicyclic
sugar moiety.
15. The oligomeric compound of claim 14, wherdin the bicyclic sugar moiety has a 4’-2’ bridge, wherein the 4°-2°

bridge is selected from -CH,»-O-; and -CH(CH3)-O-.

16. The oligomeric compound of claim 13, wherein the Wodified oligonucleotide comprises at least one non-

bicyclic modified sugar moiety.

17. The oligomeric compound of claim 16, wherein the non-bicyclic modified sugar moiety is any of a 2°-MOE

sugar moicty, a 2’-NMA sugar moicty, a 2’-OMe sugar moiety, or a 2°-F sugar moiety.

18. The oligomeric compound of claim 13, wherein the modified oligonucleotide comprises at least one sugar
surrogate.
19. The oligomeric compound of claim 18, wherein the sugar surrogate is anp\of morpholino, modified

morpholino, PNA, THP, and F-HNA.

20. The oligomeric compound of any of claims 1-6 and 10-16, wherein the modified\gligonucleotide comprises at

least one modified internucleoside linkage.

21. The oligomeric compound of claim 20, wherein each internucleoside linkage of the modified oligonucleotide is

a modified internucleoside linkage.

22. The oligomeric compound of claim 20 or claim 21, wherein the modified internucleoside linkage is a

phosphorothioate internucleoside linkage.

23. The oligomeric compound of any of claims 1-20 or 22, wherein the modified oligonucleotide comprisgs at least

one phosphodiester internucleoside linkage.
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The oligomeric compound of any of claims 20, 22, or 23, wherein each internucleoside linkage is

inddpendently selected from a phosphodiester internucleoside linkage and a phosphorothioate internucleoside linkage.

25. The oligomeric compound of any of claims 10-16, wherein the modified oligonucleotide has an internucleoside
linkage motif (5° to 3°) selected from: S0S0SSSSSSSSSSSSS, SOOSSSSSSSSSSSSSS, SOSSSOSSSSSSSSSSS, SOSSSSSOSSSSSSSSS,
SOSSSSSSSOSSSIRSS, SSSO0SSSSSSSSSSSS, SSSSSSS00SSSSSSSS, SSSSSSSS50088ssss, and SsSssSSSSss00ssss; wherein s’ represents a

phosphorothioatd\internucleoside linkage and ‘o represents a phosphodiester internucleoside linkage.

26. The oligomgric compound of any of claims 1-25, wherein the modified oligonucleotide comprises a modified

nucleobase.

27. The oligomeric cotapound of claim 26, wherein the modified nucleobase is a 5-methyl cytosine.

28. The oligomeric componnd of any of claims 1-27, wherein the modified oligonucleotide consists of 16, 17, 18,
19, or 20 linked nucleosides.

29. The oligomeric compound of any of claims 1-28, wherein the modified oligonucleotide comprises 1 or 2 non-

complementary nucleobases.

30. The oligomeric compound of any of ¢laims 1-29, wherein the modified oligonucleotide comprises 1 or 2

cleavable moieties.

31. The oligomeric compound of claim 30, wheigin the cleavable moiety is a phophodiester internucleoside

linkage.

32. The oligomeric compound of any of claims 1-31, copsisting of the modified oligonucleotide.

33. The oligomeric compound of any of claims 1-32, wherein the oligomeric compound is a singled-stranded

oligomeric compound.

34. An oligomeric compound comprising a modified oligonucleotide according to the following chemical notation:
"Ces Aco ™Ces Teo Tes Tes ™Ces Acs Tes Acs Aes Tes Ges "Ces Tes Ges Ges "Ce (SEQ ID NO: 21), wherein:

A = an adenine nucleobase,

nC = a 5-methyl cytosine nucleobase,

G = a guanine nucleobase,

T = a thymine nucleobase,

¢ = a2’-MOE sugar moiety,

s = a phosphorothioate internucleoside linkage, and

o = a phosphodiester internucleoside linkage.

