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1

38

DNA

artificial sequence

synthetic aptamer

misc_feature
cytosine at positions 3, 4, 6 and 37

misc_feature
uridine at positions 9, 30 and 31 are

misc_feature
(1)..(1)
n at posgition 1 is 2'-fluoro cytidine

misc_feature
(2)..(2) .
n at position 2 is 2¢!-0OH guanosine or

misc_feature
(7) .. (7)

n at position 7 is 2'-OH guanosine or

misc_feature
(8)..(8)

are 2'-fluoro

2'~-fluoro

or 2'-O-methyl cytidine

2'-0-methyl guanosine

2'-O0-methyl guanocsine




<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>

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

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

<220>
<221>
«222>
<223>

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

n at position 8 is 2'-OH guanosine or 2'-0O-methyl guanosine

misc_feature
(10)..(10)
n at position

misc_feature
{11)..(11)
n at position

misc_feature
(12) .. (12)
n at position

misc_feature
(13)..(13)
n at position

misc_feature
(14) ..(14)
n at position

misc_feature
(15} ..(15)
n at position

misc_featufe
(16) .. (16)
n at position

misc_feature
(18)..(18)
n at position

misc_feature
(19) .. (19)
n at position

misc_feature
(20} ..(20)
n at position

misc_feature
(21) .. (21}
n at position

10

11

12

13

14

15

16

18

19

20

21

is

is

is

is

is

is

is

is

2'-fluoro cytosine or deoxy cytidine

2'-fluoro uridine or deoxy thymidine

2'-fluoro cytosine or deoxy cytidine

2'-0OH adenosine or 2'-0O-methyl adenosine

2'-0OH guanosine or 2'-O-methyl guanosine

2'-0OH guanosine or 2'-O-methyl guanosine

2'-fluoro cytosine or deoxy cytidine

2'-fluoro cytosine or 2'-0O-methyl cytosine

2'-fluoro uridine or 2'-O-methyl uridine

2'-0OH guanosine or 2'-O-methyl guanosine

2'-OH adenosine or 2'-O-methyl adenosine




<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>

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

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

<220>
<221>
<222>

<223 >

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

<220>
<221>

misc_feature
(22)..(22)
n at position

misc_feature
(23)..(23)
n at position

misc_feature
(24) .. (24)
n at position

misc_feature
(25) ..(25)
n at position

misc_feature
(26)..(26)
n at position

misc_feature
(27)..(27)
n at position

misc_feature
(28) .. (28)
n at position

misc_feature
{29) .. (29)
n at position

misc_feature
(32)..(32)
n at position

misc_feature
(33)..(33)
n at position

misc_feature
(34)..(34)
n at position

misc_feature

22

23

24

25

26

27

28

29

32

33

34

is

is

is

is

is

is

'

2'-0H guanosine-or 2'-0O-methyl guanosine

2'-fluoro uridine or deoxy thymidine

2'-fluoro cytosine or deoxy cytidine

2'-fluoro uridine or- deoxy thymidine

2'-0OH guanosine or 2'-0O-methyl guanosine

2'-0OH adenosine or 2'-O-methyl adenosine

2'-0H guanosine or 2'-O-methyl guanosine

2'-fluoro uridine or deoxy thymidine

2'-OH adenosine or 2'-0O-methyl adenosine

2'-fluoro cytosine or deoxy cytidine

2'-fluoro cytosine or deoxy cytidine




<222> (35)..(35)

<223> n at position 35 is 2'-flucro uridine or deoxy thymidine

<220>

<221> misc_feature

<222> (36) ..(36) .

<223> n at position 36 is 2'~OH guanosine or 2'-0O-methyl guanosine

<220>

<221> misc_feature

<222> (38)..(38)

<223> n at position 38 is 2'-0OH guanosine or 2'-O-methyl guanosine

<400> 1

nnccgonnun nnunnngnnii nnnnnnnnnug unnnnnen 38

<210> 2

<21l1l> 38

<212> DNA i

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1)..(38)

<223> all pyrimidines are 2'-fluoro; except at positions 10, 12, 16
and 24, wherein cytidine is deoxy, and at positions 11, 23 and
25, which are deoxy thymidine

<220>

<221> misc_feature

<222> (1) ..(38)

<223> all purines are 2°-O-methyl; except at positions § and 17,
wherein guanosine is 2'-0OH, and position 32, wherein adenosine is
2'-0H

<400> 2

cgeccgeogguce tcaggcgcecug agtctgaguu uvaccugcg 38

<210> 3

<211> 42

<212> RNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1)..(42)

<223> all pyrimidines are 2'-fluoro




<400> 3

gacgaugcgg ucucaugcgu cgagugugag uuuaccuucg uc 42

<210> 4

<211> 39

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1) ..{38)

<223> all pyrimidines are 2'-fluoro

<220>

<221> misc_feature

<222> (1)..(38)

<223> all purines are 2'-O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-0OH, and at position 32, wherein adenosine
is 2'-OH

<220>

<221> misc_feature

<222> (39)..(39)

<223> thymidine at position 39 is a 3' inverted deoxy thymidine (3'-3'
linked)

<400> 4

cgccgeggue ucaggcgceug agucugaguu uaccugcegt . 39

<210> 5

<211> 39

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> wmisc_feature

<222> (1)..(1) :

<223> cytosine at position 1 is modified by a 40 kDa branched
(1,3-bis(mPEG-[20 kDal) -propyl-2-(4'-butamide)) PEG attached to
the nucleotide via an amine linker

<220>

<221> misc_feature

<222> (1)..(38)

<223> all pyrimidines are 2'-fluoro




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

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

<400>

misc_feature
(1) ..(38)

all purines are 2'-O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-OH, and at position 32, wherein adenosine

is 2'-0H

misc_feature

(39) ..(39)

thymidine at position 39 is a 3' inverted
{(3'-3'" linked)

5

cgecgogguce ucaggcgcug agucugaguu uaccugcegt

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

<220>
<223>

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

<400>

3]

44

RNA

artificial sequence

synthetic aptamer

misc_feature
(1) .. (44)
all pyrimidines are 2'-fluoro

6

aggacgauge ggucucauge gucgagugug aguuuaccuu cguc

<210>»
<21l>
<212>»
<213>

<220>»
<223>»

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

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

<400>

7

40

RNA

artificial sequence

synthetic aptamer

misc_feature
(1)..(40)
all pyrimidines are 2'-fluoro

misc_feature
(1) .. (40)

deoxy thymidine

39

44

all purines are 2'-O-methyl; except at positions 2, 7 and 19,
wherein guanosine is 2'-0OH, and positions 1 and 34, wherein

adenocsine is 2'-OH

7




agcgcoegegg ucucaggege ugagucugag uunuaccugeg ) 40

<210> 8

<211> 40

<212> RNA

«213> artificial sequence

<220>
<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1) ..(40)

<223> all pyrimidines are 2'-fluoro

<400> 8
ggcgecgegyg ucucaggege ugagucugag uuuaccugced 40
<210> 9
<211> 39

<212> DNA
<213> artificial sequence

<220>
<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1)..(38)

<223> all purines are 2'-0O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-CH, and position 32, wherein adenosine is
2'-CH

<220>

<221> misc_feature

<222> (1)..(38)

<223> all pyrimidines are 2'-fluoro; except at positions 10, 12, 16,
24, 33 and 34, wherein cytidine is deoxy, and at positions 11,
23, and 25, which are deoxy thymidine

<220>

<221> wmisc_feature

<222> (39)..(39)

<223> thymidine at position 39 is a 3' inverted deoxy thymidine
(3'-3' linked)

1

<400> 9 .

