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XT3 58

A

A-p AW WPND)S F e Fo M 43 e MyomRy opHe}, A
S Agelth, Fuke wo A®2 Y Qi F-ngd 2How THH Fu e Fe Fold
Fod 4Te Bh ADE AAAHoR Age] 2o 99 F shiolt)

ADE "HAT W AN FeE wgdc $4 D e mggR du A

oA, ey A AAVEGE) Bl 77 oled 4

del 23, 20159 11€ 16900 Y% H7l= 71538 &9 A62/255,878%.9

&el Aitoltk. H73 AMD
s AP 7)odste], g FA VEGE o AlAle] AL
s

25 ¥gaitl, AN, VEGF AAAZR Az3we e 3Ax7l A =R Fduhe] S (geographic atrophy) (GA)S &
o7, o= Ai = ol 7] A &b mAde] 8 FAdolrh. A4 A 2 e EehA|
gor A4 ADE Hdl o]&7bed o vt AAEAME= ok, webd, 54 3% A SNk B 2 2
E A8 5 e AwAle] o] dasi.

gige] g
S dst = HA

A9 HE 78

MyD88 & TLR3S A4 AD ¥ H4 AD & =59 7AoA =838 3k st} AA Sk WA 9

=
FpH oA Fgk VEGE Aok &2, MyD88 Hi= TLR3S EMAY = AsAls 54 2 A4 3 MY & BFE

A5tz flsf ol&d 4 vt

Al (Toll-
;w4 2/Es A AD)Y] ARClAM 83 RNA HRAIE Aled. A5 FEjelA, &
FAE Xt oFe 2AE B ZLElgk RNA 5Aleh oFst A=) o8 WHE AT

Boame Fa B3l Adx w2 F8A(Myeloid differentiation primary response gene)
& like receptor) 3 (TLR3)E A3t AH-#d 3wt HA(AMD) (o=
g e

A5 FEjolA], S MyD38 mRNA A E (& E°], AZF MyD88 mRNA A &)ell AE FrRAS 71X el
g 2 A ol AE RS 7R Al HE XSk RNA S5FAE AlFsth. g5 ZAIE YA, RNA
S AT 5 9l

[e)
e
RNA) (asiRNA)o|t). L5 AAIYH A, RNA S3A1= 1 vl 9] g2 74 RNA(lasiRNA) o]},

A5 AAGE oA, SFE A = Fojm 19 FEHULE = (nt) Hololth, o
=19 YA 21 nt do)(Z, 19, 20 E= 21 nt Aok, t& s 4
24 nt dol(dE Z9o], 24 WA 121 nt Zo]), dE Eo], 31 nt Aololt},

o

N

AR AT, QbEl 4l 2
SEERE EEE)
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Rk AA G el A, rE Al
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Hol% 13,

gfell A, Aol

RNA 334
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15 nt, FoJE 16 nt Fi= FHoJ= 17 ntQ] A= 71 el o Mol AR FHot, tE2 <l

=1, 52 %3, %4, £55E % 69 €749 RNA A E £33},
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vk A el w2 Aol FF L EF WAL mAEG,

% 2% MyD88S EFAIYS= ARl asiRNAS] F2AF A& &8-S RoFY. asiRNAE 0.3 nM, 0.1 nM,
0.03 nM 2 0.01 nM9] H%== Hela AMENZ FAZARG o 24A7F &, AAI7F PCRS o] &35}o] MyDS8 mRNA
e Aot AR, A A vHE A Pyt 9 BE A =AE

= Jolgh QtEjAl2 2 ZAe](19, 21 e 31 wEHLHE)E 7H oA
2} 85 HoFET, asiRNAE 0.1 nM, 0.03 nM 3= 0.01 nMe] %= Hela AE
W, 24A17F & AAZE PCRS ©]83Fe] MyD88 mRNA & A7} @Xéﬂi’m. Al We] REE A3 g 9
bz}

T 4% MyD88S EMAIEEE oAl 4 2l asiRNAC] ¢ 3k MyDS8 whuld b3 o]

10 nM9] F==Z A549 T+ Hela Aﬂ U2 FARAHN o, 4822 F, dido] &5 9" BERo
FEAT. A ()= FARY F 48AI1Tbol| A549 Aol A MyD8S whul = S A

A7Fd 5 48A17bol|l Hela AlZoll A MyD88 wld Wt 43S mAIQCE (NT = F-A4 2], LK = JA0d diz=a)

