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<210> 1

<211> 13

<212> DNA

<213> artificial

<220>
<223> LNA antisense gapmer oligonucleotide

<220>

<221> misc_feature

<222> (1)..(13)

<223> phosphorothioate Tnternucleoside 1linkages

<220>

<221> misc_feature

<222> (..

<223> LNA nucleosides, LNA C are 5-methyl C

<220>

<221> misc_feature

<222> (..(13%

<223> nis a, ¢, g, or t

<220>

<221> misc_feature

<222> (11D..(13)

<223> LNA nucleosides, LNA C are 5-methyl C

<400> 1
nnnnnnnnnn nnn

<210> 2
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<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

eolf-seql
13
DNA
artificial

LNA antisense gapmer oligonucleotide

misc_feature
(DO..as ] ]
phosphorothioate Tnternucleoside 1inkages

misc_feature
D..2) _
LNA nucleosides, LNA C are 5-methyl C

misc_feature
(D..(13)

nisa c, g, or t

misc_feature
(D..

5 C6 amino Tinkage group

misc_feature
(11)..(13)
LNA nucleosides, LNA C are 5-methyl C

2

nnnnnnnnnn nnn

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>

3

13

DNA
artificial

LNA antisense gapmer oligonucleotide

misc_feature
(DO..as ] ]
phosphorothioate Tnternucleoside 1inkages

misc_feature
D..2) _
LNA nucleosides, LNA C are 5-methyl C

misc_feature
(D..(13)

nisa c, g, ort

misc_feature
(D..DM

5 GalNac cluster

misc_feature
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<222>
<223>

<400>

eolf-seql
(11)..(13)
LNA nucleosides, LNA C are 5-methyl C

3

nnnnnnnnnn nnn

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

4
13

DNA
artificial

LNA antisense gapmer oligonucleotide

misc_feature
(DO..as ] ]
phosphorothioate Tnternucleoside 1inkages

misc_feature
(D..2) )
LNA nucleosides, LNA C are 5-methyl C

misc_feature
(D..(13

nisa c, g, ort

misc_feature
(D..M

5 disulphide Tinked cholesterol conjugate

misc_feature
(11)..(13)
LNA nucleosides, LNA C are 5-methyl C

4

nnnnnnnnnn nnn

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

5

13

DNA
artificial

LNA antisense gapmer oligonucleotide

misc_feature
(D..ao ] ]
phosphorothioate Tnternucleoside Tinkages

misc_feature
(D..2) )
LNA nucleosides, LNA C are 5-methyl C

misc_feature
(D..(13)

nisa, c, g, or t
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<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

eolf-seql

misc_feature
(D) |
disulphide 1liked cholesterol conjugate

misc_feature
(11)..(13)
LNA nucleosides, LNA C are 5-methyl C

5

nnnnnnnnnn nnn

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

6

15

DNA
artificial

LNA antisense gapmer oligonucleotide

misc_feature
(DO..as ] ]
phosphorothioate Tnternucleoside 1inkages

misc_feature
(D..M

5 3xGalNac cluster Conjla

misc_feature
(3)..(5) ]
LNA nucleosides, LNA C are 5-methyl C

misc_feature
3)..15

nisa, c, g, or t

misc_feature
(13)..(15)
LNA nucleosides, LNA C are 5-methyl C

6

cannnnnnnn nnnnn

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>

7

15

DNA
artificial

LNA antisense gapmer oligonucleotide

misc_feature
(DO..as ] ]
phosphorothioate Tnternucleoside 1inkages
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<221>
<222>
<223>

<220>
<221>
<222>

eolf-seql
misc_feature
..

cholesterol conjugate

misc_feature

3)..(5)

<223> LNA nucleosides, LNA C are 5-methyl C
<220>

<221> misc_feature

<222> (3)..(15

<223> nis a, ¢, g, or t

<220>

<221> misc_feature

<222> (13)..(15)

<223> LNA nucleosides, LNA C are 5-methyl C
<400> 7

cannnnnnnn nnnnn 15
<210> 8

<211> 13

<212> DNA

<213> artificial

<220>

<223> LNA antisense gapmer oligonucleotide
<220>

<221> misc_feature

<222> (1)..(13)

<223> phosphorothioate Tnternucleoside 1inkages
<220>

<221> misc_feature

<222>

(L..2)