cgcecgcgguc tcaggcgcug agtctgaguu uaccugegt 39
<210> 10

<211l> 39

<212> DNA




<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> wmisc_feature

<222> (1) ..(38) :

<223> all purines are 2'-O-methyl, except at positions 5 and 17,
wherein guanosine is 2'-OH, and position 32, wherein adenosine is
2'-0OH

<220>

<221> misc_feature

<222> (1) ..(38)

<223> all pyrimidines are 2'-fluoro, except at positions 10, 12, 16,
24, 33 and 34, wherein cytidine is deoxy; at positions 1, 3, and
37, wherein cytosine igs 2°'-O-methyl; and at postions 11, 23, and
25, which are deoxy thymidine

<220>

<221> misc_feature

<222> (38)..(39)

<223> thymidine at position 39 is a 3' inverted deoxy thymidine
(3'-3' linked)

<400> 10

cgecgegguc tcaggegcoug agtetgaguu uaccugegt 39

<210> 11

<211> 38

<212> DNA :

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1)..(38)

<223> all purines are 2'-O-methyl, except at positions 5 and 17,
wherein guanosine is 2'-0H, and position 32, wherein adenosine is
2'-0OH

<220>

<221> misc_feature

<222> {(1)..(38)

<223> all pyrimidines are 2'-fluoro; except at positions 1, 3, 10, 12,
16, 24 and 37, wherein c¢ytidine is deoxy; and at positions 11, 23
and 25, which are deoxy thymidine

<400> 11

cgccgecgguc tcaggegeug agtctgaguu uaccugcg 38




<210> 12

<211l> 38

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1) ..(38)

<223> all purines are 2'-0O-methyl; except at positions § and 17,
wherein guanosine is 2°'-0OH, and position 32, wherein adenosine is
2'-0H

<220>

<221> misc_feature

<222> (1) ..(38)

<223> all pyrmidines are 2'-fluoro; except at positions 1, 10, 12, 16
and 24, wherein cytidine is deoxy, and at positions 11, 23 and
25, which are deoxy thymidine

<400> 12

cgecgeggue tcaggegcug agtctgaguu uaccugeg 38

<210> 13

<21l1l> 38

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

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

<223> all purines are 2f-0O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-0OH, and position 32, wherein adenosine is
2'-0OH

<220>.

<221> misc_feature

<222> (1)..(38)

<223> all pyrimidines are 2'-fluoro; except at positions 3, 10, 12,
16 and 24, wherein cytidine is deoxy; and positions 11, 23, and
25, which are deoxy thymidine

<400> 13

cgecegegaguce tcaggcegcug agtctgaguu uaccugcg 38

<210> 14

<211> 38




i PCT/US2007/006020,

antie

<212> DNA

<213> artificial sequence

<220>

<223> pgynthetic aptamer

<220>

<221> misc_feature

<222s> (1)..(38)

«223> all purines are 2'-O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-0H, and position 32, wherein adenosine is
2'-0H

<220>

<221> misc_feature

<222> (1)..(38)

<223> all pyrimidines are 2‘'-fluoro; except at positions 10, 12, 16,
24 and 37, wherein cytidine is deoxy; and at positions 11, 23,
and 25, which are deoxy thymidine

<400> 14

cgcecgegguce tcaggcgeoug agtcectgaguu uaccugeg 38

<210> 15

<211> 38

<212> DNA

<213> artificial seguence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1)..(38)

<223> all purines are 2'-O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-OH, and position 32, wherein adenosine is
2'-0H

<220>

<221> misc_feature

<222> (1)..(38)

<223> all pyrimidines are 2'-fluoro; except at positions 10, 12, 18,
and 24, -wherein cytidine is deoxy; at position 3, wherein
cytosine is 2'-O-methyl; and at positions 11, 23, and 25, which
are deoxy thymidine

<400> 15

cgccgegguce tcaggcgcoug agtctgaguu uaccugeyg ' 38

<210> 16

<211l> 38

<212> DNA

<213> artificial sequence

10

10
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i

<220>

«223> synthetic aptamer

<220>

<221> wmisc_feature

<222> (1) ..(38)

<223> all purines are 2!'-O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-0OR, and position 32, wherein adenosine is
2'-0OH

<220>

<221> misc_feature

<222> (1)..(38)

<223> all pyrimidines are 2'-fluoro; except at positions 10, 12, 16
and 24, wherein cytidine is deoxy; at position 37, wherein
cytosine is 2'-O-methyl; and at positions 11, 23 and 25, which
are deoxy thymidine

<400> 16

cgoegegguce tcaggegceug agtctgaguu uaccugceg 38

<210> 17

<211l> 38

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1) ..{38) .

<223> all purines are 2'-O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-0OH, and position 32, wherein adenosine is
2'-CH

<220>

<221> misc_feature

<222> (1)..(38)

<223> all pyrimidines are 2'-fluoro; except at positions 10, 12, 16
and 24, wherein cytidine is deoxy; at position 1, wherein
cytosine is 2'-O-methyl; and at positions 11, 23 and 25, which
are deoxy thymidine

<400> 17 .

cgecegegguce tcaggegeug agtctgaguu uaccugeg . 38

<210> 18

<211l> 38

<212> DNA

<213> artificial sequence

11

11




12

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> {1}..(38)

<223> all purines are 2'-O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-OH, and position 32, wherein adenosine is
2'-0OH

<220>

<221> misc_feature

<222> (1)..(38)

<223> all pyrimidines are 2'-fluoro; except at positions 10, 12, 16 and
24, wherein cytidine is deoxy; at positions 1, 3 and 37, wherein
cytosine is 2'-O-methyl; and at positions 11, 23 and 25, which
are deoxy thymidine

<400> 18

cgcecgeggue tcaggegcug agtctgaguu uwaccugcg 38

<210> 19

<211> 38

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1) ..(38)

<223> all purines are 2'-O-methyl; except at positions 5 &dnd 17,
wherein guanosine is 2'-OH, and position 32, wherein adenosine is
2'~0H

<220>

<221> -misc_feature

<222> (1)..(38)

<223> all pyrimidines are 2'-fluoro; except at positions 4, 10, 12, 16
and 24, wherein cytidine is deoxy; and at positions 11, 23, and
25, which are deoxy thymidine

<400> 19

cgccgegguce tcaggegeoug agtctgaguu uaccugcyg 38

<210> 20

<211> 38

<212> DNA

<213> artificial seguence

<220>

<223> synthetic aptamer

12

—




13

<220>

<221> misc_feature

<222> (1)..(38)

<223> all purines are 2'-O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-OH, and position 32, wherein adenosine is
2'-0OH

<220>

<221> misc_feature

<222> (1)..(38)

<223> all pyrimidines are 2'-fluoro; except at positions 6, 10, 12, 16
and 24, wherein cytidine is deoxy; and at positions 11, 23 and
25, which are deoxy thymidine

<400> 20

cgccgegguc tcaggegeocug agtctgaguu uaccugeg - 38

<210> 21

<211> 38

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> {(1)..(38)

<223> all purines are 2'-0O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-0OH, and position 32, wherein adenosine is
2'-0OH

<220>

<221> misc_feature

<222> (1)..(38)

<223> all pyrimidines are 2'-fluoro; except at positions 2, 6, 10, 12,
16 and 24, wherein cytidine is deoxy; and at positions 11, 23
and 25, which are deoxy thymidine

<400> 21

cgcegegguce tcaggcgeug agtctgaguu uvaccugeg 38

<210> 22

<211> 38

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

13

I
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<221> misc_feature

<222> (1)..(38) ,

<223> all purines are 2'-0O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-OH, and position 32, wherein adenosine is
2'-0H

<220> .