19
N
il
f
£
M
r@
o
@,
=]
=
=
s
w
=]
=
"

= 5E 2'-0-#E3} HES -3k A Q] asiRNAY F4A AlDHA §88 HoJSt}. asiRNAE 0.1 nM &
Mo X2 HeLla AX U2 FA7gALom 2447 3 MyD38 mRNA & A%7} AA|7F P(RES o] &3}

T 62 Uthker slstd wigo] HE® o A[HQ MyDSS-EFIE AEX 3

asiMyD88) 2] FAA AldHA FEE HolFU}. cpasiRNAE 1 uMe H=9

& vl E=§ (RS o] &3] MyD88 mRNA
&

Y asiRNA(cp-asiRNA, %=+ cp-
1 HeLa MlZ o] ZAstelA FA7}
i=)%
E

At AU, A Hel

S
oo
>,

N

N
ot
il
>,
N
—

T 78 A AQ cp-asiRNAo] 918 MyD88 whwid el o 2]
HeLa AlE9} HE5 a1, 48417 3, dldo] FEH 1 928 B3] 3L JTt. (NT = F3g]).

L8 uFRt 3hehA wgo] A8w oA H] cprasiRNAS] FAAF AFIRY B8-S HolETh. cprasiRNAE 1

A
uMe] FXolA Hela AlFE2] EA3lolA dA7<A Hs| Qo] F2Helsar, 4847 5, 2A7F P(RE ©] &3}
MyD38 mRNA Id AT AAFAT. Al Hel gk Ao Hi W xFE JAUF BAET
T 9% dAFCl cp-asiRNACl 93k MyDSS ©rld wdo] AAE HoJFErh. cp-asiRNAE FEAE wE|Fglo]
HeLa A|XE9} HZ=Ean, 4847 3, dildo] &5 9o B30 S3HAet. (NT = T4, RiM = 27
Ak gh= NC = S4 dixd).

102 ol 3t OJH”* Sl 24_01(2 asiRNA9]

19 FEUHE=)E 7AW 2'-0-vldst MFS FHE cpa
T 1 uMel FkolA Hela Al EAstalA s 1)
D8 mRNA L& =7t A E ).

AE HoFETH, cp-asiRNAE 1uM & 3ule =
48417 &, T o] &1 ' SR

pud

; My
% 112 oA AIAHQD cp-asiRNAG] o] & MyD38 whuldl o] o
ol A Hela A2 FAstol A FAZES Hs]E3le] &
FHEATE (NT = FA4]),

= 12 E-FAF 84 3(TLR3)S EFAEEHE oAIAQ asiRNAS] Ak AFRAY] 885 EO#%DP. asiRNAE
0.1 nM-"J FEE HaCal AIE WE FARGET, 2447 5 RT-PCRS ©]-8-38}o] TLR3 mRNA & A7l 245
A}, Weol v AFe] i 2 ¥ Az 2A "

T 138 TLR3E EMAHESIE oA 2l asiRNAY 342+ Ald#HA §85 HoFEr)h. asiRNAE 0.1 nM«] =
HaCalT A= W& 347 . 24X 7F 3 qRT-PCRE ©]€3}o] TLR3 mRNA & AT/} AR Hct. T He wk
B2 Ao "y 2D 5F #Wapyl A"

2
i ol
K
[\l

E 14% TLR3E EMAHSIE oA AQ1 asiRNAS] F32F AMY#A &85 HoFt)h. asiRNAT 0.3 nM9] #%
HaCaT A3 U2 FEAAH L, 244 7F $, gRT-PCRS o] &3] TLR3 mRNA & =7} AA U,

% 15+ <A<l asiRNA] 2]k TLR3 w2 wa o] A5 HoJF=t), asiRNAE 10 nMe] %2 HaCaT AX W
2 YAREE, BA7F 3, d2d XS o] &35t TLR3 Tl Ud A7 AA =Y.
% 162 o A<l cp-asiRNAC] 2]3] 24A)7F Fot 2 E]H HaCaT AJE2] o|u]A]E HoJFET, cp-asiRNAE luMel A
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SR E

Z 5 asiRNA(cp-asiRNA,

SES0 10-2727666

TLE_‘—:_

2]~ (ECLIPSE) 100(Y&(Nikon))ell olal <34+3}= i},

cp-asiTLR3) 9

A
uM &=2 cp-asiRNAZ} HaCaT Al ¥} 23 g]Elom | 48217 & oRT-

o % el e age P %

=]