<223> LNA nucleosides, LNA C are 5-methyl C
<220>

<221> misc_feature

<222> (D..D

<223> 5 monoGalNAc

<220>

<221> misc_feature

<222> (AD..(13)

<223> LNA nucleosides, LNA C are 5-methyl C
<400> 8

gcattggtat tca 13
<210> 9

<211> 13

<212> DNA

<213> artificial

<220>

<223> LNA antisense gapmer oligonucleotide
<220>

<221> misc_feature

<222> (D..(@1A3)
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<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

eolf-seql
phosphorothioate Tnternucleoside 1inkages

misc_feature
(D..C2) ]
LNA nucleosides, LNA C are 5-methyl C

misc_feature
.. @
5 disulphide Tinked monoGalNAc

misc_feature
(11)..(13)
LNA nucleosides, LNA C are 5-methyl C

9

gcattggtat tca

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

10

15

DNA
artificial

LNA antisense gapmer oligonucleotide conjugate

misc_feature
... ) )
phosphodiester Tnternucleoside Tinkages

misc_feature
.. O
5 GalNAc conjugate

misc_feature
(3)..@a5 ] ]
phosphorothioate Tnternucleoside 1inkages

misc_feature
(3)..04) )
LNA nucleosides, LNA C are 5-methyl C

misc_feature
(13)..(15)
LNA nucleosides, LNA C are 5-methyl C

10

cagcattggt attca

<210>
<211>
<212>
<213>

<220>
<223>

11

13

DNA
artificial

LNA antisense gapmer oligonucleotide
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<220>
<221>
<222>
<223>

<220>
<221>
<222>

eolf-seql

misc_feature
(DO..as ] ]
phosphorothioate Tnternucleoside 1inkages

misc_feature

L..2)

<223> LNA nucleosides, LNA C are 5-methyl C
<220>

<221> misc_feature

<222> (..

<223> 5 3xGalNAc cluster Conj2a

<220>

<221> misc_feature

<222> (AD..(13)

<223> LNA nucleosides, LNA C are 5-methyl C
<400> 11

gcattggtat tca 13
<210> 12

<211> 13

<212> DNA

<213> artificial

<220>

<223> LNA antisense gapmer oligonucleotide
<220>

<221> misc_feature

<222>
<223>

<220>
<221>

(L..13

phosphorothioate Tnternucleoside 1linkages

misc_feature

<222> (1D..(2)

<223> LNA nucleosides, LNA C are 5-methyl C
<220>

<221> misc_feature

<222> (11)..(13)

<223> LNA nucleosides, LNA C are 5-methyl C
<400> 12

gcattggtat tca 13
<210> 13

<211> 13

<212> DNA

<213> artificial

<220>

<223> LNA antisense gapmer oligonucleotide
<220>

<221> misc_feature

<222> (1D..(13)

<223> phosphorothioate Tnternucleoside 1linkages
<220>

<221> misc_feature
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<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

eolf-seql
(D..C2) ]
LNA nucleosides, LNA C are 5-methyl C

misc_feature
(.. _
5 3xGalNAc cluster Conjla

misc_feature
(11)..(13)
LNA nucleosides, LNA C are 5-methyl C

13

gcattggtat tca

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

14

15

DNA
artificial

LNA antisense gapmer oligonucleotide

misc_feature
..03) . ) )
phosphodiester Tnternucleoside Tinkages

misc_feature
(D..(D

5 cholesterol conjugate

misc_feature
(3)..@a5 ] ]
phosphorothioate Tnternucleoside 1inkages

misc_feature
(3)..04) )
LNA nucleosides, LNA C are 5-methyl C

misc_feature
(13)..(15)
LNA nucleosides, LNA C are 5-methyl C

14

cagcattggt attca

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

15

16

DNA
artificial

LNA antisense gapmer oligonucleotide

misc_feature
(D..a6) ] ]
phosphorothioate Tnternucleoside 1inkages
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eolf-seql

<220>

<221> misc_feature

<222> (D..(3)

<223> LNA nucleosides, LNA C are 5-methyl C
<220>

<221> misc_feature

<222> (1)..(D

<223> 5 3xGalNAc cluster Conj2a

<220>

<221> misc_feature

<222> (14)..(16)

<223> LNA nucleosides, LNA C are 5-methyl C
<400> 15

aatgctacaa aaccca 16
<210> 16

<211> 16

<212> DNA

<213> artificial

<220>

<223> LNA antisense gapmer oligonucleotide
<220>

<221> misc_feature

<222> (1)..(16)