<221> misc_feature

<222> (1) ..(38)

<223> all pyrimidines are 2'-fluoro; except at positions 10, 12, 16,
18 and 24, wherein cytidine is deoxy; and at positions 11, 23 and
25, which are deoxy thymidine

<400> 22 .

cgeccgeggue tcaggegeug agtctgaguu uaccugcg 38

<210> 23

<211> 38

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature .

<222> (1)..(38)

<223> all purines are 2'-O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-0OH, and position 32, wherein adenosine is
2'-CH

<220>

<221> misc_feature

<222> (1)..(38)

<223> all all pyrimidines are 2'-fluoro; except at positions 10, 12,
16 and 24, wherein cytidine is deoxy; and at positions 11, 19, 23
and 25, which are deoxy thymidine

<400> 23

cgccgegguce tcaggcegcetg agtctgaguu uwaccugceg 38

<210> 24

<211> 38

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1)..(38)

<223> all purines are 2'-O-methyl; except at positions 5 and 17,

14

14




g PCT/US2007/006020y

Hinie

wherein guanosine is 2'-0OH, and position 32, wherein adenosine is
2'-0OH

<220>

<221> misc_feature

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

<223> all pyrimidines are 2'-fluoro; except at positions 10, 12, 16, 18
and 24, wherein cytidine is deoxy; and at positions 11, 19, 23
and 25, which are deoxy thymidine

<400> 24

cgccgegguc tcaggcgcectg agtctgaguu uaccugceg 38

<210> 25

<211> 38

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1)..(38)

<223> all purines are 2'-O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-0H, and position 32, wherein adenosine is
2'-0OH

<220>

<221> misc_feature

<222> (1)..(38)

<223> all pyrimidines are 2'-fluoro; except at positions 10, 12, 16
and 24, wherein cytidine is deoxy; and at positions 11, 23, 25
and 29, which are deoxy thymidine

<400> 25

cgececgaegguce tcaggcecgcug agtctgagtu uaccugcg 38

<210> 26

<211> 38 ,

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1) ..(38)

<223> all purines are 2'-0O-methyl; except at positions 5 and 17,

15

wherein guanosine is 2'-OH, and position 32, wherein adenosine is
2'-0OH

15




16

<220>

g

<221> mnmisc_feature

<222> (1) ..(38)

<223> all pyrimidines are 2'-fluoro; except at positions 10, 12, 16
and 24, wherein cytidine is deoxy; and at positions 11, 23, 25
and 30, which are deoxy thymidine

<400> 26

cgecgeggue tecaggegecug agtcetgagut uaccugceg 38

<210> 27

<211> 38

<212> DNA

<213> artificial sqgeuence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1) ..(38)

<223> all purines are 2'-O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-0OH, and position 32, wherein adenosine is
2' -OH )

<220>

<221> misc_feature

<222> (1)..(38)

<223> all pyrimidines arxe 2'-fluoro; except at positions 10, 12, 16
and 24, wherein cytidine is deoxy; and at positions 11, 23, 25
and 31, which are deoxy thymidine

<40Q0> 27

cgcecgogguce tcaggecgeug agtctgaguu taccugceg 38

<210> 28

<211> 38

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1) ..(38)

<223> all purines are 2'-0O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-OH, and position 32, wherein adenosine is
2'~-0H

<220>

<221> misc_feature

<222> (1)..(38)

16




17

<223> all pyrimidines are 2'-fluoro; except at positions 10, 12, 16
and 24, wherein cytidine is deoxy; and at positicns 11, 23, 25,
29, 30 and 31, which are deoxy thymidine

<400> 28

cgeceogegguc tcaggegeug agtctgagtt taccugeg 38

<210> 29

<211l> 38

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

«<220>

<221> misc_feature

<222> (1)..(38)

<223> all purines are 2'-O-methyl; except. at positions 5 and 17,
wherein guanosine is 2'-0OH, and position 32, wherein adenosine is
2'-0OH

<220>

<221> misc_feature

<222> (1) ..(38)

<223> all pyrimidines are 2'-flouro; except at positions 10, 12, 16
and 24, wherein cytidine is deoxy; and at positions 11, 23, 25
and 35, which are deoxy thymidine

<400> 29

cgcecgecgguc tcaggcegcug agtctgaguu uacctgeg 38

<210> 30

<211> 38

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1)..(38)

<223> all purines are 2'-O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-OH, and position 32, wherein adenosine is
2'-0OH

<220>

<221> mwmisc_feature

<222> (1)..(38)

<223> all pyrimidines are 2'-fluoro; except at positions 10, 12, 16,

24, 33 and 34, wherein cytidine is deoxy; at position 9, wherein
uridine is 2'-O-methyl; and at positions 11, 23 and 25, which are

17
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deoxy thymidine

<400> 30

cgcecgegguc tcaggcgcug agtctgaguu uaccugeg 38

<210> 31

<211> 38

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> wmisc_feature

<222> (1)..(38)

<223> all purines are 2'-O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-OH, and position 32, wherein adenosine is
2'-OH

<220>

<221> wmisc_feature

<222> (1)..(38)

<223> all pyrimidines are 2'-fluoro; except at positions 10, 12, 16
and 24, wherein cytidine is deoxy; at position 4, wherein
cytosine is. 2'-O-methyl; and at positions 11, 23, and 25, which
are deoxy thymidine

<400> 31

cgeccgegguc tecaggcgeug agtctgaguu uaccugceg ) 38

<210> 32

<211> 38

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1)..(38)

<223> all purines are 2'-O-methyl; excdpt at positions 5 and 17,
wherein guanosine is 2'-0OH, and position 32, wherein adenosine is
2'-0OH

<220>

<221> misc_feature

<222> (1)..(38)

<223> all pyrimidines are 2'-fluoro; except at positions 10, 12, 16

and 24, wherein cytidine is deoxy; at position 6, wherein
cytosine is 2'-O-methyl; and at positions 11, 23, and 25, which
are deoxy thymidine

18
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<400> 32

cgcegcgguc tcaggcgcug agtctgaguu uaccugcyg 38

<210> 33

<211> 38

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1) ..(38)

<223> all purines are 2'-0O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-OH, and position 32, wherein adenosine is
2'-0H

<220>

<221> misc_feature

<222> (1) ..(38)

<223> all pyrimidines are 2‘'-fluoro; except at positions 10, 12, 16
and 24, wherein cytidine is deoxy; at position 4 and 6, wherein
cytosine is 2'-0O-methyl; and at positions 11, 23, and 25, which
are deoxy thymidine .

<400> 33 .

cgcecgegguc tcaggcecgcocug agtcetgaguu uaccugeg 38

<210> 34

<211l> 38

<212> DNA

<213> artificial sequence

<220> .

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1)..(38)

<223> all purines are 2'-O-methyl; except at positions 5 and 17,
wherein guanosgine is 2'-OH, and position 32, wherein adenosine is
2'-OH

<220>

<221> misc_feature

<222> (1) ..(38)

<223> all pyrimidines are 2'-fluoro; except at positions 10, 12, 16
and 24, wherein cytidine is deoxy; and at position 18, wherein
cytosine is 2'-O-methyl

<400> 34

19
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cgccgeoggue ucaggcgcug agucugaguu uaccugeg 38

<210> 35

<211l> 38

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1)..(38)

<223> all purines are 2'-0O-methyl; except at positions 5 and 17,
‘wherein guanosine is 2'-0OH, and position 32, wherein adenosine is
2'-0H

<220>

<221> misc_feature

<222> (1)..(38)

<223> all pyrimidines are 2'-fluoro; except at positions 10, 12, 16
and 24, wherein cytidine is deoxy; and at position 19, wherein
uridine is 2'-0-methyl

<400> 35

cgccocgcgguc ucaggcegcoug agucugaguu uaccugcg 38

<210> 36

<211> 38

<212> DNA

<213> artificial seguence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1)..(38)

<223> all purines are 2'-0O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-0H, and position 32, wherein adenosine is
2'~-CH

<220>

<221> misc_feature

<222> (1)..(38)

<223> all pyrimidines are 2'-fluoro; except at positions 10, 12, 16
and 24, wherein cytidine is deoxy; at position 18, wherein
cytogsine is 2'-O-methyl; and at position 19, wherein uridine is
2!'-0-methyl

<400> 36

cgccgcgguc ucaggcgcug agucugaguu uaccugceg 38

20
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<210> 37

<211> 38

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1)..(38)

<223> all purines are 2'-O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-0OH, and position 32, wherein adenosine is
2'-0OH

<220>

<221> misc_feature

«222> (1) ..(38) .