Ll

cp-asiRNAZ} # A7

EE WAk wAEL

U

il

& 51 x
AEel A= o, 4827 &, dmio] &5 YAavl EFo] St (NT = Fx2]).
g dhg o] oA E HojFErh, FA]W cp-asiRNATE &

=
sto] TLR3 d AL

I~

17

A el cp-asiRNAo| 23k TLR3 mRNA % =
sl ] HaCaT M} HEF=HAowH, 48417F -, oRT-PCR ¥ =" EXFS o] &

e
¢

N
-

2
=
ok

iy

Q
0_4

(

Ho]FEth, BAE cp-asiRNAZF A4 vs| &

% 208 g A)A 2l cp-asiRNAC] o3+ TLR3 whilal wka o] o A
1 = FPE YT (NT = FA 7).

o] HaCaT AlEt HEF N, 4843

AN ol A, ¥ EEe MyDss B/EE TR 2L olAlstm mebd MD(AE Sol, H4 A R/Ex A4
AD) o] ARE #8783 v RNA 5 (S 501, asiRNA = lasiRNA)E Algdrt. 45 A Gl
A, RNA H3HAls 29 vlslge] dagle] Al IR ¢ A= st os wgdn. A5 dAG e
A, RNA BEAE E 1, 2, £3, ¥4, £5, 6, ¥ 8 EE FE 100 IA% RNA EA ot A5 Y
oA, ¥ T2 13 RNA HAE Edehs ofst A= B 29 RNA 53 B oFe 248 S ol &k
WS 7 Zsi)

MyD88 W RhgS dAstehs ©d T shbEA A AD B 54 AD = 7o AN Tad HES
ot ot A4 &k Mo ABoA HladARl, VEGFE EA" s o] do] AMD A& 2, MyD88
< BMIges AENS 54 2 A4 AD ' BEFE ﬂsﬂﬁ}ﬂ e A8 = Slvk. A1H Sl Q17 MyD8S cDNA
el shrlel AleEt.

Q17 MyD88 cDNA A1 <.

1 agattcctac ttcttacgcc ccccacatca cccgectecga gacctcaagg gtagaggtgg

6l gcacccccge ctceccgcactt ttgctcgggg ctccagattg tagggcaggg cggcgcecttcet

121 cggaaagcga aagccggcgg ggcggggcgg gtgccgcagg agaaagagga agcgctggea

181 gacaatgcga cccgaccgcg ctgaggctcce aggaccgccc gccatggetg caggaggtcce

241 Eygcgegydy LEtgegoece cggtétecte cadatectee ctiedeetygy ctgetetaaa

301 catgcgagtg cggcgccgec tgtctctgtt cttgaacgtg cggacacagg tggcggccga

361 ctggaccgcg ctggcggagg agatggactt tgagtacttg gagatccgge aactggagac

421 acaagcggac cccactggca ggctgctgga cgcctggcag ggacgccctg gcgcecctcetgt

481 aggccgactg ctcgagctge ttaccaagct gggccgcgac gacgtgctge tggagctggg

541 acccagcatt gaggaggatt gccaaaagta tatcttgaag cagcagcagg aggaggctga

601 gaagccttta caggtggccg ctgtagacag cagtgtccca cggacagcag agctggcggg

661 catcaccaca cttgatgacc ccctggggca tatgcctgag cgtttcgatg ccttecatctg

721 ctattgccce agcgacatcc agtttgtgca ggagatgatc cggcaactgg aacagacaaa

781 ctatcgactg aagttgtgtg tgtctgaccg cgatgtcctg cctggcacct gtgtctggtc

841 tattgctagt gagctcatcg aaaagaggtg ccgccggatg gtggtggttg tcectctgatga

901 ttacctgcag agcaaggaat gtgacttcca gaccaaattt gcactcagcc tctctccagg

961 tgcccatcag aagcgactga tccccatcaa gtacaaggca atgaagaaag agttccccag

_10_



[0022]

[0023]

[0024]

[0025]

Q1%+ TLR3 ¢DNA A €.