<223> phosphorothioate Tnternucleoside 1linkages
<220>

<221> misc_feature

<222> (1D..(2)

<223> LNA nucleosides, LNA C are 5-methyl C
<220>

<221> misc_feature

<222> (D..(D

<223> 5 3xGalNAc cluster Conj2a

<220>

<221> misc_feature

<222> (14)..(16)

<223> LNA nucleosides, LNA C are 5-methyl C
<400> 16

tgctgtgtga gcttgg 16
<210> 17

<211> 12

<212> DNA

<213> artificial

<220>

<223> LNA antisense gapmer oligonucleotide
<220>

<221> misc_feature

<222> (1..(12)

<223> phosphorothioate Tnternucleoside 1inkages

<220>
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<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

eolf-seql
misc_feature
..

LNA nucleosides

misc_feature
(1)..D )
5 3xGalNAc cluster Conj2a

misc_feature
(1D)..(12)
LNA nucleosides, LNA C are 5-methyl C

17

gttgacactg tc

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

18

14

DNA
artificial

LNA antisense gapmer oligonucleotide conjugate

misc_feature
D..2)

phosphodiester Tnternucleoside Tinkages

misc_feature
(L..D .
5 FAM conjugate

misc_feature
(2)..(14

phosphorothioate Tnternucleoside 1linkages

misc_feature
(2)..03) ]
LNA nucleosides, LNA C are 5-methyl C

misc_feature
(12)..(14)
LNA nucleosides, LNA C are 5-methyl C

18

agcattggta ttca

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

19

16

DNA
artificial

LNA antisense gapmer oligonucleotide conjugate

misc_feature
O..»
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<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

eolf-seql
phosphodiester Tnternucleoside Tinkages

misc_feature
(DL..1D .
5 FAM conjugate

misc_feature
4..(6)

phosphorothioate Tnternucleoside 1linkages

misc_feature
(4)..(5) ]
LNA nucleosides, LNA C are 5-methyl C

misc_feature
(14)..(16)
LNA nucleosides, LNA C are 5-methyl C

19

gacgcattgg tattca

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

20

13

DNA
artificial

LNA antisense gapmer oligonucleotide conjugate

misc_feature
..a3»

phosphorothioate Tnternucleoside 1linkages

misc_feature
(D..C2) ]
LNA nucleosides, LNA C are 5-methyl C

misc_feature
..
5 FAM conjugate

misc_feature
(11)..(13)
LNA nucleosides, LNA C are 5-methyl C

20

gcattggtat tca

<210>
<211>
<212>
<213>

<220>
<223>

21

16

DNA
artificial

LNA antisense gapmer oligonucleotide conjugate
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<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

eolf-seql

misc_feature
D..4) ) )
phosphodiester Tnternucleoside Tinkages

misc_feature
(1)..(1)
5 FAM conjugate

misc_feature
(4)..(ae) . .
phosphorothioate Tnternucleoside 1inkages

misc_feature
4 ..(5) )
LNA nucleosides, LNA C are 5-methyl C

misc_feature
(14)..(16)
LNA nucleosides, LNA C are 5-methyl C

21

tcagcattgg tattca

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

22

14

DNA
artificial

LNA antisense gapmer oligonucleotide conjugate

misc_feature
D..a4 ] ]
phosphorothioate Tnternucleoside 1inkages

misc_feature
..03) _
LNA nucleosides, LNA C are 5-methyl C

misc_feature
(12)..(48
LNA nucleosides, LNA C are 5-methyl C

22

tgctacaaaa ccca

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>

23

16

DNA
artificial

LNA antisense gapmer oligonucleotide conjugate

misc_feature
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<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

eolf-seql
(D..a6) ] ]
phosphorothioate Tnternucleoside 1inkages

misc_feature
(D..3) )
LNA nucleosides, LNA C are 5-methyl C

misc_feature
(13)..(16)
LNA nucleosides, LNA C are 5-methyl C

23

aatgctacaa aaccca

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

24

16

DNA
artificial

LNA antisense gapmer oligonucleotide conjugate

misc_feature
(D..a6) ] ]
phosphorothioate Tnternucleoside 1inkages

misc_feature
..03) _
LNA nucleosides, LNA C are 5-methyl C

misc_feature
(14)..(16)
LNA nucleosides, LNA C are 5-methyl C

24

aatgctacaa aaccca

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

25

15

DNA
artificial

LNA antisense gapmer oligonucleotide conjugate

misc_feature
(DO..as ] ]
phosphorothioate Tnternucleoside 1inkages

misc_feature
(D..2) )
LNA nucleosides, LNA C are 5-methyl C

misc_feature
(14)..(15)
LNA nucleosides, LNA C are 5-methyl C

Page 13

16

16



eolf-seql

<400> 25

gctgtgtgag cttgg 15
<210> 26

<211> 16

<212> DNA

<213> artificial

<220> )
<223> LNA antisense gapmer oligonucleotide conjugate
<220>

<221> misc_feature

<222> (1)..(16)