<223> all pyrimidines are 2'-fluoro; except at positions 10, 12, 16
and 24, wherein cytidine is deoxy; at position 29, wherein
uridine is 2'-O-methyl; and at positions 11, 23 and 25, which
are deoxy thymidine

<400> 37

cgccgegguce tcaggcgcug agtctgaguu uaccugeg 38

<210> 38

<211l> 38

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

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

<223> all purines are 2'-O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-0H, and position 32, wherein adenosine is
2'-OH

<220>

<221> misc_feature

<222> (1) ..(38)

<223> all pyrimidines are 2'-fluoro; except at positions 10, 12, 16
and 24, wherein cytidine is deoxy; at position 30, wherein
uridine is 2'-O-methyl; and at positions 11, 23 and 25, which
are deoxy thymidine

<400> 38

cgeecgegguce tcaggecgeug agtctgaguu unaccugeg 38
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<210> 39

<211l> 38

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1) ..(38)

<223> all purines are 2'-O-methyl; except at positions § and 17,
wherein guanosine is 2'-OH, and position 32, wherein adenosine is
2'-0OH

<220>

<221> misc_feature

<222> (1) ..(38)

<223> all pyrimidines are 2'-fluoro; except at positions 10, 12, 16
and 24, wherein cytidine is deoxy; at position 31, wherein
uridine is 2'-O-methyl; and at positions 11, 23 and 25, which
are deoxy thymidine

<400> 39

cgccgeggue tcaggcgecug agtctgaguu uaccugeg 38

<210> 40

<21l> 38

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220> s

<221> misc_feature

<222> (1) ..(38)

<223> all purines are 2'-O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-0H, and position 32, wherein adenosine is
2'-~-0H

<220>

<221> misc_feature

«222> (1)..(38)

<223> all pyrimidines are 2'-fluoro; except at positions 10, 12, 16
and 24, wherein cytidine is deoxy; at positions 29, 30 and 31,
wherein uridine is 2'-O-methyl; and at positions 11, 23 and 2S5,
which are deoxy thymidine

<400> 40

cgcegegguce tcaggegcug agtctgaguu uaccugcg 38

<210> 41

22
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<211l> 38

<212> DNA

<213> artificial seguence

<220>

<223> synthetic aptamer

<220>

<221> wisc_feature

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

<223> all purines are 2'-O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-0H, and position 32, wherein adenosine is
2'-0OH

<220>

<221> mwisc_£feature

<222> (1)..(38)

<223> all pyrimidines are 2'-fluoro; except at positions 10, 12, 16
and 24, wherein cytidine is deoxy; at position 35, wherein
uridine is 2'-O-methyl; and at positiomns 11, 23 and 25, which
are deoxy thymidine

<400> 41

cgcegegguc tcaggcecgeug agtcectgaguu uaccugcg . 38

<210> 42

<211> 38

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamexr

<220>

<221> misc_feature

<222> (1)..(38}

<223> all purines are 2'-O-methyl; except at position 5, wherein
guanosine is deoxy; at position 17, wherein guanosine is 2'-0H;
and position 32, wherein adenosine is 2'-OH

<220>

<221> misc_feature

<222> (1) ..(38)

<223> all pyrimidines are 2'-fluoro; except at positions 10, 12, 16
and 24, wherein cytidine is deoxy; and at positions 11, 23 and
25, which are deoxy thymidine

<400> 42

cgeegegguce tcaggegecug agtctgaguu uaccugcg 38

<210> 43

<211l> 38

<212> DNA
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<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1)..(38)

<223> all purines are 2'-O-methyl; except at position 5, wherein
guanosine is 2'-0OH; at position 17, wherein guanosine is deoxy;
and position 32, wherein adenocsine is 2'-OH

<220>

<221> misc_feature

<222> (1)}..(38)

<223> all pyrimidines are 2'-fluoro; except at positions 10, 12, 16
and 24, wherein cytidine is deoxy; and at positions 11, 23 and
25, which are deoxy thymidine

<400> 43

cgcecgegguc tcaggcecgcoug agtctgaguu uwaccugeg 38

<210> 44

<211> 38

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1)..(38)

<223> all purines are 2'-O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-0H; and position 32, wherein adenosine
is deoxy

<220>

<221> misc_feature

<222> {1)..(38)

<223> all pyrimidines are 2'-~-fluoro; except at positions 10, 12, 16
and 24, wherein cytidine is deoxy; and at positions 11, 23 and
25, which are deoxy thymidine

<400> 44

cgcecegegguce tcaggegecug agtctgaguu uaccugceg 38

<210> 45

<211> 40

<212> DNA

<213> artificial sequence

<220>

24
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<223> synthetic aptamer

<220>

<221> misc_feature

<222> {(1)..(40)

<223> all purines are 2'-O-methyl; except at positions 6 and 18,
wherein guanosine is 2'-OH; and position 33, wherein adenosine
is 2'-OH

<220>

<221> wisc_feature

<222> (1)..({40) -

<223> all pyrimidines are 2'-fluoro; except at positions 11, 13, 17
and 25, wherein cytidine is deoxy; at position 40, wherein
cytosine is 2'-O-methyl; and at positions 12, 24 and 26, which
are deoxy thymidine

<400> 45

gocgucgeggu ctcaggcegcu gaghtcectgagu uuaccuacgce 40

<210> 46

<211l> 38

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1)..(38)

<223> all purines are 2'-O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-0OH; and position 32, wherein adenosine
is deoxy

<220> )

<221> misc_feature

<222> (1)..(38)

<223> all pyrimidines are 2'-fluoro; except at positions 10, 12, 16
and 24, wherein cytidine is deoxy; at positions 36, 37 and 38
wherein cytosine is 2'-O-methyl; and at positions 11, 23 and 25,
which are deoxy thymidine

<400> 46

gggcgegguce tcaggegcocug agtctgaguu uaccuccce 38

<210> 47

<211> 40

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer
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<220>

<221> misc_feature

<222> (1) ..(40)

<223> all purines are 2'-0O-methyl; except at positions 6 and 18,
wherein guanosine is 2'-OH; and position 33, wherein adenosine
is 2'-0H

<220>

<221> misc_£feature

<222> (1)..(40)

<223> all pyrimidines are 2'-fluoro; except at positions 11, 13, 17
and 25, wherein cytidine is deoxy; at position 40, wherein
cytosine is 2'-0O-methyl; and at positions 12, 24 and 26, which
are deoxy thymidine

<400> 47

gecgecgeggu ctcaggegcou gagtctgagu uuaccugcegce | 40

<210> 48

<21l> 4S5

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1)..(44)

<223> all purines are 2'-0O-methyl; except at positions 8 and 20,
wherein guanosine is 2'-0H; and position 35 wherein adenosine is
2'~-0OH

<220> .