61

121
181
241
301
361
421
481

catcctgagg
gagcegestt
gtgtatctgt
atctgtgctce
cagctggaca
ttgctggatt
cagagccagc
agtgggatgg
tagctctggg
ctacatgctg
cctactgatg
caggtgggga
tgggtccacc
gacaagtccc
gatgcctgtg
tattcatcaa
ctccectggge
gttatttgtE
tgggcacata
cacacaggca
gaaagtccca
atteoetttte
cagtatttat
caatgaactg
accctcaggce
agaccctagg
tggagcaagg
cttgttgagg
catctcaaga
agaaaagccg
ataataataa

F_A_. ;>011)

4 ADE

cactttcgag
ctaaagaaaa
gtatctactt
agtgcactgt
atgatctacc
cagccgeccaa
tctcaaaact
agcacaatga
aactccatct

xﬂ 3(TLR3)S B¢ 1
Hlo] 2] 29 FAlof 9

ttecateactyg
gccaaggcect
ctgcctgtcce
tacttacctc
tcacatttca
atcagccagg
tcagctctga
ggagaacaga
tctecctgggg
gccactgctg
cttcagtgcce
agcagtttgg
tctcatctge
caagagactc
gtcatgctct
gtatgagttc
cacctgcaga
tacaaacagc
cagactcaca
ccagcataca
tcactgaggg
Eetgtgtee
acctctaatg
cagacacagc
tgtcctctgg
accctaaatc
taccttttct
catttagctg
ggcatcttct
atatttgcca
ataatattct

a1 e

agtgccgtcect
aaggaaaggc
ttgggggggce
tagccatgaa
cacaaacata
cttcacaagg
ggagccagaa
gctatctcaa
catgtccaac

tetgegacta
Lgtegcrgee
atgtacttct
tcaattcctg
tgtcctgcecat
acactataga
gccattcaca
gagtagctgt
gagaccaggc
tgaccacgac
tetgeacace
cccagcccaa
atctttcaca
gcctgagcag
cagctccacc
tggggatgag
gagctttccc
gaccatataa
tacagacaca
Cacgtttte
agcctaacca
ctactcattg
aagcacagag
tgttctctcc
ggagaaggtg
caatagaaaa
taggatcttg
ccatgcacct
acatgttttg
ttettéctat
accttggaaa

Alag

atttgccaca
tagcagtcat
cttttgecect
gttgctgact
acagtgttga
tatagccagce
ttgtgccaga
ctttctgata
tcaatccaga

for-Raler- o Velolclo
ctgaagactg
gccctgecte
gagatgccaa
ggaaccagtg
acaggaccag
cabctbeaecc
gtttgaatcc
ttggctgcegyg
actgctgggg
geccattceea
ggagacccca
cctcccaget
cttgggctgc
tggcatgaga
tcactgtaat
accaactttg
aagcctecctg
cacatatatg
taggtacagce
tgtccctgaa
aaaccaaact
agaggaagag
ctctctecett
ccatggtctt
tgcatatctt
ggagggaatg
gtecceettt
tacgcattaa
atcctggaat
aaaaaaaaaa

EiﬂﬂiﬁxﬁMJQQﬂﬂH
I EA% o] 54 RNA 2 dsRNA frAFAIQ) -z
, dsRNA EFIQ1 alu-RNAZ} 9} s A 3EofA

=

tgcaccaaat
ttctgaggcece
ctcctttegt
cttcacagac
gctgtgagtg
ctgagactaa
ctcagtttcc
ctgtaggaaa
gagagctggce
cagcttcette
gttectaett
ccttgagcecct
tctgcccaac
ttttcatttc
agggatcctg
gatgtgagca
taccttgatt
ccccaaagct
tacagacatg
tcccaggaac
caaaaattgg
ctggaaagga
agctgcttaa
cccagagcaa
aggtgtctgt
tgctccactt
gatgcccctc
aatactgggc
aataatttca
atatcttgea
aa

ol kel A Lo A TLR3Y

cacttccecctg
ccaacagaat
ttgggatgct
gcagccacct
acecttaceca
taactagctt
aacettecaat
aaacetttyge
aaattaaaaa

_11_

e e, oA4e)

atgaaatgtc
catgagacag
gtgtgcatcc
gaagttgact
taatcaactc
ggatgtagga
gttaaaagtt
gotictgeacy
CAETEeEtEr