<223> phosphorothioate Tnternucleoside 1linkages
<220>

<221> misc_feature

<222> (1)..(2)

<223> LNA nucleosides, LNA C are 5-methyl C

<220>

<221> misc_feature

<222> (14)..(16)

<223> LNA nucleosides, LNA C are 5-methyl C

<400> 26

tgctgtgtga gcttgg 16
<210> 27

<211> 14

<212> DNA

<213> artificial

<220> )
<223> LNA antisense gapmer oligonucleotide conjugate
<220>

<221> misc_feature

<222> (D..(148

<223> phosphorothioate Tnternucleoside 1inkages
<220>

<221> misc_feature

<222> (D..(3)

<223> LNA nucleosides, LNA C are 5-methyl C

<220>

<221> misc_feature

<222>

(L)..D

<223> 5 3xGalNAc cluster Conj2a

<220>

<221> misc_feature

<222> (1A2)..(148

<223> LNA nucleosides, LNA C are 5-methyl C

<400> 27

tgctacaaaa ccca 14
<210> 28

<211> 16
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eolf-seql

<212> DNA

<213> artificial

<220>

<223> LNA antisense gapmer oligonucleotide conjugate
<220>

<221> misc_feature

<222> (1)..(16)

<223> phosphorothioate Tnternucleoside 1linkages
<220>

<221> misc_feature

<222> (1..(3)

<223> LNA nucleosides, LNA C are 5-methyl C
<220>

<221> misc_feature

<222> (D..(D

<223> 5 3xGalNAc cluster Conj2a

<220>

<221> misc_feature

<222> (13)..(16)

<223> LNA nucleosides, LNA C are 5-methyl C
<400> 28

aatgctacaa aaccca 16
<210> 29

<211> 15

<212> DNA

<213> artificial

<220>

<223> LNA antisense gapmer oligonucleotide conjugate
<220>

<221> misc_feature

<222> (1)..(15)

<223> phosphorothioate Tnternucleoside 1inkages
<220>

<221> misc_feature

<222> (1)..(2

<223> LNA nucleosides, LNA C are 5-methyl C
<220>

<221> misc_feature

<222> (1)..(D

<223> 5 3xGalNAc cluster Conj2a

<220>

<221> misc_feature

<222> (14)..(15)

<223> LNA nucleosides, LNA C are 5-methyl C
<400> 29

gctgtgtgag cttgg 15
<210> 30

<211> 18

<212> DNA

<213> artificial
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<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

eolf-seql

LNA antisense gapmer oligonucleotide conjugate

misc_feature
..

5 cholesterol conjugate

misc_feature
(3)..@18) ] ]
phosphorothioate Tnternucleoside 1inkages

misc_feature
(3)..(5) )
LNA nucleosides, LNA C are 5-methyl C

misc_feature
(15)..(18)
LNA nucleosides, LNA C are 5-methyl C

30

caaatgctac aaaaccca

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

31

18

DNA
artificial

LNA antisense gapmer oligonucleotide conjugate

misc_feature
(L..D _
5 cholesterol conjugate

misc_feature
3)..(18%

phosphorothioate Tnternucleoside 1linkages

misc_feature
(3)..(4) ]
LNA nucleosides, LNA C are 5-methyl C

misc_feature
(16)..(18)
LNA nucleosides, LNA C are 5-methyl C

31

catgctgtgt gagcttgg

<210>
<211>
<212>
<213>

<220>

32

14

DNA
artificial
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<223> LNA antisense gapmer oligonucleotide conjugate
<220>

<221> misc_feature

<222> (D..D

<223> 5 cholesterol conjugate

<220>

<221> misc_feature

<222> (3)..(14)

<223> phosphorothioate Tnternucleoside 1inkages
<220>

<221> misc_feature

<222> (3)..4d

<223> LNA nucleosides, LNA C are 5-methyl C
<220>

<221> misc_feature

<222> (13)..(14)

<223> LNA nucleosides, LNA C are 5-methyl C
<400> 32

cagttgacac tgtc 14
<210> 33

<211> 9

<212> DNA

<213> artificial

<220>

<223> LNA antisense oligonucleotide conjugate
<220>

<221> misc_feature

<222>

..