35. An oligomeric compound comprising a modified oligonucleotide according to the followihg chemical notation:
Teo Tes ™Ces Aes ™Ces Tes Tes Tes ™Ces Acs Tes Aes Acs Tes Ges ™Ces Tes Ges Geo "Ce (SEQ ID NO: 22), whe
A = an adenine nucleobase,
nC = a 5-methyl cytosine nucleobase,
G = a guanine nucleobase,

T = a thymine nucleobase,
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¢ = a2’-MOE sugar moiety,
s = a phosphorothioate internucleoside linkage, and

o = a phosphodiester internucleoside linkage.

oligomeric compound comprising a modified oligonucleotide according to the following chemical

s "Cus Ans "Cus Tus Tus Tus ™Cus Ans Tus Ans Ans Tis Gns ™Chs Tis Grs Gro ™Ce (SEQ ID NO: 22), wherein:
enine nucleobase,

thyl cytosine nucleobase,

G = a guaniné\nucleobase,

T = a thymine migleobase,

¢ = a2’-MOE sugat\moiety,

n=a?2’-NMA sugar mgicty,

s = a phosphorothioate internucleoside linkage, and

o = a phosphodiester internudleoside linkage.

An oligomeric compound compxising a modified oligonucleotide according to the following chemical
"Chs Ano ™Crs Tro Tns Tns ™Chs Ans T Ans Ans Tns Gus ™Crs Trs Gus Gus "Cn (SEQ ID NO: 21), wherein:
A = an adenine nucleobase,
nC = a 5-methyl cytosine nucleobase,
G = a guanine nucleobase,

T = a thymine nucleobase,
n=a?2’-NMA sugar moicty,
s = a phosphorothioate internucleoside linkage, and

o = a phosphodiester internucleoside linkage.
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38. A modified oligonucleotide according to the following chemical structure:
NH;
N\
HO N (0]
o]
0
O O\)
1 H2
HS—P=0
(I) </N | X
o NN
O/

T O
HS-P=0
O

(SEQ ID NO: 21), or a salt thereof.
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The modified oligonucleotide of claim 38, which is the sodium salt or the potassium salt.

A modified oligonucleotide according to the following chemical structure:

40.
NH,
| N
HO o N0 NH,
T—? 0 «f”
eS—I|3=O " > o
=
o < 2 Na®es_|cl3)_00\) %
& N I NH
o~ e} |
N
® o O\) o]
a I NH
©0-pP=0 2 ®
| /& $-p=0 N
N0 o)
© e o) N N
7 0
@ o © o @ o)
Na eS—Il3=O | NH Na eS—I:3=OO
o o)
o N0
lodl 0O
o 5 \)
| 0 ®
b Og—

(SEQ ID NO: 21).
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A modified oligonucleotide according to the following chemical structure:

(SEQ ID NO: 22), or a salt thereof.
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The modified oligonucleotide of claim 41, which is the sodium salt or the potassium salt.

43, A modified oligonucleotide according to the following chemical structure:

(SEQ ID NO: 22).
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34, A modified oligonucleotide according to the following chemical structure:
o]
| NH
HO. o)
o
O/

o ©
HS—P=0 NHz
o_N"To
%
o o\)"ﬁ NH,
1
HS-P=0 NSy
o <N | /)
O N
O -~
o o\)\VN

N" o
0
b3 0
0
HS-P=0 \)J\N/

o
(SEQ ID NO: 22), or a salt thereof.
45. The modified oligonucleotide of claim 44, which is the sodium salt or the potassium salt.
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30. A modified oligonucleotide corresponding to the following chemical structure:

(SEQ ID NO: 22).
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47. A modified oligonucleotide according to the following chemical structure:
NH,
)
HO /go
o]
0
N
o)
? NH,
HS—F|’=O N
N
o ¢ b
o N
Q
/
N
? O\)_H
Ho-p=0 "2
o) \WIA§N
o N’&o
Q,
/
e
0]
? o
HS-P=0
NH
o |
N’go
o]
o]

HS—P=0

(SEQ ID NO: 21), or a salt thereof.
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38. The modified oligonucleotide of claim 47, which is the sodium salt or the potassium salt.

49, A modified oligonucleotide according to the following chemical structure:

(SEQ ID NO: 21).

50. A pharmaceutical composition comprising the oligomeric compound of any of claims 1-37 or the modified

oligonucleotide of any of claims 38-49, and a pharmaceutically acceptable diluent or carrier.

51. The pharmaceutical composition of claim 50, comprising a pharmaceutically acceptable diluent and wherein
the pharmaceutically acceptable diluent is artificial CSF (aCSF) or PBS.