SES0l 10-2727666

cttggttctg
ctgggtgtgt
tgtaggagga
acgtctgcag
gcatgtccac
gaaggaccag
tcacttgagg
tggtgaagca
tgttgctgga
cacagtgatg
ccccacaggg
tatttcctaa
cttcagcagt
cacctgtcag
gcctctggea
gggagccttc
gccttacaaa
tgtgggcaca
tactctcaca
agctaggtgg
gcactcatct
cccaatgtac
actcacacaa
tttatacttt
gccccaggac
tcagccagge
tctgcatgat
attttaaagc
aagatatctg
tcctgagttt

Q1% MyD88 cDNA fﬂOﬂ{} 3170

tggatttgga
actttgcctt
tecaccacca
caggtacccg
agaagattac
tttaacacca
ttgaacctee
aatttgactg
gtcaagcaga



[0026]
[0027]

[0028]

[0029]
[0030]

[0031]

541

601

661

721

781

841

901

961

1021
1081
1141
1201
1261
1321
1381
1441
1501
1561
1621
1681
1741
1801
1861
1921
1981
2041
2101
2161
2221
2281
2341
2401
2461
2521
2581
2641
2701
2761
2821
2881
2941
3001

agaatttaat
aggttcagct
aaagtgaaga
atcaaattaa
ttctgaacaa
acacaagcat
ctttettggg
atgtggttygg
ataataatat
tgaatttgaa
atgatttttc
ttccaggcat
ccaactcctt
cteccttaca
tetettggtt
tcacaggcca
agtacctgca
tccgaagggt
acttgaccat
agggtcttga
aacacgcaaa
ttaacttgga
aactaaagat
ataatcaggt
agaaggtttt
ttgattgcac
acatccctga
cagtgagact
tgatcaatac
gctggaggat
tagacagaca
aggattgggt
gtctggaaga
tcaaaagaag
gcaaaagatt
ttatattggt
gaagaggaat
gtgcctttcg
atttaaatat
ttaagttttc
atcacaatta
ttgacttaat

A5 A Gl A,

ZFO. 2=

o] asiRNAE 19-21 nt QEJAIX
asiRNAo] o3k
(2009) <l A

i7}7<4 1<)

xe‘l‘g)]\

cacattagat
ggaaaatctc
actggatatc
agagttttct
tgtccagctg
tcggaatctg
actaaagtgg
taacgattcce
acagcatttg
acggtctttt
ttttcagtgg
aaaaagcaat
tacaagtttg
catactcaac
gggccaccta
ggaatggaga
gctgactagg
ggcccttaaa
tctggatcta
gaaactagaa
ccctggtggt
gtccaacggc
catcgattta
gtctctaaag
cgggccagcet
gtgtgaaagt
gctgtcaage
ttttgataca
cagtatcctg
atctttttat
gacagaacag
ctgggaacat
aagggacttt
cagaaaaatt
caaggtacat
ttteecttgayg
gtttaaatct
tcataaattg
tcaattagca
cataaaggtg
catctcttct
tttacccaaa

B W AlAe] JHAIE RNA HjHA
4 9 13-17 nt A= HE 7R
ARE v E5 F7] A2012/0238017%
I AR FaZ BYo ¥

o]

AE 7

H, 1 727
lasiRNAE 13-21 nt A2 & 2 24 nt B} 2 QElAA

ctgtctcata
caagagcttc
tttgecaatt
ccagggtgtt
ggtcecagec
tctetgagta
acaaatctca
tttgcttgge
ttttctcact
actaaacaaa
ctaaaatgtt
atgttcacag
cgaactttga
ctaaccaaga
gaagtacttg
ggtctagaaa
aactcctttg
aatgtggata
agcaacaaca
attctcgatt
cccatttatt
tttgacgaga
ggattgaata
tcattgaacc
ttcaggaacc
attgeetggt
cgaEtagetet
tcatcttgca
ttgattttta
tggaatgttt
tttgaatatg
ttetettcaa
gaggcgggtyg
atttttgtta
catgcagttc
gagattccag
cactgcatct
caagtagcac
aaggagaaac
ttataatttg
aggaaaatgt
ataaaacata

atggcttgtc
tattatcaaa
catctttaaa
ttcacgcaat
ttacagagaa
acagccagcet
ctatgctcga
ttccacaact
ctttgcacgg
gtatttccct
tggagcacct
gattgataaa
caaatgaaac
ataaaatctc
acctgggecet
atattttega
cettggtece
gctctecctte
acatagccaa
tgcagcataa
tcctaaaggg
tcccagttga
atttaaacac
ttcagaagaa
tgactgagtt
ttgttaattg
gcaacactcc
aagacagtgce
tctttattgt
cagtacatcg
cagcatatat
tggaaaagga
tttEbgaaet
taacacacca
aacaagctat
attataaact
tgaactggcc
ttggatccaa
tttctcaatt
tttattcata
gtctccttat
taagcacgta