<223> phosphorothioate Tnternucleoside 1linkages

<220>

<221> misc_feature

<222> (D..09

<223> LNA nucleosides, LNA C optionally 5-methyl C

<400> 33

tcacactcc 9
<210> 34

<211> 23

<212> RNA

<213> H.sapiens

<220>

<221> misc_feature

<223> Mature microRNA-122

<400> 34

uggaguguga caaugguguu ugu 23
<210> 35

<211> 9

<212> DNA

<213>

artificial
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eolf-seql

<220>
<223> LNA antisense oligonucleotide conjugate

<220>

<221> misc_feature

<222> (D..9

<223> phosphorothioate Tnternucleoside 1linkages

<220>

<221> misc_feature

<222> (1)..(Q9)

<223> LNA nucleosides, LNA C optionally 5-methyl C

<400> 35
tacaatgca
<210> 36
<211> 9
<212> DNA

<213> artificial

<220>
<223> LNA antisense oligonucleotide conjugate

<220>

<221> misc_feature

<222> (1)..(9)

<223> phosphorothioate Tnternucleoside 1inkages

<220>

<221> misc_feature

<222> (D..09

<223> LNA nucleosides, LNA C optionally 5-methyl C

<400> 36
acaatgcac

<210> 37

<211> 8

<212> DNA

<213> artificial
<220>

<223> LNA antisense oligonucleotide conjugate

<220>

<221> misc_feature

<222> (D..(8)

<223> phosphorothioate Tnternucleoside linkages

<220>

<221> misc_feature

<222> (1)..(8)

<223> LNA nucleosides, LNA C optionally 5-methyl C

<400> 37
acaatgca
<210> 38
<211> 7
<212> DNA
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eolf-seql
<213> artificial

<220> .
<223> LNA antisense oligonucleotide conjugate

<220>

<221> misc_feature

<222> (L..(7)

<223> phosphorothioate Tnternucleoside 1inkages

<220>

<221> misc_feature

<222> (..

<223> LNA nucleosides, LNA C optionally 5-methyl C

<400> 38

caatgca 7
<210> 39

<211> 21

<212> RNA

<213> H.sapiens

<220>
<221> misc_feature
<223> Mature microRNA-33a

<400> 39

gugcauugua dguugcauugc a 21
<210> 40

<211> 20

<212> RNA

<213> H.sapiens

<220>
<221> misc_feature
<223> Mature microRNA-33a

<400> 40

gugcauugcu guugcauugc 20
<210> 41

<211> 9

<212> DNA

<213> artificial

<220>

<223> LNA antisense oligonucleotide conjugate

<220>

<221> misc_feature

<222> (D..9

<223> phosphorothioate Tnternucleoside 1linkages

<220>

<221> misc_feature

<222> (1)..(Q9)

<223> LNA nucleosides, LNA C optionally 5-methyl C

<400> 41
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eolf-seql

tgataagct
<210> 42
<211> 8
<212> DNA

<213> artificial

<220> .
<223> LNA antisense oligonucleotide conjugate

<220>

<221> misc_feature

<222> (1)..(8)

<223> phosphorothioate Tnternucleoside 1linkages

<220>

<221> misc_feature

<222> (D..(8)

<223> LNA nucleosides, LNA C optionally 5-methyl C

<400> 42
gataagct

<210> 43

<211> 7

<212> DNA

<213> artificial
<220>

<223> LNA antisense oligonucleotide conjugate

<220>

<221> misc_feature

<222> (..

