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Type A SDF-1 binding nucleic acids

Name nt. | Sequence: 5’-3’ Comp.
192-A10-001 38 | GCUGUGAAAGCAACAUGUCAA-UGAAAGGUAGC|CGCAGC
192-G10 38 | GCUGUGRAAGUAACAUGUCAA-UGARAGGUARCICACAGC <
192-F10 38 | GCUGUGAAAGUAACACGUCAA-UGAAAGGUAAC|CGCAGC <
192-B11 38 GcﬁGUG[AAAGpAACA}qGUCAA—UGAAAGGUAQA}C]C@CAGC =
192-C9 38 | GCUGUARRAGUAACAUGUCAA-UGAAAGGUARCIUACAGC <
192-E10 38 | GCUGUARRAGUAACARGUCAA-UGAAAGGUARCJUACAGC <
192-C10 38 | GCUGUGIRAAGUAACARGUCAA - UGAARGGUARCICACAGE =
192-p11 38 GC@GUG{AAAGMAACAUGUCAA—UGAAAGGUA?;\{C]C@CAGC <
192-G11 38 | GCUGUGRAAGUAACAUGUCAA-UGAAAGGUARCICACUGE <
192-H11 38 | GCUAUGAAAGUAACAUGUCAA-UGAAAGGUAACICAUAGC <
192-D10 38 | GCUGCGRAAGCGACAUGUCAA-UGARAGGUAGCICGCAGE <<
192-E9 38 | GCUGUGRAAGCAACAUGUCAA-UGARAGGUAGC|CACAGC <<
192-H9 38 | GCUGUGRAAGUAACAUGUCAA-UGAAAGGUAGC|CGCAGC <«<
191-A6 39 | AGCGUGAAAGUAACACGUAAARUGARAGGUARCICACGCY <
Type A Formula-1 |26 RAAGYRACAHGUMARXUGAAAGGUARC

Type A Formula-2 |26 BAAGYRACAHGUMAA-UGAARAGGUARC]

Type A Formula-3 |27 [AAAGYRACAHGUMAARUGAAAGGUARC]

Type A Formula-4 |26 RAAGYRAACAHGUCAA-UGAAAGGUARC]

Type A Formula-5- RSHRYR

57

Type A Formula-5- YRYDSY

37

terminal nucleotides that may hybridize to each other (bold)

Inucleotides which may mainly comprise a SDF-binding motiﬂ

nt.:= nucleotides lvariable positio A Fig. 1
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Comp.:= Clones were tested as aptamers in a competition binding assay vs. 192-A10-001
=:= equal binding affinity as 192-A10-001; <:= weaker binding affinity than 192-A1-001
<<:= much weaker binding affinity than 192-A10-001

Fig. 1 continued
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Type B SDF-1 binding nucleic acids

Name nt. Sequence: 5’-3’ Comp.
193-C2-001 47 | AGCGUGGUGUGAUCUAGAUGUAGUGGCUGAUCCUAGUCAGGUACGCU | +
193-G2-001 47 | AGCGUGGUGUGAUCUAGAUGUAUUGGCUGAUCCUAGUCAGGUACGCU | +
193-F2-001 47 | AGCGUGIGUGUGAUCUAGAUGUARUGGCUGAUCCUAGUCAGGUGCGCU | +
193-G1-002 45 GccgqcuGUGAUCUAGAUGUAGUGGCUGAUCCUAGUCAGqUECGc <<
193-D2-002 45 GCGUdGUGUGAUCUAGAUGUAGUGGCUGAUCCUAGUCAGQU@CGC <
193-A1-002 |45 | GCRUGGUGUGAUCUAGAUGUAGUGGCUGAUCCUAGUCAGEUGCCE |<<<
193-D3-002 45 GCGUGGUGUGAUCUAGAUGUARUGGCUGAUCCUAGUCAGGGACGE | <
193-B3-002 45 GCGUG|GUGUGAUCUAGAUGUAGAGGCUGAUCCUAGUCAGGUACGC | <<
193-H3-002 45 GCGUGGUGUGAUCUAGAUGUARAGGCUGAUCCUAGUCAGGUACGC <
193-E3-002 45 GCGUGGUGUGAUCUAGAUGUAGUGGCUGUCCUAGUCAGGUALGE | <<
193-D1-002 45 GCGUG|GUGUGAUCUAGAUGUAGUGGCUGAUCCUAGUUAGGUACGC | <<<
Type B 35 |GUGUGAUCUAGAUGUADWGGCUGHUCCUAGUYAGG|

Formula-1

Type B 35 |GUGUGAUCUAGAUGUADUGGCUGAUCCUAGUCAGG

Formula-2

Type B X1GCRWG

Formula-3-5’

Type B KRYSCX,
Formula-3-3”

terminal nucleotides that may hybridize to each other (bold)

lnucleotides which may mainly comprise a SDF-binding motif]

nt.:= nucleotides

"Lvariable position

Comp.:= Clones C2, G2, and F2 were tested as aptamers in a competition binding assay vs. 192-

A10-001; all other clones were tested as aptamers in a competition binding assay vs. 193-G2-012
that has the identical binding affinity to SDF-1 as 193-G2-001 (see Fig. 4B)
+:= better binding affinity than 192-A10-001

</<</<<<:= weaker (<), much weaker (<<) or very much weaker (<<<) binding affinity than 193-

G2-001/-012

X =*A’ or absent

X4 =*U’ or absent Fig. 3
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Indications for allogeneic HSCT in Europe 1990-2000
No. of patients
Total 1953-2000 % Total 2000 %

Leukemias 335038 759 4653 727
Acute myeloid leukemia 10 98D 249 1627 254
Acute lymphocytic leukemia 8 871 20.1 1135 177
Chronic myeloid leukemia 10 559 239 1315 205
Myelodysplastic syndromes 268D 6.1 454 71
Chronic lymphocytic leukemia 403 a9 122 19

Lymphaoproliferative disorders 3930 898 820 128
Mudtiple myeloma 1470 33 295 46
Hodgkin dizease 320 07 68 1.1
Non-Hodgkin lymphoma 2 140 48 457 7.1

Sol:d tumors 272 06 104 1.6
Neuroblastoma n 0.1 1 0.0
Glioma 2 00 1 00
Soft tissue sarcoma 13 00 5 0.1
Germinal tumors 10 0.0 3 0.0
Breast cancer 57 3.1 ib 02
Ewing sarcoma 28 0.1 4 .1
Lung cancer 1 00 0 0.0
Ovarian cancer 11 00 7 0.1
Other solid tumors 12D 03 67 10

Nonmalignant dizorders 5695 129 700 10.9
Aplastic anemia + Fanconi 2483 56 287 45
Thalassemia 1349 3.1 147 23
Combined immune deficiencies 724 16 103 16
Inbom errors 1112 25 153 24
Autoimmune diseases 27 0.1 10 02

Cthers 758 17 127 20

Tota) 44 165 6404

Fig. 42
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. Indications for autologous HSCT in Europe 1990-2000
No. of patients
Total 1930-2000 % Total 2000 %

Leukemias 15052 17.0 1764 139
Acute myeloid leukemia 8129 92 1047 82
Acute lymphocytic [etkemia 3765 42 302 24
Chronic myeloid leukemia 1987 22 148 12
Myelodysplastic syndromes 297 03 50 04
Chronic tymphocytic leukemia 894 1.0 217 1.7

Lymphoproliferative disorders 48 917 55.1 8498 66.7
Multiple myeloma 16 208 18.3 3388 266
Hodgkin disease 9078 102 1226 96
Non-Hodgkin tymphoma 23633 266 3884 305

Solid tumors 24 016 270 2286 180
Neuroblastoma 1912 22 262 2.1
GlEoma 544 06 73 06
Soft tisgue sarcoma 1013 1.1 144 1.1
Germinal tumors 2658 30 304 24
Breast cancer 12 568 142 781 6.1
Ewing sarcoma 1401 16 244 1.9
Lung cancer 318 04 62 0.5
Ovarian cancer 628 0.7 100 08
Other solid tumors 2944 33 3i6 25

Nonmalignant disorders 321 04 100 a8
Aplastic anemia + Fanconi 7 00 1 0.0
Thalazssemia ] 00 0 a0
Combined immune deficiencies 10 0.0 2 a0
Inbom enors 4 00 0 00
Autoimmune diseases 300 03 97 08