A+ asikNA =&

L
s B

atctacaaaa
caataaaatt
aaaattagag
tggaagatta
getatgtttyg
gtecacgded
tetttegtae
agaatatttc
gcttttcaat
tgcctcacte
taacatggaa
cctgaaatac
atttgtatca
aaaaatagag
taatgaaatt
aatctatett
aagccttcaa
accattccag
cataaatgat
caacttagca
tctgtctcac
ggtcttcaag
acttccagca
tctcataaca
agatatgcgce
gattaacgag
acctcactat
cccectttgaa
acttctcatc
agttcttggt
aattcatgcc
agaccaatct
agaagcaatt
tctattaaaa
tgaacaaaat
gaaccatgca
agttcagaaa
aaactctgta
taaaaagttc
tttgtaaatg
ttcaggccta
aaaaaaaaaa

s}
=
F4 1

lasiRNAo] tfgt F714Ql AR = v 53] &7 #A12013/0273657 54 2H& 4=

lasiRNAo]T}.
ol HithY #He 1
2 Chang et al.,
Hoh, £ Ao A AR o, 89
71 Bt 7 RNA EAS w3k},

SES06 10-2727666

ttaggaactc
caagcgctaa
ttgtcatcga
tttggecctet
gaattagcaa
agcaatacaa
aacaacttaa
ttcctagagt
gtgaggtacc
cccaagattg
gataatgata
ttaagtctat
ctbtockeatt
agtgatgcectt
gggcaagaac
tcctacaaca
cgactgatgc
cctcttegta
gacatgttgg
cggctctgga
ctccacatcc
gatttatttg
tectgtettta
tccgttgaga
tttaateect
acccatacca
catgggttcce
ctctttttca
cactttgagg
ttcaaagaaa
tataaagata
ctcaaatttt
gttaacagca
gacccattat
ctggattcca
ctetgtttge
gaacggatag
cattaaattt
tatggcaaat
attatattct
tttttgacaa
aaaaaaa

BN 189 o,

A RNA 245 2Ry
Mol. Ther. 17:725-732

Ron, I HAE Fu=2 24

AR AAFHelA, B AN ANE R REAE 2EE, Fol&4 FEA, AX A% WE=(CPP), T
A A Zv?(protein transduction domain)(PTD), &3] H/E& WEPH 2 Ad H|3| &S o] &3slo] A
Xo MgEn. AR AAFHA, 2 WA jAlE RNA E3FA= MEZA MyD88 H/E= TLR3 HAE vl
M7l fsted a3 st AL v|s|E9 Algo] Qs FEE glstdoz Wy Ech, 1213k RNA EAE 2 o
A A M FE-ZF asiRNA(cp-asiRNA) = A ¥E-Z5F lasiRNA(cp-lasiRNA) 2 A A =T}

Z] o

Hed, WAA, AAld g HEo] HFHA AMSEE A5 &7t 7] Bo 9l

3’{1'}\]'(“2“ \gl ||an||)_\::_

=

Aol Al ALEHETE, oS B, "QA"



[0032]

[0033]

[0034]

[0035]

[0036]

[0037]

[0038]

[0039]

[0040]

[0041]

[0042]
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= 2Be AT AL dns, o

HA
¢

2 oA g W, ol "Relshere AN ks AR &
AR A% Fo R AL-FIE EFAAT ol ARHA i

o

o

AR A AHeE o, go] "7 ik, "o
-0} ¥ (base pairing) Ro|oE]7} sk=-=8 ¢17] ¥
olvg|=3}sle] 7l Ad dlol ik

, @71-vlol® RoloEE 744 B
siRNA ##}, asiRNA #%}, lasiRNA &%}, w4
A eFevh. ek g A2 mRNAS] H Y
Ade AASAY BA"E nRNAS] FalE
B Aol "AAHAY" "R EE" A
32k (locked nucleic acid)(LNA), 2'-0-w

ITh. RNAD #2he= dubd oz 7l 49 &=
U "yopeso], el RNAE EEAsAZITh.
= AAME] AAbe] oAl 9] Bl HAALES
3 eA"E A, oAy g2 A
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Amse wmE AME M ANE ARFE AL FHA AR, AF Fol, g Fold
] 1 71A g o