<223> phosphorothioate Tnternucleoside 1linkages

<220>

<221> misc_feature

<222> (1..(7)

<223> LNA nucleosides, LNA C optionally 5-methyl C

<400> 43
ataagct
<210> 44
<211> 15
<212> DNA

<213> artificial

<220> .
<223> LNA antisense oligonucleotide conjugate

<220>

<221> misc_feature

<222> (D..(15

<223> phosphorothioate Tnternucleoside 1inkages

<220>

<221> misc_feature

<222> (..(@15

<223> LNA nucleosides at positions 1, 3, 4, 6, 7, 8, 10, 12, 14, 15 &
LNA C optionally 5-methyl C
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eolf-seql

<400> 44

tcagtctgat aagct 15
<210> 45

<211> 22

<212> RNA

<213> H.sapiens

<220>

<221> misc_feature

<223> Mature microRNA-21

<400> 45

uagcuuauca gacugauguu ga 22
<210> 46

<211> 9

<212> DNA

<213> artificial

<220>

<223> LNA antisense oligonucleotide conjugate
<220>

<221> misc_feature

<222> (1..(09

<223> phosphorothioate Tnternucleoside 1inkages
<220>

<221> misc_feature

<222> (D..09

<223> LNA nucleosides, LNA C optionally 5-methyl C
<400> 46

caatgtagc 9
<210> 47

<211> 8

<212> DNA

<213> artificial

<220>

<223> LNA antisense oligonucleotide conjugate

<220>
<221>
<222>

misc_feature

D..®

<223> phosphorothioate Tnternucleoside linkages

<220>

<221> misc_feature

<222> (1)..(8)

<223> LNA nucleosides, LNA C optionally 5-methyl C

<400> 47

aatgtagc 8
<210> 48

<211> 7

<212> DNA
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eolf-seql
<213> artificial

<220>
<223> LNA antisense oligonucleotide conjugate

<220>

<221> misc_feature

<222> (L..(7)

<223> phosphorothioate Tnternucleoside 1inkages

<220>

<221> misc_feature

<222> (..

<223> LNA nucleosides, LNA C optionally 5-methyl C

<400> 48
atgtagc
<210> 49
<211> 23
<212> RNA

<213> H.sapiens

<220>
<221> misc_feature
<223> Mature microRNA-221

<400> 49
agcuacauug ucugcugggu uuc

<210> 50

<211> 12

<212> DNA

<213> artificial
<220>

<223> LNA antisense gapmer oligonucleotide

<220>

<221> misc_feature

<222> (D..(12)

<223> phosphorothioate Tnternucleoside 1linkages

<220>

<221> misc_feature

<222> (..

<223> LNA nucleosides, LNA C are 5-methyl C

<220>

<221> misc_feature

<222> (AD..(12

<223> LNA nucleosides, LNA C are 5-methyl C

<400> 50
gttgacactg tc

<210> 51

<211> 8

<212> DNA

<213> artificial
<220>

Page 22



eolf-seql

<223> LNA antisense oligonucleotide conjugate
<220>

<221> misc_feature

<222> (D..9

<223> phosphorothioate Tnternucleoside 1linkages
<220>

<221> misc_feature

<222> (1..(9

<223> LNA beta-D-oxy-nucleosides, LNA C are 5-methyl C
<400> 51

cacactcc

<210> 52

<211> 8

<212> DNA

<213> artificial

<220>

<223> LNA antisense oligonucleotide conjugate
<220>

<221> misc_feature

<222> (1..(9

<223> phosphorothioate Tnternucleoside 1linkages
<220>

<221> misc_feature

<222> (D..9

<223> LNA beta-D-oxy-nucleosides, LNA C are 5-methyl C
<220>

<221> misc_feature

<222>

(..M

<223> 5 3xGalNAc conjugate, e.g Conjla or conj2a.
<400> 52

cacactcc

<210> 53

<211> 18

<212> DNA

<213> artificial

<220>

<223> LNA antisense oligonucleotide conjugate
<220>

<221> misc_feature

<222> (1)..(8)

<223> phosphorothioate Tnternucleoside 1inkages
<220>

<221> misc_feature

<222> (D..9

<223> LNA beta-D-oxy-nucleosides, LNA C are 5-methyl C
<220>

<221> misc_feature

<222> (11)..(18)

<223> phosphorothioate Tnternucleoside 1inkages
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<220>
<221>
<222>
<223>

<400>

eolf-seql

misc_feature
(11D ..(18)
LNA beta-D-oxy-nucleosides, LNA C are 5-methyl C

53

cacactccca cacactcc

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

54

18

DNA
artificial

LNA antisense oligonucleotide conjugate

misc_feature
(1..(8

phosphorothioate Tnternucleoside 1linkages

misc_feature
D..09 )
LNA beta-D-oxy-nucleosides, LNA C are 5-methyl C

misc_feature
..