QOthers 492 06 84 0.7

Tota! 88 798 12732

Fig. 43
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SEQUENCE LISTING

<110> NOXXON Pharma AG

<120>' SDF-1 binding nucleic acids and the use thereof

<130> SG1559A

<160> 241

¢

<170> PatentIn version 3.1

<210> 1
<211> 68
<212> PRT

<213> Homo sapiens

<400> 1
Lys Pro Val Ser Leu Ser Tyr Arg Cys Pro Cys Arg Phe Phe Glu Ser
1 5 10 15

His Val Ala Arg Ala Asn Val Lys His Leu Lys Ile Leu Asn Thr Pro
20 25 30

Asn Cys Ala Leu Gln Ile Val Ala Arg Leu Lys Asn Asn Asn Arg Gln
35 40 45

Val Cys Ile Asp Pro Lys Leu Lys Trp Ile Gln Glu Tyr Leu Glu Lys
50 55 60

Ala Leu Asn Lys
65

<210> 2

<211> 72
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SG1559A

bhang
Typewritten Text
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Typewritten Text

bhang
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1

bhang
Typewritten Text

bhang
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<212> PRT

<213> Homo sapiens

<400> 2

Lys Pro Val Ser Leu
1 5

His Val Ala Arg Ala
20

Asn Cys Ala Leu Gln

Ala Leu Asn Lys Arg
65

<210> 3
<211> 68
<212> PRT

<213> Mus musculus

<400> 3
Lys Pro Val Ser Leu
1 5

His Ile Ala Arg Ala
20

Asn Cys Ala Leu Gln
35

Val Cys Ile Asp Pro
50

Ser

Asn

Ile

-
.
<

"

Phe
70

Ser

Asn

Ile

Lys

Tyr

Val

vVal

§

(6 0
w O

Tyr

Val

Val

Leu
55

Arg Cys Pro Cys Arg

Lys His Leu Lys Ile

25

Ala Arg Leu Lys Asn

T.ve Trn
Lys 1rp

Met

Arg Cys

Lys His
25

Ala Arg
40

Lys Trp

10

Pro Cys

Leu Lys

Leu Lys

Ile Gln

S

Phe

Leu

Arg Phe

Phe

Asn
30

Asn

t
(]
2

Phe

Ile Leu Asn

Asn Asn

45

Glu Tyr

30

Asn

Leu

Glu
15

Thr

Arg

[
{

Glu

15

Thr

Arg

Glu

Ser

Pro

Gln

L
I

Ser

Pro

Gln

Lys



Ala Leu Asn Lys

65

<210>

<211>

<212>

<213>

<220>

<221>

222>

<223>

<220>

<221>

<222>

<223>

<400>

4
71
PRT

Homo sapiens

misc_feature
(1)..(71)

D-peptide

misc_ feature
(71) .. (71)

biotinylated

4

Lys Pro Val Ser Leu

1

5

His Vval Ala Arg Ala

20

Asn Cys Ala Leu Gln

35

Val Cys Ile Asp Pro

50

Ala Leu Asn Lys Arg

65

<210>

5

Ser

Asn

Ile

Lys

Phe
70

Tyr

Val

Val

Leu

55

Lys

Arg Cys

Lys His
25

Ala Arg
40

Lys Trp

Pro Cys Arg Phe
10

Leu Lys Ile Leu

Leu Lys Asn Asn
45

Ile Gln Glu Tyr
60

Phe

Asn

Asn

Leu

Glu Ser

15

Thr Pro

Arg Gln

Glu Lys



<211>

<212>

<213>

<220>

<223>

<220>

<221>

222>

<223>

<400>

38
RNA

Artificial sequence

synthetic

misc_feature

(1)..(38)

L-RNA

5

gcugugaaag caacauguca augaaaggua gccgcagc

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

<400>

6
38
RNA

Artificial sequence

synthetié

misc feature

(1)..(38)

L-RNA

6

gcugugaaag uaacauguca augaaaggua accacagc

<210>

7

38

38



<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

<400>

38
RNA

Artificial sequence
synthetic
misc_feature
(1)..(38)

L-RNA

7

gcugugaaag uaacacguca augaaaggua accgcagc

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

8
38
RNA

Artificial sequence

synthetic

L-RNA

(1)..(38)

misc_feature
(1)..(38)

L-RNA

38



<400>

8

gcugugaaag uaacacguca augaaaggua accacagc

<210>

<211>

<212>

<213>

<220>

<221>

<222>

<223>

<400>

9
38
RNA

Artificial sequence

synthetic

L-RNA

(1)..(38)

misc_feature
(1)..(38)

L-RNA

9

gcuguaaaag uaacauguca augaaaggua acuacagc

<210>

<211>

<212>

<213>

<220>

10

38

RNA

Artificial

38

38



<221> L-RNA
<222> (1)..(38)

<223>

<220>
<221> misc_feature
<222> (1)..(38)

<223> L-RNA

<400> 10
gcuguaaaag uaacaaguca augaaaggua acuacagc

<210> 11
<211> 38
<212> RNA

<213> Artificial sequence

<220>

<223> synthetic
<220>

<221> L-RNA
<222> (1)..(38)

<223>

<400> 11
gcugugaaag uaacaaguca augaaaggua accacagc

<210> 12
<211> 38
<212> RNA

<213> Artificial sequence

38

38



<220>

<223>

<220>

221>

222>

<223>

<400>

synthetic

misc_feature

(1)..(38)

L-RNA

12

gcagugaaag uaacauguca augaaaggua accacagc

<220>

<223>

<220>

<221>

<222>

<223>

<400>

13
38
RNA

Artificial sequence

synthetic

L-RNA

(1)..(38)

13

gcugugaaag uaacauguca augaaaggua accacugc

<210>
<211>
<212>

<213>

14
38
RNA

Artificial sequence

38

38



<220>

<223> synthetic
<220>

<221> misc feature
<222> (1)..(38)

<223> L-RNA

<400> 14
gcuaugaaag uaacauguca augaaaggua accauagc

<210> 15
<211> 38
<212> RNA

<213> Artificial Sequence

<220>

<223> synthetic
<220>

<221> nmnmisc_feature
<222> (1)..(38)

<223> L-RNA

<400> 15
gcugcgaaag cgacauguca augaaaggua gccgcagce

<210> 16
<211> 38
<212> RNA

<213> Artificial sequence

38

38



10

<220>

<223> synthetic
<220>

<221> L-RNA
<222> (1)..(38)

<223>

<220>
<221> misc_feature

<222> (1)..(38)

<400> 16
gcugugaaag caacauguca augaaaggua gccacagc

<210> 17
<211> 38
<212> RNA

<213> Artificial sequence

<220>

<223> synthetic
<220>

<221> misc_feature
<222> (1)..(38)

<223> L-RNA

<400> 17
gcugugaaag uaacauguca augaaaggua gccgcagc

38

38



<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

<400>

11

18
39
RNA

Artificial sequence

synthetic

misc_feature

(1)..(38)

L-RNA

18

agcgugaaag uaacacguaa aaugaaaggu aaccacgcu

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

19
27
RNA

Artificial segquence

synthetic

misc_feature

(1)..(27)

L-RNA

misc_feature

(16)..(16)

39



<223>

<400>

aaagyracah gumaaaugaa agguarc

<210>

<211>

<212>

<213>

<400>

A or absent

19

20
26
RNA

Artificial sequence

misc_feature
(1) ..(26)

L-RNA

20

aaagyracah gumaaugaaa gguarc

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

21
27
RNA

Artificial sequence

synthetic

misc_feature

(1)..(27)

27

26



<223>

<400>

L-RNA

21

aaagyracah gumaaaugaa agguarc

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

<400>

22
26
RNA

Artificial sequence

synthetic

misc_feature

(1)..(26)

L-RNA

22

aaagyaacah gucaaugaaa gguarc

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

23
6
RNA

Artificial sequence

synthetic

misc_feature

(1)..(6)

L-RNA

13

27

26



<400>
rshryr
<210>
<211>
<212>

<213>

<400>
yrydsy
<210>
<211>
<212>

<213>

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

<223>

23

24
6
RNA

Artificial sequence

synthetic

misc feature
(1)..(6)