W o, A3 == HHE el XaEAE 2 = W A A BAE AZlA
Fojd A9 vHg tix AZd vete AHzl®E MIZoA F3 e "o WS ZAAATIAY, T vHE
iz MZol Hske A == W sy o] S AZAS HAAIIAY AAE AAATE SEES
aia=

RNA =31

AH oFgof|A], E g )yDS8 = TLR3 mRNAE EFAIYSIAL Ao <9]3k MyD88 X TLR3 W3S oAs=
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[0043]

[0044]

[0045]

[0046]

[0047]

[0048]

[0049]

[0050]

[0051]
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RNA 5941 Alggrt. Q17F MyD88 3! TLR3 mRNAS] S)4k M AL gAlA wpx|ehe] A ESFolA Al Hrt.

A5 FElolA], H kg MyD8S i TLR3 mRNA M A (<& 9], <17 MyD88 i TLR3 mRNA A &)el A< A
BAAS 7hzl rEjAl A F QFEJAI ol AE ARAS THR Al s 2FEHE RNA H5FAE AlEst. o
B OAAEE oA, RNA E&A = AZol| o MyD8S i TLR3 W3S A 4= vl A5 AA o)A, RNA
A= v e A, RNA 3t

=
ZH RNA(asiRNA)oIw. A5 A Eel 2w #e A
= 2 3T
ol
=4

RNA(lasiRNA) o]}, L5 AAJFH e oA, RNA EH3}FA= & 1, &
]

)
il

RNA Ehafjo|t}, B waxo] 7fA]E RNA E3HA= RN

=

DERRRL 4
19 WA 21 nt Aol(F, 19, 20 = 21 nt ootk A% ANFeA, 4

=
&= 13, 14, 15, 16, 17, 18,
w3 guyel BasAt o

o}, A AAFHE A, FEJAA A= MyD88 HEE TLR3 mRNA A de) ¢+#dtA x|},

A5 AA A, dHAE = Aok 24 nt Hol(E E0], Aolk 25 nt o], FHoJk 26 nt Ho], %]
T 27 nt o], HoJx 28 nt do], FHox 29 nt Zo], HJE 30 nt Zo] Ei= FHoJx 31 nt Zol)oltt. &
5 AAFE A, FE AL Hl= 124 nt o]3F Holelti(oE Eof, 100 nt ©]3} Ze], 90 nt ©]3} 4], 80 nt
18} do], 70 nt ©]3F Zo], 60 nt ©]3F Zo], 50 nt ©]3F Zo] L 40 nt ©]3} do]). AR HAFHEHo) A,
SHEJ A~ 2+ 31 nt Zololth. AR AAFe A, Holx 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27,
29, 29, 30 B 31 nt9] ¢HEAlA ) MyD88 B TLR3 mRNA A Qo) Abw A olth, €3k AR o] & QA=
Rrh. AR AXFHE oA, SIE AL A MyDS8 = TLR3 mRNA A Fol b8 skA] ArFolt),

(]

AR AAFE A, A M= 15 WA 17 ot Dol (5, 15 nt Aeo], 16 nt o] E&E 17 nt Ho])e|rh. Uy 4
AFEl A, Holx 15 nt, Aol 16 nt B Hol% 17 nto] Az 7F FEjAl2 o] Mol drAolrt, o
- AAGE A Al i PR Al o] Mdol et AR A el

A AAGECl M, Al ) B Al s FEAl o] 5 ekt Al o] 30 whebo] SRE(blunt) H
s gAshs HAE AT A5 AAGHAA, EAlA ) B oAls = PEAA ) 5 el Al
2 9] 3" IEs (dF E°, 1, 2, 3, 4 =& 5 nt %) 2P (overhang)ste HFAE FAdert. 47 A
AEfol A, Qe AlA Aoh Al = Al o] 50 whdde] SPElAlA o] 3 WHE (dE el 1, 2, 3, 4
F= 5 nt W) LW sk HEAE 3490

oE A% ke FUzHE B AAGEOlA, RNA A= F
RNA Hebaflolvh. i AAGejoll A, RNA 5= AlEsAdo] ofutt