<221> misc_feature

<222> {1)..(44)

<223> all pyrimidines are 2'-fluoro

<220>

<221> misc_feature

<222> (45)..(45)

<223> thymidine at position 45 is a 3' inverted deoxy thymidine (3°'-3:
linked)

<400> 48

ggacgecgeg gucucaggcg cugagucuga guuuaccugc gucut 45

<210> 49

<21l1l> 42

<212> DNA

<213> artificial sequence

26
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<220>
<223>

synthetic aptamer

<220>

<221> misc_feature

<222> (1)..{4a2)

<223> all purines are 2'-O-methyl; except at positions 7 and 19,
wherein guanosine is 2'-0OH; and at position 34, wherein adenosine
is 2'-OH

'«220>

<221> misc_feature

<222> (1) .. (42)

<223> all cytosines are 2'-fluoro; except at positions 12, 14, 18, 26,
35 and 36, which are deoxy cytidine; and at positions 20, 41 and
42, wherein cytosine is 2'-0O-methyl

<220> R

<221> nmisc_feature

<222> (1)..(42)

<223> all uridines are 2'-fluoro; except at position 21, wherein
uridine is 2'-O-wmethyl; and at positions 13, 25, 27, 31 and 37,
which are deoxy thymidine

<400> 49

ggcgcocgegg uctcaggege ugagtctgag tuuacctgeg cc 42

<210> 50

<211l> 42

<212> DNA

<213> artificial sequence

<220>

<223> sgynthetic aptamer

<220>

<221> misc_feature

<222> (1) .. (a2)

<223> all purines are 2'-0O-methyl; except at positions 7 and 19,
wherein guanosine is 2'-OH; and at position 34, wherein adenosine
is 2'-OH

<220>

<221> misc_feature

<222> (1) .. (42)

<223> all cytosines are 2'-fluoro; except at positions 12, 14, 18, 26,
35, 36 and 39, which are deoxy cytidine; and at positions 3, 20,
41 and 42, wherein cytosine is 2'-O-methyl

<220>

<221> misc_feature

<222> (1)..(42)

<223> uridine at position 11 is 2'-fluoro; uridine at position 21 is

27

2'-0-methyl; positions 13, 25, 27, 31, 32, 33 and 37 are deoxy
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thymidine

<400> SO

ggcgecgegg uctcaggege ugagtctgag tttacctgeg cc 42

<210> 51

<211l> 42

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1)..{(42)

<223> all purines are 2'-O-methyl; except at positions 7 and 19,
wherein guanosine is 2'-OH

<220>

<221> misc_feature

<222> (1)..(42)

<223> cytosine at positions 5, 6, 8, 12, 14, 18, 26, 35, 36 and 32 are
deoxy cytidine; and cystosine at positions 3, 20, 41 and 42 are
2'-0-methyl

<220>

<221> misc_feature

<222> (1)..(42)

<223> uridine at position 21 is 2'-O-methyl; positions 11, 13, 25, 27,
31, 32, 33 and 37 are deoxy thymidine

<400> 51

ggcgeccgedg tctcaggege wgagtcetgag tttacctgeg cc 42

<210> 52

<211> 42

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1).. (42)

<223> all purines are 2'-O-methyl; except at positions 7 and 19,
wherein guanosine is 2'-0H

<220>

<221> misc_feature

<222> (1)..(42)

<223> uridine at positions 13, 21, 25 and 27 are 2'-O-methyl;
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positions 11, 31, 32, 33 and 37 are deoxy thymidine

<220>

<221> misc_feature

<222> (1) ..(42)

<223> cytosine at positions 5, 6, 8, 12, 18, 35, 36 and 39 are deoxy
cytidine; and cytosine at positions 3, 14, 20, 26, 41 and 42 are
2'-0-methyl

<400> 52

ggcgecgegg tcucaggegce ugagucugag tttacctgeg cc 42

<210> 53

<211> 40

<212> RNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1)..(1)

<223> adenosine at position 1 has a biotin conjugated to the 5' end

<220>

<221> misc_feature

<222> (1) ..(40)

<223> all purines are 2'-O-methyl; except at positions 3, 8 and 20,
wherein guanosine is 2'-0OH; and at position 2, wherein adenosine
is 2'-0OH

<220>

<221> wmisc_feature

<222> (1)..(40)

<223> all pyrimidines are 2'-fluoro

<400> 53 ,

agcgccgegg ucucaggcege ugagucugag uuuaccugeg 40

<210> 54

<21ll> 42

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptawmer

<220>

<221> misc_feature

<222> (1)..(42)

<223> all purines are 2'-O-methyl; except at positions 7 and 19,

29

wherein guanosine is 2'-0H; and at position 34, wherein adenosine
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is 2'-0OH

<220>

<221> misc_feature

<222>= (1)..(42)

<223> all cytosines are 2'-fluoro; except at positions 12, 14, 18 and
26, which are deoxy cytidine; and at positions 41 and 42, wherein
cytosine is 2'-O-methyl

<220>

<221> misc_feature

<222> (1) ..(42)

<223> all uridines are 2'-fluoro; positions 13, 25, and 27 are deoxy
thymidine

<400> 54 -

ggcgcecgegg uctcaggcge ugagtctgag uuuaccugceyg cc 42

<210> 55

<211> 42

<212> RNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> wmisc_feature

<222> (1)..(42)

<223> all purines are 2'-O-methyl; except at positions 7 and 19,
wherein guanosine is 2'-OH; and at position 34, wherein adenosine
is 2'-0H

<220>

<221> misc_feature

<222> (1) ..(42)

<223> all cytosines are 2'-fluoro; except at positions 12, 14, 18, 28,
41 and 42, wherein cytosine is 2'-O-methyl

<220>

<221> misc_feature

<222> (1) ..(42)

<223> all uridines are 2'-fluoro; except at positions 13, 25, and 27,
wherein uridine is 2'-0O-methyl

<400> 55

ggcgcogegg ucucaggcge ugagucugag uuuaccugcg cc 42

<210> 56

<211> 38

<212> DNA

<213> artificial sequence

<220>
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<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1) ..(38)

<223> all pyrimidines are 2'-fluoro

<220>

<221> misc_feature

«222> (1) ..(38)

<223> all purines are 2'-0-methyl; except at positions S5 and 17,
wherein guanosine is 2'-OH

<220>

<221> misc_feature

<222> (39)..(39)

«223> thymidine at position 39 is a 3' inverted deoxy thymidine
(3*-3* linked)

<400> 56

cgocogogguc ucaggcegcug agucugaguu uaccugegt 38

<210> 57

<211> 39

<212> DNA

<213> artificial seguence

«<«220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1)..(38)

<223> all pyrimidines are 2'-fluoro; except at position 18, wherein
cytosine is 2'-O-methyl; and at position 19 wherein uridine is
2'-0-methyl

<220>

<221> misc_feature

<222> (1) .. (38)

<223> all purines are 2'-O-methyl; except at positions S and 17,
wherein guanosine is 2'-0OH; and at position 32, wherein adenosine
is 2*-OH

<220>

<221> misc_feature

<222> (39)..(39)

<223> thymidine at position 39 is a 3' inverted deoxy thymidine
(3'-3' linked)

<400> 57

cgccgeggue ucaggcecgcoug agucugdgaguu unaccugcegt 39
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<210> 58

<211> 39

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1)..(38)

<223> all pyrimidines are 2'-fluoro; except at position 29, which is
deoxy thymidine

<220>

<221> misc_feature

<222> {1)..(38)

<223> all purines are 2'-O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-0OH; and at position 32, wherein adenosine
is 2'-OH