L-RNA

24

25
36
RNA

Artificial seguence

synthetic

misc_feature

(1)..(36)

L-RNA

14



<400>

cugugaaagc aacaugucaa ugaaagguag ccgcag

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

<400>

25

26
34
RNA

Artificial sequence

synthetic

misc_feature

(1)..(34)

L-RNA

26

ugugaaagca acaugucaau gaaagguagc cgca

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

27
32
RNA

Artificial sequence

synthetic

misc_feature

(1)..(32)

L-RNA

15

36

34



<400>

27

gugaaagcaa caugucaaug aaagguagcc gc

<210>

<211>

<212>

<213>

<400>

28
30
RNA

Artificial sequence

synthetic

misc_feature

(1)..(30)

L-RNA

28

ugaaagcaac augucaauga aagguagccg

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

29
28
RNA

Artificial sequence

synthetic

L-RNA

(1)..(28)

16

32

30



<400>

29

gaaagcaaca ugucaaugaa agguagcc

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

<400>

30
26
RNA

Artificial sequence

synthetic

misc_feature

(1)..(26)

L-RNA

30

aaagcaacau gucaaugaaa gguagc

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

<400>

31
36
RNA

Artificial sequence

synthetic

misc_feature

(1)..(36)

L-RNA

31

17

28

26



gcgugaaagc aacaugucaa ugaaagguag ccgcgc

<210>

<211>

212>

<213>

<400>

32
36
RNA

Artificial sequence

synthetic

misc_feature

71 12
[ Q) IR

[)}

\
/

L-RNA

32

gcgcgaaagc aacaugucaa ugaaagguag ccgcgc

<210>

<211>

212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

<400>

33
34
RNA

Artificial sequence

synthetic

misc_feature

(1)..(34)

L-RNA

33

gcggaaagca acaugucaau gaaagguagc ccgc

18

36

36

34



<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

<400>

34
34
RNA

Artificial sequence

synthetic

misc_feature

(1)..(34)

L-RNA

34

cgugaaagca acaugucaau gaaagguagc cgcg

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

<400>

35
34
RNA

Artificial sequence

synthetic

misc_feature

(1)..(34)

L-RNA

35

gcgcaaagca acaugucaau gaaagguagc gugc

19

34

34



<210>

<211>

212>

<213>

<220>

<223>

<220>

<221>

<400>

36
34
RNA

Artificial sequence

synthetic

misc_feature

(1)..(34)

36

gugcaaagca acaugucaau gaaagguagc gcgc

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

<400>

37
34
RNA

Artificial sequence

synthetic

misc_feature

(1)..(34)

L-RNA

37

cgcgaaagca acaugucaau gaaagguagc cgug

20

34

34



<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

<400>

38
34
RNA

Artificial sequence

synthetic

misc_feature

(1)..(34)

L-RNA

38

gggcaaagca acaugucaau gaaagguagc gccc

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

<400>

39
34
RNA

Artificial sequence

synthetic

misc_feature

(1)..(34)

L-RNA

39

ggccaaagca acaugucaau gaaagguagc ggcc

<210>

40

21

34

34



<211>

<212>

<213>

<220>

<223>

<220>

<221>

222>

<223>

<400>

34
RNA

Artificial sequence

synthetic

misc_feature

(1)..(34)

L-RNA

40

gcccaaagca acaugucaau gaaagguagc gggc

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

222>

<223>

<400>

41
34
RNA

Artificial sequence

syntﬁetic

misc_feature

(1)..(34)

L-RNA

41

CCccaaagca acaugucaau gaaagguagc gggg

<210>

42

22

34

34



<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<400>

sbbbs

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

222>

<223>

23

5
RNA

Artificial sequence

synthetic

misc_feature
(1)..(5)

L-RNA

misc_feature
(1)..(1)

s or absent

42

43
5
RNA

Artificial sequence

synthetic

misc_feature

(1)..(5)

L-RNA



<220>

<221>

<222>

<223>

<400>
sbbvs

<220>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

222>

misc_feature

(5).

s or absent

43

44

6

Artificial sequence

synthetic

RNA

- (3)

misc_feature

(3)..

nucleotide

(3)

misc_feature

(4).

nucleotide

- (4)

misc_feature

(1)..

(6)

a,

a,

g/

g,

CcC or u

Cc Oor u

24



<223>

<220>

<221>

222>

<223>

<220>

<221>

222>

<223>

<400>

rsnnbv

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

25

L-RNA

misc_feature
(1)..(1)

R or absent

misc_feature
(2)..(2)

s or absent

- 44

45
6
RNA

Artificial sequence

synthetic

misc_feature

(1)..(6)

L-RNA

misc_feature

(2)..(2)



<223>

<220>
<221>
<222>

<223>

<220>
<221>
<222>

<223>

<400>
bnbnry
<210>
<211>
<212>

<213>

<220>
<223>
<220>

<221>

26

nucleotide = a, g, ¢ or u

misc_feature
(4)..(4)

nucleotide = a, g, ¢ or u

misc_feature

(5)..(5)

misc_feature
(6)..(6)

y or absent

45

46

47

RNA

Artificial sequence

synthetic

misc_ feature



27

<222> (1)..(47)

<223> L-RNA

<400> 46
agcguggugu gaucuagaug uaguggcuga uccuagucag guacgcu

<210> 47
<211> 47
<212> RNA

<213> Artificial sequence

<220>

<223> synthetic
<220>

<221> misc_feature
<222> (1)..(47)

<223> L-RNA

<400> 47
agcguggugu gaucuagaug uauuggcuga uccuagucag guacgcu

<210> 48
<211> 47
<212> RNA

<213> Artificial sequence

<220>

<223> synthetic
<220>

<221> misc_feature

<222> (1)..(47)



<223>

<400>

agcguggugu gaucuagaug uaauggcuga uccuagucag gugcgcu

<210>

<211>

<212>

<213>

<400>

28

L-RNA

48

49

45

RNA

Artificial sequence

misc_feature
(1)..(45)

L-RNA

49

gcgaggugug aucuagaugu aguggcugau ccuagucagg ugcgc

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

50
45
RNA

Artificial sequence

synthetic

misc_ feature

(1)..(45)

47

45



29

<223> L-RNA

<400> 50
gcguggugug aucuagaugu aguggcugau ccuagucagg ugcgc

<210> 51
<211> 45
<212> RNA

<213> Artificial sequence

<220>

<223> synthetic
<220>

<221> misc_feature
<222> (1)..(45)

<223> L-RNA

<400> 51
gcauggugug aucuagaugu aguggcugau ccuagucagg ugccc

<210> 52
<211> 45
<212> RNA

<213> Artificial sequence

<220>

<223> synthetic
<220>

<221> misc_feature
<222> (1)..(45)

<223> L-RNA

45

45



<400>

30

52

gcguggugug aucuagaugu aauggcugau ccuagucagg gacgc

<210>

<211>

<212>

<213>

<400>

53
45
RNA

Artificial sequence

synthetic

misc_feature

(1)..(45)

L-RNA

53

gcguggugug aucuagaugu agaggcugau ccuagucagg uacgc

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

54
45
RNA

Artificial sequence

synthetic

misc_feature

(1)..(45)

L-RNA

45

45



<400>

gcguggugug aucuagaugu aaaggcugau ccuagucagg uacgc

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

222>

<223>

<220>

<221>

<222>

<223>

<400>

gcguggugug aucuagaugu aguggcuguu ccuagucagg uaugc

<210>

<211>

<212>

<213>

<220>

<223>

54

55
45
RNA

Artificial sequence

synthetic

L-RNA

(1)..(45)

misc_feature
(1)..(45)

L-RNA

55

56

45

RNA

Artificial sequence

synthetic

31



<220>

<221>

<222>

<223>

<400>

32

misc_feature
(1)..(45)

L-RNA

56

gcguggugug aucuagaugu aguggcugau ccuaguuagg uacgc

<210>

<211>

<220>

<223>

<220>

<221>

<222>

<223>

<400>

57

synthetic
misc_feature
(1)..(35)

L-RNA

57

gugugaucua gauguadwgg cugwuccuag uyagg

<210>

<211>

212>

<213>

<220>

<223>

58
35
RNA

Artificial sequence

synthetic

45

35



<220>

<221>

<222>

<223>

<400>

misc_feature
(1)..(35)