52. The pharmaceutical composition of claim 51, wherein the pharmaceutical composition consists essentially of

the modified oligonucleotide and artificial CSF (aCSF).
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The pharmaceutical composition of claim 52, wherein the pharmaceutical composition consists essentially of
the odified oligonucleotide and PBS.

54, A chirally enriched population of modified oligonucleotides of any of claims 38-49, wherein the population is
enriched for modified oligonucleotides comprising at least one particular phosphorothioate internucleoside linkage

having a partigular stereochemical configuration.

55. The chirally enriched population of claim 54, wherein the population is enriched for modified oligonucleotides

comprising at least ore particular phosphorothioate internucleoside linkage having the (Sp) configuration.

56. The chirally ¢

comprising at least one particular phosphorothioate internucleoside linkage having the (Rp) configuration.

iched population of claim 54, wherein the population is enriched for modified oligonucleotides

57. The chirally enriched population of claim 54, wherein the population is enriched for modified oligonucleotides
having a particular, independently s¢lected stereochemical configuration at each phosphorothioate internucleoside

linkage.

58. The chirally enriched populationgf claim 57, wherein the population is enriched for modified oligonucleotides
having the (Sp) configuration at each phospharothioate internucleoside linkage or for modified oligonucleotides having

the (Rp) configuration at each phosphorothioate\internucleoside linkage.

59. The chirally enriched population of claim 5, wherein the population is enriched for modified oligonucleotides
having the (Rp) configuration at one particular phosphotothioate internucleoside linkage and the (Sp) configuration at

each of the remaining phosphorothioate internucleoside 1i

60. The chirally enriched population of claim 57, whereinthe population is enriched for modified oligonucleotides
having at least 3 contiguous phosphorothioate internucleoside linkages in the Sp, Sp, and Rp configurations, in the 5° to

3’ direction.

61. A population of modified oligonucleotides of any of claims 38-49, wherein all of the phosphorothioate

internucleoside linkages of the modified oligonucleotide are stereorandom.

62. A method of treating a disease associated with SMN1 or SMN2 comptising administering to a subject having

or at risk for developing a disease associated with SMN1 or SMN2 a therapeutically effective amount of a
pharmaceutical composition according to any of claims 50-53; and thereby treating the disease associated with SMN1 or

SMN?2.
63. The method of claim 62, wherein the disease associated with SMN1 or SMN2 is a neurodegenerative disease.

64. The method of claim 63, wherein the neurodegenerative disease is Spinal Muscular Atrophy (SMA).

65. The method of claim 64, wherein the SMA is any of Type I SMA, Type I SMA, Type II1
SMA.

A, or Type IV

60. The method of claim 64 or claim 65, wherein at least one symptom of SMA is ameliorated.

67. The method of claim 66, wherein the symptom is any of reduced muscle strength; inability or reduced

sit upright, to stand, and/or walk; reduced neuromuscular activity; reduced electrical activity in one or more muscl
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duced respiration; inability or reduced ability to eat, drink, and/or breathe without assistance; loss of weight or reduced

weight gain; and/or decreased survival.

69 thod of claim 68, wherein the pharmaceutical composition is administered to the central nervous system
and systemically.
70. The method 8f any of claim 62-67, wherein the pharmaceutical composition is administered any of

intrathecally, systemically, subcutancously, or intramuscularly.

71. A method of increasing SMN2 RNA including exon 7 comprising contacting a cell, tissue, or organ with an
oligomeric compound of any of'claims 1-37, a modified oligonucleotide of any of claims 38-49, or a pharmaceutical

composition of any of claims 50-5
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CLAIMS:

1. A modified oligonucleotide according to the following chemical structure:

(SEQ ID NO: 21), or a salt thereof.
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A modified oligonucleotide according to the following chemical structure:

NH

/go

I
(@]
/—gzo

(SEQ ID NO: 22), or a salt thereof.

3. A modified oligonucleotide according to the following chemical structure:
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(SEQ ID NO: 21), or a salt thereof.

4. A modified oligonucleotide according to the following chemical structure:
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(SEQ ID NO: 22), or a salt thereof.