<220>

<221> wmisc_feature

<222> (39)..(39) ‘

<223> thymidine at position 39 is a 3' inverted deoxy thymidine
(3'-3' linked)

<400> 58

cgecgegguc ucaggcgcug agucugagtu uaccugegt 39

<210> 59

<211> 39

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1)..(38)

<223> all purines are 2'-0O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-OH

<220>

<221> misc_feature

<222> {(1)..(38)

<223> all pyrimidines are 2'-fluoroc; except at position 18, wherein
cytosine is 2'-0-methyl; and position 19, wherein uridine is
2'-0-methyl

<220>

<221> misc_feature

<222> (39)..(39)
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<223> thymidine at position 39 is a 3' inverted deoxy thymidine
(3'-3' linked)

<400> 659
cgccgcgguc ucaggcgcug agucugaguu uaccugegt 39
<210> 60
<211> 39

<212> DNA
<213> artificial sequence

<220>
<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1)..(38)

<223> all purines are 2'-O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-0H

<220>

<221> wisc_feature

<222> (1)..(38)

<223> all pyrimidines are 2'-fluoro; except at position 18, wherein
cytosine is 2'-O-methyl; at position 19, wherein uridine is
2'-0-methyl; and at position 29, which is deoxy thymidine

<220>

<221> misc_feature

<222> (39)..(39)

<223> thymidine at position 39 is a 3' inverted deoxy thymidine
(3'-3' linked)

<400> 60
cgccgcgguc ucaggcgcug agucugagtu uaccugegt 39
<210> 61
<211l> 39

<212> DNA
<213> artificial sequence

<220>
<223> synthetic aptamer

<220>

<221> misc_feature

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

<223> cytosine at position 1 is modified by a 20 kDa PEG attached to
the nucleotide via an amine linker

<220>

<221> misc_feature
<222> (1)..(38)
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<223> all pyrimidines are 2'-fluoro

<220>

<221> misc_£feature

<222> {1)..(38)

<223> all purines are 2'-O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-0OH, and at position 32, wherein adenosine
is 2'-OH

<220>

<221> misc_feature

<222> (39)..(39)

<223> thymidine at position 39 is a 3' inverted deoxy thymidine (3'-3°
linked)

<400> 61

cgcocgogguc ucaggcgcug agucugaguu uaccugcgt 39

<210> 62

<211> 39

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1)..(1)

<223> cytosine at position 1 is modified by a 30 kDa PEG attached to the
nucleotide via an amine linker

<220>

<221> misc_feature

<222> (1)..(38)

<223> all pyrimidines are 2'-fluocro

<220>

<221> mwmisc_feature

<222> {(1)..(38)

<223> all purines are 2'-O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-0H, and at position 32, wherein adencosine
is 2'-0OH

<220>

<221> mwmisc_feature

<222> (39%9)..(39)

<223> thymidine at position 39 is a 3' inverted deoxy thymidine {(3'-3!
linked)

<400> 62

cgccgegguc ucaggegcug agucugaguu uaccugcegt 39

<210> 63

34
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<211l> 39

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamex

<220>

<221> misc_feature

<222> (1) ..4(1)

<223> cytosine at position 1 is modified by a 5' amine linker

<220>

. <221> misc_feature

<222> (1) ..(38)

<223> all pyrimidines arxe 2'-fluoro

<220>

<221> wmisc_feature

<222> (1}..(38)

<223> all purines are 2'-O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-OH, and at position 32, wherein adenosine
is 2'-0OH

<220>

«221> misc_feature

<222> (39)..(39)

<223> thymidine at position 39 is a 3' inverted deoxy thymidine (3'-3°
linked)

<400> 63

cgcogegguc ucaggcgcoug agucugaguu uaccugcgt 39

<210> 64

<21l> 39

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1)..{1)

<223> cytosine at position 1 is modified by a 10 kDa PEG attached to
the nucleotide via an amine linker

<220

<221> misc_feature

<222> {1)..(38)

<223> all pyrimidines are 2'-fluoro

<220>

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

<223> all purines are 2'-O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-0H, and at position 32, wherein adenosine
is 2'~OH

<220>

<221> misc_feature

<222> (39)..(39)

<223> thymidine at position 39 is a 3' inverted deoxy thymidine (3'-3'
linked) :

<400> 64

cgcecgegguce ucaggcgcug agucugaguu uaccugegt 39

<210> 65

<211> 39

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1)..(1)

<223> cytosine at position 1 is modified by a linear 40 kDa PEG
attached to the nucleotide via an amine linker

<220>

<221> misc_feature

<222> (1) ..(38)

<223> all pyrimidines are 2'-fluoro

<220>

<221> misc_feature

<222> (1)..(38)

<223> all purines are 2'-O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-0H, and at position 32, wherein adenosine
is 2'-0H

<220>

<221> misc_feature

<222> (39) ..(39)

<223> thymidine at position 392 is a 3' inverted deoxy thymidine (3'-3!
linked)

<200> 65

cgececgeoggue ucaggegcoug agucugaguu uaccugegt 39

<210> 66

<211> 38

<212> RNA

<213> artificial sequence

36
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<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1)..(1)

<223> cytosine at position 1 is modified by a 20 kDa PEG attached to
the nuclecotide via an amine linker

<220>

<221> misc_feature

<222> (1) ..(38)

<223> all pyrimidines are 2'-~-fluoro

<220>

<221> misc_feature

<222> (1) ..(38)

<223> all purines are 2'-O-methyl; except at positions 5 and 17,
wherein guanosine is 2'-0H, and at position 32, wherein adenosine
is 2'-OH

<220>

<221> wmisc_feature

<222> (38)..1{38)

<223> guanosine at position 38 is modified by a 20 kDa PEG attached to
the nucleotide via an amine linker

<400> 66

cgeegeggue ucaggcegcug agucugaguu uaccugcg 38

<210> 67

<211> 39

<212> DNA

<213> artificial sequence

<220>

«223> synthetic aptamer

<220>

<221> misc_feature

<222> (1) .. (1)

<223> cytosine at position 1 is modified by a 40 kDa branched
(2,3-bis(mPEG- [20 kDal]) -propyl-1l-carbamoyl) PEG attached to the
nucleotide via an amine linker

<220>

<221> misc_feature

<222> (1)..(38)

<223> all pyrimidines are 2'-fluoro

<220>

<221> misc_feature

<222> (1)..(38)

<223> all purines are 2'-O-methyl; except at positions 5 and 17,

37




wherein guanosine is 2'-0OH, and at position 32, wherein adenosine
is 2'-OH

<220>

<221> misc_feature

<222> (39)..(39) s

<223> thymidine at position 39 is a 3' inverted deoxy thymidine (3'-3°
linked) :

<400> 67

cgccgcgguc ucaggcgcug agucugaguu uaccugcegt 39

<210> 68

<211> 46

<212> RNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1) ..(46)

<223> all pyrimidines are 2'-fluoro

<400> 68

ggcgauuacu gggacggacu cgcgauguga gcccagacga cucgcce 46

<210> 69

<21l> 40

<212> RNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> wmisc_feature

«222> (1) ..(a0)

<223> all pyrimidines are 2'-fluoro

<400> 69

ggcuucugaa gauuauuucyg cgaugugaac uccagacccc 40

<210> 70

<21l> 92

<212> DNA :

<213> artificial sequence

<220>

<223> synthetic template

38
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39

<220>

<221> misc_feature
<222> (40)..(69)
<223> n may be any nucleotide (a, ¢, g, or t)