L-RNA

58

gugugaucua gauguadugg cugauccuag ucagg

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<400>

agcrwg

<210>

<211>

<212>

59
6
RNA

Artificial sequence

synthetic

misc_feature

(1)..(6)

L-RNA

misc_feature
(1)..(1)

A or absent

RNA

33

35



<213>

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

<223>

<400>
kryscu
<210>
<211>
<212>

<213>

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

<223>

Artificial sequence

synthetic

misc_feature
(1)..(6)

L-RNA

(6)..(6)

U or absent

60

61
45
RNA

Aitificial Sequence

synthetic

misc_feature

(1)..(45)

L-RNA

34



<400>

35

61

gcguggugug aucuagaugu aguggcugau ccuagucagg uacgc

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

<400>

62
43
RNA

Artificial sequence

synthetic

misc_feature

(1)..(43)

L-RNA

62

cgugguguga ucuagaugua guggcugauc cuagucaggu acg

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

<400>

63
41
RNA

Artificial Sequence

synthetic

misc_feature

(1)..(41)

L-RNA

63

45

43



36

guggugugau cuagauguag uggcugaucc uagucaggua cC

<210> 64
<211> 39
<212> RNA

<213> Artificial sequence

<223> synthetic

<220>
<221> misc_feature
<222> (1)..(39)

<223> L-RNA

<400> 64
uggugugauc uagauguagu ggcugauccu agucaggua

<210> 65
<211> 37
<212> RNA

<213> Artificial sequence

<220>
<223> synthetic

<220>



37

<221> misc_feature
<222> (1)..(37)

<223> L-RNA

<400> 65
ggugugaucu agauguagug gcugauccua gucaggu

<210> 66
<211> 35
<212> RNA

<213> Artificial sequence

<220>

<223> synthetic
<220>

<221> misc_feature
<222> (1)..(35)

<223> L-RNA

<400> 66
gugugaucua gauguagugg cugauccuag ucagg

<210> 67
<211> 45
<212> RNA

<213> Artificial sequence

<220>
<223> synthetic
<220>

<221> misc_feature

37

35



38

<222> (1)..(45)

<223> L-RNA

<400> 67
gcguggugug aucuagaugu auuggcugau ccuagucagg uacgc

<210> 68
<211> 45
<212> RNA

<213> Artificial sequence

<223> synthetic

<221> misc_feature
<222> (1)..(45)

<223> L-RNA

<400> o8
gcgcggugug aucuagaugu auuggcugau ccuagucagg cgcgc

<210> 69
<211> 43
<212> RNA

<213> Artificial sequence

<220>
<223> synthetic
<220>

<221> misc_feature

45

45



<222>

<223>

<400>

39

(1)..(43)

L-RNA

69

gcgcguguga ucuagaugua uuggcugauc cuagucaggg cgc

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

<400>

70
43
RNA

Artificial sequence

synthetic

misc_feature

(1)..(43)

L-RNA

70

gggcguguga ucuagaugua uuggcugauc cuagucaggg ccc

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

71
43
RNA

Artificial sequence

synthetic

misc_feature

(1)..(43)

43

43



<223>

<400>

40

L-RNA

71

ggccguguga ucuagaugua uuggcugauc cuagucaggg gcc

<210>

<211>

<212>

<213>

~L LSS

<400>

72
43
RNA

Artificial sequence

misc_feature
(1)..(43)

L-RNA

72

gcccguguga ucuagaugua uuggcugauc cuagucaggg ggc

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

73

5

RNA

Artificial Sequence

synthetic

misc_feature

(1)..(5)

43

43



<223>

<220>
<221>
<222>

223>

<400>
gssbs
<210>
<211>
<212>

<213>

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

<223>

<220>
<221>
<222>

<223>

<400>
bvssc

<210>

41

L-RNA

misc_feature
(L)y..(1)

G or absent

73

74

5

RNA

Artificial sequence

synthetic

misc_feature

(1)..(3)

L-RNA

misc_feature

(5)..(5)

C or absent

74

75



<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

223>

<220>

<221>

<222>

<223>

<400>

agcgug

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

42

6
RNA

Artificial sequence

synthetic

misc_feature

(1)..(6)

L-RNA

misc_feature

(1)..(1)

A or absent

75

76

6

RNA

Artificial sequence

synthetic

misc_feature

(1)..(6)



<223>

<220>
<221>
222>

<223>

<400>
uacgcu
<210>
<211>
<212>

<213>

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

<223>

<220>
<221>
<222>

<223>

<220>
<221>

<222>

43

L-RNA

misc_feature
(6)..(6)

U or absent

76

77

6

RNA

Artificial sequence

synthetic

misc_feature

(1)..(6)

_ L-RNA

misc_feature
(1)..(1)

A or absent

misc_feature

(2)..(2)



<223>

<220>

<221>

<222>

<223>

<400>
agsvns

<220>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

222>

<223>

<220>

<221>

G or absent

misc_feature
(5)..(5)

nucleotide = a, g,

77

78

6
RNA

Artificial sequence

synthetic

misc_feature

(1)..(6)

L-RNA

misc_feature
(3)..(5)

C or absent

misc_feature

Cc or u

44



<222>

<223>

<400>

bvbscu

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

222>

<223>

<400>

45

(6)..(6)

U or absent

78

79

39

RNA

Artificial sequence

synthetic

misc_feature

(1)..(39)

L-RNA

79

gugcugcggg gguuagggcu agaagucggc cugcagcac

<210>
<211>
<212>

<213>

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

<222>

80
39
RNA

Artificial sequence

synthetic

misc feature

(1)..(39)

39



<223>

<400>

46

L-RNA

80

agcguggcga gguuagggcu agaagucggu cgacacgcu

<210>

<211>

<212>

<213>

<400>

81
39
RNA

Artificial sequence

misc_feature
(1)..(39)

L-RNA

81

guguugcgga gguuagggcu agaagucggu cagcagcac

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

»

82
48
RNA

Artificial sequence

synthetic

L-RNA

(1)..(48)

39

39



<223>

<400>

cgugcgcuug agauaggggu uagggcuuaa agucggcuga uucucacg

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

<400>

47

82 :

83
39
RNA

Artificial sequence

synthetic

misc_feature

(1) ..(39)

L-RNA

83

agcgugaagg gguuagggcu cgaagucggc ugacacgcu

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

84
39
RNA

Artificial sequence

synthetic

L-RNA

(1)..(39)

48

39



<400>

48

84

gugcugcggg gguuagggcu cgaagucggc ccgcagcac

<210>

<211>

<212>

<213>

<400>

85
39
RNA

Artificial sequence

synthetic

misc feature

(1)..(39)

L-RNA

85

guguucccgg gguuagggcu ugaagucggc cggcagcac

<210>

<211>

<212>

<213>

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

<223>

86
39
RNA

Artificial sequence

synthetic

misc_feature

(1)..(39)

L-RNA

39

39



<400>

49

86

guguugcagg gguuagggcu ugaagucggc cugcagcac

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

<400>

87
39
RNA

Artificial sequence

synthetic

misc_feature

(1)..(39)

L-RNA

87

gugcugcggg gguuagggcu caaagucggc cugcagcac

<210>
. <211>
<212>

<213>

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

<223>

88
38
RNA

Artificial sequence

synthetic

misc_feature

(1)..(38)

L-RNA

39

39



<400>

50

88

gugcugccgg gguuagggcu aaagucggcc gacagcac

<210>

<211>

<212>

<213>

<400>

gugcuguggg ggucagggcu agaagucggc cugcagcac

<210>
<211>
<212>

<213>

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

<223>

89
39
RNA

Artificial sequence

synthetic

89

90
19
RNA

Artificial Sequence

synthetic

misc_feature

(1)..(19)

L-RNA

38

39



51

<220>
<221> misc_ feature
<222> (13)..(13)

<223> A or absent

<220>
<221> misc_feature
<222> (13)..(13)

<223> A or absent

<210> 91
<211> 19
<212> RNA

<213> Artificial sequence

<220>

<223> synthetic
<220>

<221> misc_feature
<222> (1)..(19)

<223> L-RNA

<400> 91
gguyagggcu hraagucgg
<210> 92
<211> 18

<212> RNA

oy
(b

19



<213> Artificial sequence

<220>

<223> synthetic
<220>

<221> misc_feature
<222> (1)..(18)