5 3xGalNAc conjugate, e.g Conjla or conj2a.

misc_feature
(1D..(18)
phosphorothioate Tnternucleoside 1inkages

misc_feature
(11 ..(18)
LNA beta-D-oxy-nucleosides, LNA C are 5-methyl C

54

cacactccca cacactcc

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>

55

16

DNA
artificial

LNA antisense gapmer oligonucleotide conjugate

misc_feature
(..(16)

phosphorothioate Tnternucleoside 1inkages

misc_feature
(D..4) ]
LNA nucleosides, LNA C are 5-methyl C
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<221>
<222>
<223>

<400>

eolf-seql
misc_feature
(13)..(16)
LNA nucleosides, LNA C are 5-methyl C

55

gaggcatagc agcagg

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

56

16

DNA
artificial

LNA antisense gapmer oligonucleotide conjugate

misc_feature
(..6)

phosphorothioate Tnternucleoside 1linkages

misc_feature
(D..4) ]
LNA nucleosides, LNA C are 5-methyl C

misc_feature
..

5GalNAc conjugate, e.g. conjla or Conj2a

misc_feature
(13)..(16)
LNA nucleosides, LNA C are 5-methyl C

56

gaggcatagc agcagg

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

57

15

DNA
artificial

LNA antisense oligonucleotide conjugate

misc_feature
(DO..as ] ]
phosphorothioate Tnternucleoside 1inkages

misc_feature

(L..as

LNA nucleosides at position 1, 3, 6, 7, 10, 12, 14 & 15, LNA C

are 5-methyl C
57

ccattgtcac actcc

<210>
<211>
<212>

58
7
DNA
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eolf-seql
<213> artificial

<220> .
<223> LNA antisense oligonucleotide conjugate

<220>

<221> misc_feature

<222> (L..(7)

<223> phosphorothioate Tnternucleoside 1inkages

<220>

<221> misc_feature

<222> (..

<223> LNA nucleosides, LNA C are optionally 5-methyl C

<400> 58
acactcc

<210> 59

<211> 8

<212> DNA

<213> artificial
<220>

<223> LNA antisense oligonucleotide conjugate

<220>

<221> misc_feature

<222> (D)..(D)

<223> phosphorothioate Tnternucleoside 1linkages

<220>

<221> misc_feature

<222> (..

<223> LNA nucleosides, LNA C are optionally 5-methyl C

<400> 59
cacactcc
<210> 60
<211> 14
<212> DNA

<213> artificial

<220>
<223> LNA antisense gapmer oligonucleotide conjugate

<220>

<221> misc_feature

<222> (D..(1d

<223> phosphorothioate Tnternucleoside 1inkages

<220>

<221> misc_feature

<222> (D..(3)

<223> LNA nucleosides, LNA C are 5-methyl C

<220>

<221> misc_feature

<222> (1..(L)

<223> optional 5 conjugate e.g 5 3xGalNAc conjugate, e.g. conjla or
conj2a
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<220>
<221>
<222>
<223>

<400>

eolf-seql
misc_feature
(12)..(4
LNA nucleosides, LNA C are 5-methyl C

60

attccctgec tgtg

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

61

28

DNA
artificial

LNA antisense gapmer poly-oligonucleotide

misc_feature
(O..az2y ] ]
phosphorothioate Tnternucleoside 1inkages

misc_feature
D..(2) _
LNA nucleosides, LNA C are 5-methyl C

misc_feature

(..

5 conjugate e.g 5 3xGalNAc conjugate, e.g.

misc_feature
(1D)..(12)
LNA nucleosides, LNA C are 5-methyl C

misc_feature
(15)..(28)
phosphorothioate Tnternucleoside 1inkages

misc_feature
as..an
LNA nucleosides, LNA C are 5-methyl C

misc_feature
(26)..(28)
LNA nucleosides, LNA C are 5-methyl C

61

gttgacactg tccaattccc tgcctgtg

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>

62

15

DNA
artificial

conjla or Conj2a

LNA antisense gapmer oligonucleotide conjugate

misc_feature
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<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

eolf-seql
... ) )
phosphodiester Tnternucleoside Tinkages

misc_feature
(1)..(1)
5 FAM conjugate

misc_feature
(3)..@a5 ] ]
phosphorothioate Tnternucleoside 1inkages

misc_feature
(3)..04) )
LNA nucleosides, LNA C are 5-methyl C

misc_feature
(13)..(15)
LNA nucleosides, LNA C are 5-methyl C

62

cagcattggt attca

Page 28