5. The modified oligonucleotide of any of claims 1-4, which is the sodium salt or the potassium salt.
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6. A modified oligonucleotide according to the following chemical structure:

(SEQ ID NO: 21).
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7. A modified oligonucleotide according to the following chemical structure:
o}

s

T

NH,

(SEQ ID NO: 22).

8. A modified oligonucleotide according to the following chemical structure:
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(SEQ ID NO: 21).

9. A modified oligonucleotide according to the following chemical structure:
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(SEQ ID NO: 22).

10. An oligomeric compound comprising a modified oligonucleotide according to the following chemical notation:
mCHS AHD anS THO THS THS mCﬂS AHS THS AHS AHS THS GHS mCﬂS THS GHS GHS mCﬂ (SEQ ID NO: 21)5 Wherein:

A = an adenine nucleobase,
™C = a 5-methylcytosine nucleobase,
G = a guanine nucleobase,
T = a thymine nucleobase,
n =a 2’-NMA sugar moiety,
s = a phosphorothioate internucleoside linkage, and
o = a phosphodiester internucleoside linkage.
11. An oligomeric compound comprising a modified oligonucleotide according to the following chemical

notation: Teo Ths ™Crs Ans ™Cns Tns Tns Tns ™Chs Ans Tns Ans Ans Tns Gns ™Chns Tns Gns Gno ™Ce (SEQ ID NO: 22), wherein:

106



Alexa.Chan
Line


A = an adenine nucleobase,

™C = a 5-methylcytosine nucleobase,

G = a guanine nucleobase,

T = a thymine nucleobase,

e = a 2’-MOE sugar moiety,

n = a 2’-NMA sugar moiety,

s = a phosphorothioate internucleoside linkage, and
o = a phosphodiester internucleoside linkage.

12. An oligomeric compound comprising a modified oligonucleotide according to the following chemical notation:
"Ces Aco "Ces Teo Tes Tes "Ces Acs Tes Acs Acs Tes Ges "Ces Tes Ges Ges "Ce (SEQ ID NO: 21), wherein:

A = an adenine nucleobase,

™C = a 5-methylcytosine nucleobase,

G = a guanine nucleobase,

T = a thymine nucleobase,

e = a 2’-MOE sugar moiety,

s = a phosphorothioate internucleoside linkage, and

o = a phosphodiester internucleoside linkage.
13. An oligomeric compound comprising a modified oligonucleotide according to the following chemical notation:
Teo Tes ™Ces Acs ™Ces Tes Tes Tes "Ces Acs Tes Acs Acs Tes Ges ™Ces Tes Ges Geo "Ce (SEQ ID NO: 22), wherein:

A = an adenine nucleobase,

™C = a 5-methylcytosine nucleobase,

G = a guanine nucleobase,

T = a thymine nucleobase,

e = a 2’-MOE sugar moiety,

s = a phosphorothioate internucleoside linkage, and

o = a phosphodiester internucleoside linkage.
14. A population of modified oligonucleotides of any of claims 1-9, or a population of oligomeric compounds of

any of claims 10-13, wherein all of the phosphorothioate internucleoside linkages of the modified oligonucleotide are

stereorandom.

15. A pharmaceutical composition comprising the modified oligonucleotide of any of claims 1-9, the oligomeric
compound of any of claims 10-13, the population of modified oligonucleotides of claim 14, or the population of

oligomeric compounds of claim 14, and a pharmaceutically acceptable diluent.

16. The pharmaceutical composition of claim 15, wherein the pharmaceutically acceptable diluent is artificial CSF
(aCSF) or phosphate-buffered saline (PBS).

17. The pharmaceutical composition of claim 16, wherein the pharmaceutical composition consists or consists

essentially of the modified oligonucleotide or oligomeric compound and aCSF.
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18. The pharmaceutical composition of claim 16, wherein the pharmaceutical composition consists or consists

essentially of the modified oligonucleotide or oligomeric compound and PBS.

19. The pharmaceutical composition of claim 16, wherein the pharmaceutical composition consists or consists

essentially of the population of modified oligonucleotides or population of oligomeric compounds and aCSF.

20. The pharmaceutical composition of claim 16, wherein the pharmaceutical composition consists or consists

essentially of the population of modified oligonucleotides or population of oligomeric compounds and PBS.
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