<223> L-RNA

<400> 92
gguyagggcu hragucgg

<210> 93
<211> 19
<212> RNA

<213> Artificial sequence

<220>

<223> synthetic
<220>

<221> misc_feature
<222> (1)..(19)

<223> L-RNA

<400> 93
gguuagggcu hgaagucgg
<210> 94
<211> 38

<212> RNA

52

18

19



<213>

<220>

<223>

<220>

<221>

<222>

<223>

<400>

53

Artificial sequence

synthetic

misc_feature

(1)..(38)

L-RNA

94

ugagauaggg guuagggcuu aaagucggcu gauucuca

<210>
<211>
<212>

<213>

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

<223>

<400>

95
36
RNA

Artificial sequence

synthetic

misc_feature

(1)..(36)

L-RNA

95

gagauagggg uuagggcuua aagucggcug auucuc

<210>

<211>

212>

<213>

96
29
RNA

Artificial sequence

38

36



<220>

<223>

<220>

<221>

<222>

<223>

<400>

synthetic

misc_feature

(1)..(29)

L-RNA

96

gggguuaggg cuuaaagucg gcugauucu

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

<223>

<400>

RNA

Artificial sequence

synthetic

misc_feature

(1)..(37)

L-RNA

97

54

gcguggcgag guuagggcua gaagucgguc gacacgc

<210>

<211>

<212>

<213>

98
35
RNA

Artificial sequence

29

37



<220>

<223>

<220>

<221>

<222>

<223>

<400>

synthetic

misc_ feature

(1)..(35)

L-RNA

98

cguggcgagg uuagggcuag aagucggucg acacg

<210>
<211>
<212>

<213>

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

<223>

<400>

99
33
RNA

Artificial sequence

synthetic

misc_feature

(1)..(33)

L-RNA

99

cgggcgaggu uagggcuaga agucggucga ccg

<210>

<211>

<212>

<213>

100
32
RNA

artificial sequence

55

35

33



<220>

<223>

<220>

<221>

<222>

<223>

<400>

synthetic

misc_feature

(1)..(32)

L-RNA

100

gggcgagguu agggcuagaa gucggucgcc cg

<210>
<211>
<212>

<213>

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

<223>

<400>

101
31

RNA

Artificial sequence

synthetic

misc_feature

(1)..(31)

L-RNA

101

cggcgagguu agggcuagaa gucggucgcc g

<210>

<211>

<212>

<213>

102
29
RNA

Artificial sequence

56

32

31



<220>

<223>

<220>

<221>

222>

<223>

<400>

cgggagguua gggcuagaag ucggucccg

<210>
<211>
<212>

<213>

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

<223>

<400>

synthetic

misc_feature
(1)..(29)

L-RNA

102

103

27

RNA

Artificial sequence

synthetic

misc_feature

(1)..(27)

L-RNA

103

gggagguuag ggcuagaagu cgguccc

<210>

<211>

<212>

<213>

<220>

104
27
RNA

Artificial sequence

57

29

27



<223>

220>

<221>

<222>

<223>

<400>

synthetic

misc_feature

(1)..(27)

L-RNA

104

ccgcgguuag ggcuagaagu cgggcgg

<220>

<223>

<220>

<221>

<222>

<223>

<400>

Artificial sequence

synthetic

misc_feature

(1)..(27)

L-RNA

105

cccggguuag ggcuagaagu cggcggg

<210>

<211>

<212>

<213>

<220>

106
27
RNA

Artificial sequence

58

27

27



<223>

<220>

<221>

<222>

<223>

<400>

synthetic

misc_feature

(1)..(27)

L-RNA

106

ggcggguuag ggcuagaagu cggcgcc

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

<400>

cccgecgguua gggcuagaag ucgggcggg

<210>

<211>

<212>

<213>

<220>

<223>

107
29
RNA

Artificial sequence

synthetic

misc_feature

(1)..(29)

L-RNA

107

108

29

RNA

Artificial sequence

synthetic

59

27

29



<220>

<221>

<222>

223>

<400>

misc_feature
(1)..(29)

L-RNA

108

gccgcgguua gggcuagaag ucgggcggc

<210>

<211>

<212>

N
[y
W
\Y4

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

<223>

<400>

109

synthetic

misc_feature

(1)..(29)

L-RNA

109

ccccggguua gggcuagaag ucggcgggg

<210>

<211>

<212>

<213>

<220>

<223>

110
29
RNA

Artificial sequence

synthetic

60

29

29



<220>

<221>

<222>

<223>

<400>

misc_feature
(1)..(29)

L-RNA

110

cggcggguua gggcuagaag ucggcgccg

<210>
<211>
<212>

<213>

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

<223>

<400>

111
29
RNA

Artificial sequence

synthetic

misc_feature

(1)..(29)

L-RNA

111

gggcggguua gggcuagaag ucggcgccc

<210>
<211>
<212>

<213>

<220>
<223>

<220>

112
37
RNA

Artificial sequence

synthetic

61

29

29



62

<221> misc_feature
<222> (1)..(37)

<223> L-RNA

<400> 112
ugcugcgggg guuagggcua gaagucggcc ugcagca

<210> 113
<211> 35
<212> RNA

<213> Artificial sequence

<220>

<223> synthetic
<220>

<221> misc_feature
<222> (1)..(35)

<223> L-RNA

<400> 113
gcugcggggg uuagggcuag aagucggccu gcage

<210> 114
<211> 33
<212> RNA

<213> Artificial sequence

<220>
<223> synthetic

<220>

- 37

35



<221>

<222>

<223>

<400>

cugcgggggu uagggcuaga agucggccug cag

<210>

<211>

<212>

<213>

<220>

223>

<220>

<221>

<222>

<223>

<400>

ugcggggguu agggcuagaa gucggccugce a

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

misc_feature
(1)..(33)

L-RNA

114

115

31

RNA

Artificial sequence

synthetic

misc_feature

(1)..(31)

L-RNA

115

116

29

RNA

Artificial sequence

synthetic

L-RNA



<222> (1)..(29)

<223>

<400> 116
gcggggguua gggcuagaag ucggccugc

<210> 117
<211> 29
<212> RNA

<213> Artificial sequence

<220>

<223> synthetic
<220>

<221> misc_feature
<222> (1)..(29)

<223> L-RNA

<400> 117
gccgggguua gggcuagaag ucggccggce

<210> 118
<211> 31
<212> RNA

<213> Artificial sequence

<220>
<223> synthetic
<220>

<221> misc_feature

64

29

29



<222> (1)..(31)

<223> L-RNA

<400> 118
ggccgggguu agggcuagaa gucggccgge ¢

<210> 119
<211> 31
<212> RNA

<213> Artificial sequence

<220>

<223> synthetic
<220>

<221> misc_feature
<222> (1)..(31)

<223> L-RNA

<400> 119
cgccgggguu agggcuagaa gucggccgge g

<210> 120
<211> 10
<212> RNA

<213> Artificial sequence

<220>

<223> synthetic
<220>

<221> misc_feature

<222> (1)..(10)



<223> L-RNA

<220>

<221> misc_feature
<222> (7)..(7)

<223> nucleotide = a, g,
<400> 120

rksbusnvgr

<210> 121

<211> 10

<212> RNA

<213> Artificial sequence
<220>

<223> synthetic

<220>

<221> misc_feature
<222> (1)..(10)

<223> L-RNA

<220>

<221> misc_feature
<222> (3)..(3)

<223> n is any nucleotide
<220>

<221>

misc_ feature

c Oor u

66

10



67

<222> (3)..(3)

<223> nucleotide = a, g, ¢ or u
<400> 121

yynrcassmy

<210> 122

<211> 10

<212> RNA

<213> Artificial sequence
<220>

<223> synthetic

<220>

<221> misc_feature

<222> (1)..{(10)

<223> L-RNA

<400> 122

rksbugsvgr

<210> 123

<211> 10

<212> RNA

<213> Artificial sequence
<220>

<223> synthetic

<220>

<221> misc_feature

<222> (1)..(10)

10

10



<223> L-RNA

<220>

<221> misc_feature
<222> (3)..(3)

<223> n is any nucleotide
<220>

<221> misc_feature
<222> (3)..(3)