<400> 70
taatacgact cactataggg agaggagaga acgttctacn nnnnnnnnnn nnnnnnnnnn

nnnnnnnnng gtcegatcgat cgatcatcga tg

<210> 71

<211l> 39

<212> DNA

<213s> artificial sequence

<220>
<223> synthetic primer

<400> 71
taatacgact cactataggg agaggagaga acgttctac

<210> 72

<211l> 23

<212> DNA

<213> artificial seguence

<220>
<223> synthetic primer

<400> 72
catcgatgat cgatcgatcg acc

<210> 73

<21l1l> 22

<212> RNA

<213> artificial sequence

<220>
<223> synthetic fixed region

<400> 73
gggagaggag agaacguucu ac

<210> 74
<211l 23
<212> RNA

<213> artificial sequence

<220>
<223> synthetic fixed region

<400> 74

39

60
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40

ggucgaucga ucgaucaucg aug 23

<210> 75

<211l> 75

<212> DNA

<213> artificial seguence

<220>

<223> synthetic aptamer

«<220>

<221> misc_feature

<222> (1) ..(75)

«223> wherein all purines are deoxy, and all pyrimidines are
2'-0O-methyl

<400> 75

gggagaggag agaacguucu accuugguuu ggcacaggca uacauacgca ggggucgauc 60

gaucgaucau cgaug ) 75

<210> 76

<211> 32

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1)..(32) -

<223> wherein all purines are deoxy, and all pyrimidines are
2'-0O-methyl

<400> 76 .

ccuugguuug gcacaggeau acauacgcag gg 32

<210> 77

<211> 32

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1) ..(32)

<223> wherein all purines are deoxy, and all pyrimidines are

2'-0-methyl

40

SEERLEERLE R

nane



41

<400>

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

<220>
<223>

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

<400>

77
ccuugguuug gcacaggcau acaaacgcag gy

78

25

DNA .
artificial sequence

synthetic aptamer

misc_feature

{(1)..(25)

wherein all purines are deoxy,
21'-O-methyl ’

78

ggguuuggca caggcauaca uacec

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

<220>
<223>

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

<400>

79

25

DNA

artificial sequence

synthetic aptamer

misc_feature

(1) ..(25)

wherein all purines are deoxy,
2'-0-methyl

79

ggguuuggca caggcauaca aaccec

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

<220>
<223>

<220>
«221>
«222>
«<223>

80

32

DNA

artificial sequence

synthetic aptamer

misc_feature

(1)..(32)

wherein all purines are deoxy,
2'-0-methyl

and all pyrimidines are

and all pyrimidines are

and all pyrimidines are

41

32

25
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<400> 80
ggcdgcacag gcauacauac gcaggggucg cc

<210> 81

<211> 47

<212> DNA -
<213> artificial sequence

<220>
<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1)..(47)

<223> wherein all purines are deoxy, and all pyrimidines are
2'-0-methyl

<400> 81
cguucuaccu ugguuuggca caggcauaca uacgcagggd ucgaucg

<210> 82

<211> 88

<212> DNA

<213> artificial sequence

<220>
<223> synthetic template

<220>

<221> misc_feature

<222> (40)..(69)

<223> n may be any nucleotide (a, t, c, or g)

<400> 82
taatacgact cactataggg agaggagaga acgttctacn nnnnnnnnin nnnonnnnnn

nnnnnnnnng ttacgactag catcgatg

<210> 83

<211> 39

<212> DNA

<213> artificial sequence

<220>
<223> synthetic template

<400> 83

cttggtttgg cacaggcata catacgcagg ggtcgatgg

<210> 84

42
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<211l> 39
<212> DNA
<213> artificial sequence

<220>
<223> synthetic primer

<400> 84

taatacgact cactataggg agaggagaga acgttctac 39
<210> 85

<211> 19

<212> DNA
<213> artificial sequence

<220>
<223> synthetic primer

<400> 85
_catcgatgct agtcgtaac 19
<210> 86
<211l> 22

<212> RNA
<213> artificial sequence

<220>
<223> gynthetic fixed region

<400> 86
gggagaggag agaacguucu ac ©22
<210> - 87
<211> 19

<212> RNA
<213> artificial sequence

<220>
<223> synthetic fixed region

<400> 87

guuacgacua gcaucgaug 19
<210> 88

<211> 80

‘'<212> DNA
<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

43

43




44

<4Q00>
gggagaggag agaacguucu accuugguuu ggcacaggca uacauvacgca ggggucgauc

misc_feature

{1)..(80) .

wherein all purines are deoxy, and all pyrimidines are
2'-O-methyl

88

gguuacgacu agcaucgaug

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

<220>
<223>

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

<400>

89

80

DNA

artificial sequence

synthetic aptamer

misc_feature

(1) ..(80)

wherein all purines are deoxy, and all pyrimidines are
2'-0-methyl

89

gggagaggag agaacguucu accuugguuu ggcacaggca uacauacgca ggugucgauc

uguuacgacu agcaucgaug

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

<220>
«<223>

«220>
<221>
«222>
<223>

<400>

20

80

DNA

artificial sequence

synthetic aptamer

misc_feature

(1) ..(80)

wherein all purines are deoxy, and all pyrimidines are
2t'-0-methyl

80

gggagaggag agaacguucu accuugguuu ggcacaggca uaaauacgca gggoucgauc

gguuacgacu agcaucgaug

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

91

80

DNA

artificial sequence

44
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80

60

80

60

80




45

<220>
<223>

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

<400>

synthetic aptamer

misc_feature

(1) ..(80)

wherein all purines are deoxy, and all pyrimidines are
2'-0O-methyl

91

gggagaggag agaacguucu accuugguuu ggcccaggea uauauacgca gggauugauc

cguuacgacu agcaucgaug

<210>
<21i>
<212>
<213>

<220>
<223>

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

<400>

92

78

DNA

artificial seguence

synthetic aptamer

misc_feature

(1) .. (78) .

wherein all purines are deoxy, and all pyrimidines are
2'-0O-methyl

92

gggagaggag agaacguucu accuugguuu ggcgcaggea uacauacgca ggucgaucgg

uuacgacuag caucgaug

<210>
<21l1l>
<212>
<213>

<220>
<223>

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

<400>

93

80

DNA

artificial sequence

synthetic aptamer

misc_feature

(1) ..(80)

wherein all purines are deoxy, and all pyrimidines are
2'-O-methyl

93

gggagaggag agaacguucu accuuguugu ggcacagcca acccuacgca cggaucgecec

gguuacgacu agcaucgaug

45
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80

60
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<210>
<211>
<212>
<213>

<220>
<223>

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

<400>

94

69

DNA

artificial segquence

synthetic aptamer

misc_feature

(1) ..(69)

wherein all purines are deoxy, and all pyrimidines are
2'-0-methyl

94

gggagaggag agaacguucu accuugguuu ggcacaggca uacauacgca ggucgaucgyg

uuacgacua

<210> 95

<211l> 79

<212> DNA

<213> artificial sequence

<220>

<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1) ..(79) '

<223> wherein all purines are deoxy, and all pyrimidines are
2'-0O-methyl

<400> S5

gggagaggag agaacguucu accuuagguu cgcacuguca uacauacaca cgggcaaucg

guuacgacua gcaucgaug

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

<220>
<223>

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

96

75

DNA

artificial sequence

gynthetic aptamer

misc_feature
(1) ..(75)
wherein all purines are deoxy, and all pyrimidines are

46

60

69

60

79




47

i
i

2'-0O-methyl

<220>

<221> misc_feature

«222> (34)..(34)

<223> n may be any nucleotide (a, t, u, ¢, or g)

<220>

<221> wmisc_feature

<222> (43)..(43)

<223> n may be any nucleotide (a, t, u, c, or g)