<223> nucleotide = a, g,
<400> 123

ycnrcassmy

<210> 124

<211> 5

<212> RNA

<213> Artificial sequence
<220>

<223> synthetic

<220>

<221> misc_feature
<222> (1)..(5)

<223> L-RNA

<220>

<221> S or absent

68

10



<222>

<223>

<220>
<221>
<222>

<223>

<400>
SSSSV
<210>
<211>
<212>

<213>

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

<223>

<220>
<221>
222>

<223>

<400>
bssss

69

(1)..(1)

misc_feature
(1)..(1)

S or absent

124

125
5
RNA

Artificial sequence

synthetic

misc_feature
(1)..(5)

L-RNA

misc_feature
(5)..(5)

S or absent

125



<210>
<211>
<212>

<213>

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

<223>

<400>
sggsv
<210>
<211>
<212>

<213>

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

<223>

<400>
ysccs

70

126
5
RNA

Artificial sequence

synthetic

misc_feature

(1)..(5)

L-RNA

126

127

5

RNA

Artificial Sequence

synthetic

misc_feature

(1)..(5)

L-RNA

127



<210>
211>
<212>

<213>

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

<223>

<400>
gcsgg
<210>
<211>
<212>

<213>

. <220>
<221>
<222>

<223>

<400>
cckgce
<210>
<211>

<212>

71

128
5
RNA

Artificial sequence

synthetic

misc_feature

(1)..(5)

L-RNA

128

129

5

RNA

Artificial

misc feature

(1)..(3)

L-RNA

129

130

RNA



<213>

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

<223>

<400>
sSsssr
<210>
<211>
<212>

<213>

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

<223>

<400>
ysbss
<210>
<211>

<212>

Artificial sequence

synthetic

misc_feature
(1)..(5)

L-RNA

130

131
5
RNA

artificial sequence

synthetic

misc_feature

(1)..(5)

L-RNA

131

132

45

RNA

72



<213>

<220>

<223>

<220>

<221>

<222>

<223>

<220>

221>

<222>

<223>

<400>

73

Artificial sequence

synthetic

misc_feature
(1)..(45)

L-RNA

misc_feature
(1)..(1)

40 kDa-PEG

132

gcguggugug aucuagaugu auuggcugau ccuagucagg uacgc

<210>
<211>
<212>

<213>

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

<223>

<220>

133
36
RNA

Artificial sequence

synthetic

misc_feature

(1)..(36)

L-RNA

45



<221> misc_feature
<222> (1)..(1)

<223> 40 kDa-PEG

<400> 133
gcgugaaagc aacaugucaa ugaaagguag ccgcgce

<210> 134
<211> 29
<212> RNA

<213> Artificial sequence

<220>

<223> synthetic
<220>

<221> misc_feature
<222> (1)..(29)

<223> L-RNA

<220>
- <221> misc_feature
<222> (1)..(1)

<223> 40 kDa-PEG

<400> 134
cgggagguua gggcuagaag ucggucccg
<210> 135
<211> 29

<212> RNA

74

36

29



<213>

<220>
<221>
<222>

<223>

<220>
<221>
<222>

<223>

<220>
<221>
222>

<223>

<400>

Artificial

misc_feature
(1)..(29)

L-RNA

40 kDa-PEG

(1)..(1)

misc_feature

(1)..(1)
40 kDa-PEG
135

gccgggguua gggcuagaag ucggccggce

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

136
31
RNA

Artificial sequence

synthetic

L-RNA

(1)..(31)

75

29



<223>

<220>

<221>

<222>

223>

<400>

cgccgggguu agggcuagaa gucggcecggce g

<210>

<211>

<212>

<213>

<220>

<223>

<220>

221>

<222>

<223>

<220>

<221>

40 kDa-PEG

(1)..(1)

misc_feature

136

137
38
RNA

Artificial sequence

synthetic

misc_feature

(1)..(38)

L-RNA

40 kDa-PEG-

76



<222>

<223>

<220>

<221>

<222>

<223>

<400>

77

(1)..(1)

misc_feature
(1)..(1)

40 kDa-PEG-

137

gcugugaaag caacauguca augaaaggua gccgcage

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

<400>

uaaggaaacu cggucugaug cgguagcgcu gugcagagcu

<210>

<211>

<212>

<213>

138
40
RNA

Artificial sequence

synthetic

misc_feature
(1)..(40)

L-RNA

138

139
38
RNA

Artificial

38

40



<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<400>

78

misc_feature
(1)..(38)

L-RNA

misc_feature
(1)..(1)

30 kDa-PEG

139

gcugugaaag caacauguca augaaaggua gccgcagc

<210>

<211>

<212>

<213>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<400>

140
38
RNA

Artificial

misc_feature
(1)..(38)

L-RNA

misc_feature
(1)..(1)

100 kDa-HES

140

gcugugaaag caacauguca augaaaggua gccgcagc

38

38



<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<400>

79

141
38
RNA

Artificial sequence

synthetic

misc_feature

(1)..(38)

L-RNA

misc_feature
(1)..(1)

130 kDa-HES

141

gcugugaaag caacauguca augaaaggua gccgcagce

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

142
48
RNA

Artificial sequence

synthetic

misc_feature

38



80

<222> (1)..(48)

<223> L-RNA

<400> 142
cgugguccgu ugugucaggu cuauucgccc cggugcaggg cauccgcg

<210> 143
<211> 49
<212> RNA

<213> Artificial sequence

<220>

<223> synthetic
<220>

<221> misc_feature
<222> (1)..(49)

<223> L-RNA

<400> 143
gcagugugac gcggacguga uaggacagag cugaucccgc ucaggugag

<210> 144
<211> 49
<212> RNA

<213> Artificial sequence

<220>
<223> synthetic
<220>

<221> misc_feature



81

<222> (1)..(49)

<223> L-RNA

<400> 144
caacagcagu gugacgcgga cgugauagga cagagcugau cccgcucag

<210> 145
<211> 38
<212> RNA

<213> Artificial sequence

<220>
<223> synthetic

<400> 145
gcugugaaag caacauguca augaaaggua gccgcagc

<210> 146
<211> 38
<212> RNA

<213> Artificial sequence

<220>
<223> synthetic

<400> 146
gcugugaaag uaacauguca augaaaggua accacagc

<210> 147
<211> 38
<212> RNA

<213> Artificial sequence

<220>

49

38

38



<223>

<400>

82

synthetic

147

gcugugaaag uaacacguca augaaaggua accgcagce

<210>

<211>

<212>

<213>

<220>

<223>

<400>

148
38
RNA

Artificial sequence

synthetic

118

gcugugaaag uaacacguca augaaaggua accacagc

<210>

<211>

<212>

<213>

<220>

<223>

<400>

149
38
RNA

artificial sequence

synthetic

149

gcuguaaaag uaacauguca augaaaggua acuacagc

<210>

<211>

<212>

<213>

<220>

<223>

150
38
RNA

artificial sequence

synthetic

38

38

38



83

<400> 150
gcuguaaaag uaacaaguca augaaaggua acuacagc

<210> 151
<211> 38
<212> RNA

<213> artificial sequence

<220>
<223> synthetic

<400> 151
gcugugaaag uaacaaguca augaaaggua accacagc

<210> 152
<211> 38
<212> RNA

<213> artificial sequence

<220>
<223> synthetic

<400> 152
gcagugaaag uaacauguca augaaaggua accacagc

<210> 153
<211> 38
<212> RNA

<213> artificial sequence

<220>
<223> synthetic

<400> 153
gcugugaaag uaacauguca augaaaggua accacugc

38

38

38

38



84

<210> 154
<211> 38
<212> RNA

<213> artificial sequence

<220>
<223> synthetic

<400> 154
gcuaugaaag uaacauguca augaaaggua accauagc

<210> 155
<211> 38
<212> RNA

<213> artificial sequence

<220>
<223> synthetic

<400> 155
gcugcgaaag cgacauguca augaaaggua gccgcagce

<210> 156
<211> 38
<212> RNA

<213> artificial sequence

<220>
<223> synthetic
<400> 156

gcugugaaag caacauguca augaaaggua gccacagc

<210> 157

38

38

38



<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

<400>

85

38

RNA

artificial sequence

synthetic

synthetic

(1)..(38)

157

gcugugaaag uaacauguca augaaaggua gccgcage

<210>

<211>

<212>

<213>

<220>

<223>

<400>

agcgugaaag uaacacguaa aaugaaaggu aaccacgcu

<210>

<211>

<212>

<213>

<220>

<223>

158
39
RNA

artificial sequence

synthetic

158

159
36
RNA

artificial sequence

synthetic

38

39



86

<400> 159

cugugaaagc aacaugucaa ugaaagguag ccgcag 36
<210> 160

<211> 34

<212> RNA

<213> Artificial sequence

<220>

<223> synthetic

<400> 160

ugugaaagca acaugucaau gaaagguagc cgca 34
<210> 161

<211> 32

<212> RNA

<213> Artificial sequence

<220>

<223> synthetic

<400> 161

gugaaagcaa caugucaaug aaagguagcc gc : 32
<210> 162

<211> 30

<212> RNA

<213> Artificial sequence

<220>
<223> synthetic

<400> 162
ugaaagcaac augucaauga aagguagccg 30



<210>

<211>

<212>

<213>

<220>

<223>

<400>

163
28
RNA

Artificial sequence

synthetic

163

gaaagcaaca ugucaaugaa agguagcc

<210>

<211>

<212>

<213>

<220>

<223>

<400>

164
26
RNA

Artificial sequence

synthetic

164

aaagcaacau gucaaugaaa gguagc

<210>

<211>

<212>

<213>

<220>

<223>

<400>

165
36
RNA

Artificial sequence

synthetic

165

87

gcgugaaagc aacaugucaa ugaaagguag ccgcgc

<210>

166

28

26

36



<211> 36
<212> RNA

<213> Artificial sequence

<220>
<223> synthetic

<400> 166
gcgcgaaagc aacaugucaa ugaaagguag ccgcgc

<210> 167
<211> 34
<212> RNA

<213> Artificial sequence

<220>
<223> synthetic

<400> 167
gcggaaagca acaugucaau gaaagguagc ccgc

<210> 168
<211> 34
<212> RNA

<213> Artificial sequence

<220>

<223> synthetic

<400> 168

cgugaaagca acaugucaau gaaagguagc cgcg
<210> 169

<211> 34

88

36

34

34



<212>

<213>

<220>

<223>

<400>

RNA

Artificial sequence

synthetic

169

gcgcaaagca acaugucaau gaaagguagc gugc

<210>

<211>

<212>

<213>

<220>

<223>

<400>

170
34
RNA

Artificial sequence

synthetic

170

gugcaaagca acaugucaau gaaagguagc gcgce

<210>

<211>

<212>

<213>

<220>

<223>

<400>

171
34
RNA

Artificial sequence

synthetic

171

cgcgaaagca acaugucaau gaaagguagc cgug

<210>

<211>

<212>

<213>

172
34
RNA

Artificial sequence

89

34

34

34



<220>
<223> synthetic

<400> 172
gggcaaagca acaugucaau gaaagguagc gccc

<210> 173
<211> 34
<212> RNA

<213> Artificial sequence

<220>
<223> synthetic

<400> 173
ggccaaagca acaugucaau gaaagguagc ggcc

<210> 174
<211> 34
<212> RNA

<213> Artificial sequence

<220>
<223> synthetic

<400> 174
gcccaaagca acaugucaau gaaagguagc gggc

<210> 175
<211> 34
<212> RNA

<213> Artificial sequence

90

34

34

34



91

<220>
<223> synthetic

<400> 175
ccccaaagca acaugucaau gaaagguagc gggg

<210> 176
<211> 47
<212> RNA

<213> Artificial sequence

<220>
<223> synthetic

<400> 176
agcguggugu gaucuagaug uaguggcuga uccuagucag guacgcu

<210> 177
<211> 47
<212> RNA

<213> Artificial sequence

<220>
<223> synthetic

<400> 177
agcguggugu gaucuagaug uauuggcuga uccuagucag guacgcu

<210> 178
<211> 47
<212> RNA

<213> Artificial sequence

<220>

<223> synthetic

34

47

47



92

<400> 178
agcguggugu gaucuagaug uaauggcuga uccuagucag gugcgcu

<210> 179
<211> 45
<212> RNA

<213> Artificial sequence

<220>
<223> synthetic

<400> 179
gcgaggugug aucuagaugu aguggcugau ccuagucagg ugcgc

<210> 180
<211> 45
<212> RNA

<213> Artificial sequence

<220>
<223> synthetic

<400> 180
gcguggugug aucuagaugu aguggcugau ccuagucagg ugcgc

<210> 181
<211> 45
<212> RNA

<213> Artificial sequence

<220>
<223> synthetic

<400> 181
gcauggugug aucuagaugu aguggcugau ccuagucagg ugccc

47

45

45

45



93

<210> 182
<211> 45
<212> RNA

<213> Artificial sequence

<220>
<223> synthetic

<400> 182
gcguggugug aucuagaugu aauggcugau ccuagucagg gacgc

<210> 183
<211> 45
<212> RNA

<213> Artificial sequence

<220>
<223> synthetic

<400> 183
gcguggugug aucuagaugu agaggcugau ccuagucagg uacgc

<210> 184
<211> 45
<212> RNA

<213> Artificial sequence

<220>
<223> synthetic
<400> 184

gcguggugug aucuagaugu aaaggcugau ccuagucagg uacgc

<210> 185

45

45

45



94

<211> 45
<212> RNA

<213> Artificial sequence

<220>
<223> synthetic

<400> 185
gcguggugug aucuagaugu aguggcuguu ccuagucagg uaugc

<210> 186
<211> 45
<212> RNA

<213> Artificial sequence

<220>
<223> synthetic

<400> 186
gcguggugug aucuagaugu aguggcugau ccuaguuagg uacgc

<210> 187
<211> 45
<212> RNA

<213> Artificial sequence

<220>

<223> synthetic

<400> 187

gcguggugug aucuagaugu aguggcugau ccuagucagg uacgc
<210> 188

<211> 43

45

45

45



<212>

<213>

<220>

<223>

<400>

95

RNA

Artificial sequence

synthetic

188

cgugguguga ucuagaugua guggcugauc cuagucaggu acg

<210>

<211>

<212>

<213>

<220>

<223>

<400>

189
41
RNA

Artificial sequence

synthetic

189

guggugugau cuagauguag uggcugaucc uagucaggua c

<210>

<211>

<212>

<213>

<220>

<223>

<400>

190 -
39
RNA

Artificial sequence

synthetic

190

uggugugauc uagauguagu ggcugauccu agucaggua

<210>

<211>

<212>

<213>

131
37
RNA

Artificial sequence

43

41

39



<220>

<223>

<400>

96

synthetic

191

ggugugaucu agauguagug gcugauccua gucaggu

<210>

<211>

<212>

<213>

<400>

192
35
RNA

Artificial sequence

synthetic

192

gugugaucua gauguagugg cugauccuag ucagg

<210>

<211>

<212>

<213>

<220>

<223>

<400>

gcguggugug aucuagaugu auuggcugau ccuagucagg uacgc

<210>

<211>

<212>

<213>

193
45
RNA

Artificial sequence

synthetic

193

194
45
RNA

Artificial sequence

37

35

45



97

<220>
<223> synthetic

<400> 194
gcgcggugug aucuagaugu auvuggcugau ccuagucagg cgcgc

<210> 195
<211> 43
<212> RNA

<213> Artificial sequence

<220>
<223> synthetic

<400> 195
gcgcguguga ucuagaugua uuggcugauc cuagucaggg cgc

<210> 196
<211> 43
<212> RNA

<213> Artificial sequence

<220>
<223> synthetic

<400> 196
gggcguguga ucuagaugua uuggcugauc cuagucaggg ccc

<210> 197
<211> 43
<212> RNA

<213> Artificial sequence

<220>

<223> synthetic

45

43

43



<400>

98

197

ggccguguga ucuagaugua uuggcugauc cuagucaggg gcc

<210>

<211>

<212>

<213>

<220>

<223>

<400>

198
43
RNA

Artificial sequence

synthetic

198

gcccguguga ucuagaugua uuggcugauc cuagucaggg ggc

<210>

<211>

<212>

<213>

<220>

<223>

<400>

199
39
RNA

Artificial sequence

synthetic

199

gugcugcggg gguuagggcu agaagucggc cugcagcac

<210>

<211>

<212>

<213>

<220>

<223>

<400>

200
39
RNA

Artificial sequence

synthetic

200

agcguggcga gguuagggcu agaagucggu cgacacgcu

43

43

39

39



<210>

<211>

<212>

<213>

<220>

<223>

<400>

99

201
39
RNA

Artificial sequence

synthetic

201

guguugcgga gguuagggcu agaagucggu cagcagcac

<210>