<400> 96
gggagaggag agaacguucu accuugguuu ggcncaggea uanauacgca cgggucgauc

gguuacgacu agcau

<210> 97

<211> 80

<212> DNA

<213> artificial sequence

<220>
<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1)...(80)

<223> wherein all purines are deoxy, and all pyrimidines axe
2'-0-methyl

<400> 97 .
gggagaggag agaacguucu accuuucucu gecacaagcea uaccuucgcg ggguucuauu

gguuacgacu agcaucgaug

<210> 98

<211> 79

<212> DNA

<213> artificial sequence

<220>
<223> synthetic aptamer

<220>

<221> misc_feature

<222> (1) ..(79)

<223> wherein all purines are deoxy, and all pyrimidines are
2'-0-methyl '

<400> 98
gggagaggag agaacguucu accuugguuu ggcacaggca uauauacgca gggucgaucc

47
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guuacgacua gcaucgaug

<210> 99

<21ll> 93

<212> DNA

<213> artificial sequence

<220>
<223> synthetic template

<220>

<221> misc_feature

<222> (25) .. (54)

<223> n may be any nucleotide (a, t, ¢, or g)

«<400> 99
catcgatget agtegtaacg atconnnnnn nONnOnNnnnn NNNNDNONNDNOR nnnncgagaa

cgttectetee teteccctata gtgagtegta tta

<210> 100

<211l> 92

<212> DNA

<213> artificial

<220>
<223> synthetic template

<220>

<221> misc_feature

<222> (24)..(53)

<223> n may be any nucleotide (a, t, c, or g)

<400> 100
catgcatcge gactgactag cocgnonnnnn nnnnonnnnnn nnnononnnn nnngtagaac

gttctectect ctecectatag tgagtcgtat ta

<210> 101

<211> 92

<212> DNA

<213> artificial

<220>
<223> synthetic template

<220>

<221> misc_feature

«222> (24)..(53)

<223> n may be any nucleotide (a, t, ¢, or g)

48

79

60
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<400>

101
catcgatcga tegatcgaca gognnnnnnn Nnnonnnnnn nnnnnninnn nnngtagaac

gttctetect ctcectatag tgagtcocgtat ta

<210> 102

<211l> 1676

<212> PRT

<213> artificial
<220>

<223> synthetic C5
<400> 102

Met Gly Leu

1

Trp

VvVal

Ala

Ser

65

Asn

Asn

Lys

His

val

145

Leu

Gly

Gly

Phe
50

Tyr

Ser

Pro

Ser

Thr

130

TYyr

Thr

Gln

Ala

35

Asp

Ser

Ala

val

Lys

118

Asp

Ser

Phe

Leu

Glu

20

Ser

Ala

Ser

Ile

Ser

100

Arg

Lys

Leu

Ile

Gly

Gln

Glu

Thr

Gly

Leu

85

Tyr

Met

Pro

Asn

Asp

Ile

Thr

Asn

Ile

His

70

Thr

val

Pro

Val

Asp

150

Pro

Leu

Tyx

Ile

Ser

55

val

Ile

Tyr

Ile

Tyx

135

Asp

Glu

Cys

val

val

40

Ile

His

Gln

Leu

Thr

120

Thx

Leu

Gly

Phe

Ile

25

Ile

Lys

Lenu

Pro

Glu
105

Tyx

Pro

Lys

Ser

Leu
10

Serxr

Gln

‘Ser

Ser

Lys

90

val

Asp

Asp

Pro

Glu

49

Ile

Ala

val

Tyr

Ser

75

Gln

val

Asn

Gln

Ala

155

Val

Phe

Pro

Tyxr

Pro

60

Glu

Leu

Ser

Gly

Ser

140

Lys

Asp

Leu

Lys

Gly

45

Asp

Asn

Pro

Lys

Phe

128

vVal

Arg

Met

Gly

Ile
30

Tyr

Lys

Lys

Gly

His

110

Leu

Lys

Glu

Val

Lys
15

Phe
Thr
Lys
Phe
Gly
S5

Phe
Phe
val

Thx

Glu

Thr

Arg

Glu

Phe

Gln

80

Gln

Ser

Ile

Arg

Val

160

Glu
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165 170 175

Ile Asp His Ile Gly Ile Ile Ser Phe Pro Asp Phe Lys Ile Pro Ser
180 185 190

Asn Pro Arg Tyr Gly Met Trp Thr Ile Lys Ala Lys Tyr Lys Glu Asp
195 200 205

Phe Ser Thr Thr Gly Thr Ala Tyr Phe Glu Val Lys Glu Tyr Val Leu
210 215 220

Pro His Phe Ser Val Ser Ile Glu Pro Glu Tyr Asn Phe Ile Gly Tyr
225 230 235 240

Lys Asn Phe Lys Asn Phe Glu Ile Thr Ile Lys Ala Arg Tyr Phe Tyr
245 250 255

Asn Lys Val Val Thr Glu Ala Asp Val Tyr Ile Thr Phe Gly Ile Arg
260 265 270

Glu Asp Leu Lys Asp Asp Gln Lys Glu Met Met Gln Thr Ala Met Gln
275 280 285

Asn Thr Met Leu Ile Asn Gly Ile Ala Gln Val Thr Phe Asp Ser Glu
290 295 300

Thr Ala Val Lys Glu Leu Ser Tyr Tyr Ser Leu Glu Asp Leu Asn Asn
305 ! 310 315 320

Lys Tyr Leu Tyr Ile Ala Val Thr Val Ile Glu Ser Thr Gly Gly Phe
325 330 335

Ser Glu Glu Ala Glu Ile Pro Gly Ile Lys Tyr Val Leu Ser Pro Tyr
340 345 350

Lys Leu Asn Leu Val Ala Thr Pro Leu Phe Leu Lys Pro Gly Ile Pro
355 360 365

Tyr Pro Ile Lys Val Gln Val Lys Asp Ser Leu Asp Gln Leu Val Gly
370 375 380

Gly Val Pro Val Thr Leu Asn Ala Gln Thr Ile Asp Val Asn Gln Glu
385 330 395 400

50
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Thr

val

Phe

Arg

Leu

465

His

Thr

Gly

Pro

Ile

545

Leu

Pro

Ala

val

Ser

Ala

Asn

Glu

450

TYyr

Leu

His

Thr

val

530

val

Asn

Asp

Thr

Tyr
610

Asp

Ser

vVal

435

Gly

Ile

Asn

Tyr

Arg

515

Thrx

Thr

Ile

Ala

Gly

595

Gly

Leu

Phe

420

Lys

Tyr

Asp

Ile

Asn

500

Glu

Gln

Gly

Glu

Asp

580

Met

Val

Asp

405

val

Thx

Arg

Trp

Ile
485

Tyr

Lys

Asn

Glu

Glu

565

Ala

Asp

Gln

Pro

Leu

Asp

Ala

Thr

470

Val

Leu

Phe

Met

Gln

550

Lys

Tyr

Ser

Arg

Ser

Asn

Ala

Ile

455

Asp

Thr

Ile

Sar

Val

535

Thx

Cys

Ser

Trp

Gly
615

Lys

Leu

Pro

440

Ala

Asn

Pro

Leu

Asp

520

Pro

Ala

Gly

Pro

val

600

Ala

Ser

Pro

425

Asp

Tyr

Lys

Ser

505

Ala

Ser

Glu

Asn

Gly

585

Ala

Lys

val

410

Ser

Leu

sSer

Lys

Ser

490

Lys

Ser

Ser

Leu

Gln

570

Gln

Leu

Lys

51

Thr

Gly

Pro

Ser

Ala

475

Pro

Gly

Tyr

Arg

val

555

Leu

Thr

Ala

Pro

Arg
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