<211>

212>

<213>

<220>

<223>

<400>

cgugcgcuug agauaggggu uagggcuuaa agucggcuga uucucacg

<210>

<211>

<212>

<213>

<220>

<223>

<400>

202
48
RNA

Artificial sequence

synthetic

202

203
39
RNA

Artificial sequence

synthetic

203

agcgugaagg gguuagggcu cgaagucggc ugacacgcu

<210>

204

39

48

39



<211>

<212>

<213>

<220>

<223>

<400>

100

39
RNA

Artificial sequence

synthetic

204

gugcugcggyg gguuagggcu cgaagucggc ccgcagcac

<210>

<211>

<212>

<213>

<220>

<223>

<400>

205
39
RNA

Artificial sequence

synthetic

205

guguucccgg gguuagggcu ugaagucggc cggcagcac

<210>

<211>

<212>

<213>

<220>

<223>

<400>

206
39
RNA

Artificial sequence

synthetic

206

guguugcagg gguuagggcu ugaagucggc cugcagcac

<210>

<211>

207

39

39

39

39



101

<212> RNA

<213> Artificial sequence

<220>
<223> synthefic

<400> 207
gugcugcggg gguuagggcu caaagucggc cugcagcac

<210> 208
<211> 38
<212> RNA

<213> Artificial sequence

<220>
<223> synthetic

<400> 208
gugcugccgg gguuagggcu aaagucggcc gacagcac

<210> 209
<211> 39
<212> RNA

<213> Artificial sequence

<220>
<223> synthetic

<400> 209
gugcuguggg ggucagggcu agaagucggc cugcagcac

<210> 210
<211> 38
<212> RNA

<213> Artificial sequence

39

38

39



102

<220>
<223> synthetic

<400> 210
ugagauaggg guuagggcuu aaagucggcu gauucuca

<210> 211
<211> 36
<212> RNA

<213> Artificial sequence

~L LU~

<223> synthetic

<400> 211
gagauagggg uuagggcuua aagucggcug auucuc

<210> 212
<211> 29
<212> RNA

<213> Artificial sequence

<220>
<223> synthetic

<400> 212
gggguuaggg cuuaaagucg gcugauucu

<210> 213
<211> 37
<212> RNA

<213> Artificial sequence

38

36

29



<220>

<223>

<400>

gcguggcgag guuagggcua gaagucgguc gacacgc

<210>

<211>

<212>

<213>

<220>

<223>

<400>

synthetic

213

214
35
RNA

Artificial sequence

synthetic

214

cguggcgagg uuagggcuag aagucggucg acacg

<210>

<211>

<212>

<213>

<220>

<223>

<400>

215
33
RNA

Artificial sequence

synthetic

215

cgggcgaggu uagggcuaga agucggucga ccg

<210>

<211>

<212>

<213>

<220>

<223>

216
33
RNA

Artificial sequence

synthetic

37

35

33



104

<400> 216

cgggcgaggu uagggcuaga agucggucgc ccg 33
<210> 217

<211> 31

<212> RNA

<213> Artificial sequence

<220>

<223> synthetic

<400> 217

cggcgagguu agggcuagaa gucggucgcc g 31
<210> 218

<211> 29

<212> RNA

<213> Artificial sequence

<220>

<223> synthetic

<400> 218

cgggagguua gggcuagaag ucggucccg . 29
<210> 219

<211> 27

<212> RNA

<213> Artificial sequence

<220>

<223> synthetic

<400> 219

gggagguuag ggcuagaagu cgguccc 27



<210> 220
<211> 27
<212> RNA

<213> Artificial sequence

<220>

<223> synthetic

<400> 220

ccgecgguuag ggcuagaagu c€gggcgg
<210> 221

<211> 27

<212> RNA

<213> Artificial sequence

<220>

<223> synthetic

<400> 221

cccggguuag ggcuagaagu cggcggg
<210> 222

<211> 27

<212> RNA

<213> Artificial sequence

<220>
<223> synthetic
<400> 222

ggcggguuag ggcuagaagu cggcgcc

<210> 223

105

27

27

27



<211> 29
<212> RNA

<213> Artificial sequence

<220>

<223> synthetic

<400> 223

cccgcegguua gggcuagaag ucgggcggg
<210> 224

<211> 29

~L L LS NS

<213> Artificial sequence

<220>
<223> synthetic

<400> 224
gccgcgguua gggcuagaag ucgggcgge

<210> 225
<211> 29
<212> RNA

<213> Artificial sequence

<220>

<223> synthetic

<400> 225

ccccggguua gggcuagaag ucggcgggg
<210> 226

<211> 29

106

29

29

29



<212> RNA

<213> Artificial sequence

<220>
<223> synthetic

<400> 226
cggcggguua gggcuagaag ucggcgccg

<210> 227
<211> 29
<212> RNA

<213> Artificial sequence

<220>
<223> synthetic

<400> 227
gggcggguua gggcuagaag ucggcgccc

<210> 228
<211> 37
<212> RNA

<213> Artificial sequence

<220>
<223> synthetic

<400> 228

107

ugcugcgggg guuagggcua gaagucggcc ugcagca

<210> 229
<211> 35
<212> RNA

<213> Artificial sequence

29

29

37



<220>
<223> synthetic

<400> 229
gcugcggggg uuagggcuag aagucggccu gcagce

<210> 230
<211> 33
<212> RNA

<213> Artificial sequence

<220>
<223> synthetic

<400> 230
cugcgggggu uagggcuaga agucggccug cag

<210> 231
<211> 31
<212> RNA

<213> Artificial sequence

<220>
<223> synthetic

<400> 231
ugcggggguu agggcuagaa gucggccugc a

<210> 232
<211> 29
<212> RNA

<213> Artificial sequence

108

35

33

31



109

<220>

<223> synthetic

<400> 232

gcggggguua gggcuagaag ucggccugce
<210> 233

<211> 29

<212> RNA

<213> Artificiél sequence

<220>
<223> synthetic

<400> 233
gccgggguua gggcuagaag ucggccggce

<210> 234
<211> 31
<212> RNA

<213> Artificial sequence

<220>

<223> synthetic

<400> 234

ggccgggguu agggcuagaa gucggccgge
<210> 235

<211> 31

<212> RNA

<213> Artificial sequence

<220>

<223> synthetic



<400>

110

235

cgccgggguu agggcuagaa gucggccggce g

<210>

<211>

<212>

<213>

<220>

<223>

<400>

236
48
RNA

Artificial sequence

synthetic

236

cgugguccgu ugugucaggu Cuauucgccc cggugcaggg cauccgcg

<210>

<211>

<212>

<213>

<220>

<223>

<400>

237
49
RNA

Artificial sequence

synthetic

237

gcagugugac gcggacguga uaggacagag cugaucccgc ucaggugag

<210>

<211>

<212>

<213>

<220>

<223>

<400>

238
49
RNA

Artificial sequence

synthetic

238

caacagcagu gugacgcgga cgugauagga cagagcugau cccgcucag

31

48

49

49
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RNA

Artificial sequence

synthetic

misc_feature
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L-RNA

misc_feature

(1)..(1)
pegylated
239

uaaggaaacu cggucugaug cgguagcgcu gugcagagcu

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

240
45
RNA

Artificial sequence

synthetic

misc_feature
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<221>
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<400>
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(1)..(45)

L-RNA

misc_feature

(1)..(1)

'30-kDa-PEG
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gcguggugug aucuagaugu auuggcugau ccuagucagg uacgc

<210>

<211>
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<220>

<223>
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<221>
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<220>

<221>
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<400>

241
45
RNA

Artificial sequence

synthetic

misc_feature

(1)..(45)

L-RNA

misc_feature
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40-kDa-PEG
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cgcauggacu gauccuaguc gguuauguag aucuagugug gugcg

45
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