E% guls =
eye g Refen sk F3el dwd A F o Ao 23S g, dwbAo=m PNA B LNA 3
T2 2'0-Me SPLFEULHE Hste] 259 Aijdor =& B A Ax wEel u S A" A4
S ol&d = . FAXRE|QYOIE F 2'-0-Me-HY 3L FTF 2] TAXRE|QO]E WMES T}
o 2'0-Me-¥E S AFEFHLEEE A, oAE B9, PCT I/ AW0/2013/112053% H A
W0/2009/0087255. 5 #ireb™, 1 2bzhe 1 FAAZE FaE 2o xddrh

FE| = AAF(PNA)S WRo] Feny i Fd A7t Zlal G2 olFolAH bl

A A71E T3 PNAE SHE-
TR LE e stejHe| ek, AV Q14 WM DNAE R

ol obd e = Adtel] o) FAHo}, 150l IE AL S8l

)

O

Skt}, PNAS] WjE-o AN Uo|oAHE o}
Aot s srh(shrle Fx o Fa). WEE HshdEe], gART & 4 A4S YERE PNA/DNA X
PNA/RNA FZH2E o713}, PNAE FEelokA] s ZRgolAd o8] <145 x &=

e

)

ro

& .



[0052]

[0053]

[0054]

[0055]

[0056]

[0057]

[0058]

SES0l 10-2727666

AA Fx=2o gz +x Wl BF3ka, PNAE DNA H3 RNAY) ‘%.‘i P2 Agd-Bol7 AL T
ATE. PNAS] 54& XA DNA H&= RNA9MY] & A H3pg, ©d-947] wzwjA]o o) ofrjg E<tA 3}
27, FEdolA 2 ZRE oA g A, ¥ =9 Fagk DNA EE” RNA9Le] sfelB =3} Bl T RFY
DNA®te] EE]ZH A AL x&shtl. bzl (PANAGENE) . IM. & 1] Ab+ Bts PNA ©HedA| (Bts; WZE|o}E-2-4
Fd7]) @AM LEan s whES A atelelth. Bts PNA ©EAIS o] &38tE PNA S@uvdte gRS | AZY
9 73 ( capping) o] WHE Alo]EE FA UL, PNAE 2 71 %OF of &zl dole] Ve o]&ste FAHAHR
Aarel 42 gtk o Bo], um= 53 #6,969,766%, #7,211,668%, A|7,022,851%, A|7,125,994%, A

7,145,006% 2 A|7,179,896% 5 Farslel. L3k PNASl AxE 918t vlar 53 A5,539,082%; Al5,714,331
S 9 A5,719,2625 2 FaslE). PNA &9 F7F wA|E Nielsen et al., Science, 254:1497-1500, 1991

A Fe g dnk. dEd T3 A4 O dAVE Fas Eded £3En.

A Sk S AR SR BRSNS TS S QUvh. "LNATE b SRE(BNA) o= EE]‘: w3 o
5ol el BNAE (3<% (H5) 9 HA(sugar pucker)Woll 2lB2 1o FejE F1e o/ 28
EQo= ghrh. LNA9] Ag, 7hue 2'-09 4'-C 913 Alole] HWEHASR o]For}. LNAE W& 01]‘1]}_7—(]5}
2 A7 A5 (base stacking) & FgAIA stolBel=s) 8l A M-S SR

LNAS] +Z+= dE E9], Wengel, et al., Chemical Communications (1998) 455; Tetrahedron (1998)
54:3607, 2 Accounts of Chem. Research (1999) 32:301); Obika, et al., Tetrahedron Letters (1997)
38:8735; (1998) 39:5401, % Bioorganic Medicinal Chemistry (2008) 16:9230914 & 4= Qlrh. £ oA
AFE = StgES ot olde] LNAE EFE + don; odF Ao, sFELS dHom INAR o]Fojd &
Atk AE LNA FEHAE AEASY] 14 B SHlagEdeHs WR2e 259 TS 93 WHS dF
5o, nl=r 53] A|7,572,582%5, A|7,569,575%, A|7,084,125%, A|7,060,809%, A|7,053,207%, #7,034,133
S, A6,794,4995., H A6,670,4613 04 MAIEY, 2 474 2 AAZ} FuE EY Tk, A Al

2L

ABARAE FAS LAl AHE B ZAZRE|QIO|E Hololels s sk ors, v-ql g
BA7L o] 8E & Avk. A AAFE = 7 LNA AEFYe] DNA AHF Vel o8] Ee]¥s LNA-EF s Eelt),
Q yz

A5 SES AEFUR A7 FAERE QO] EQ], wHEs LNA % DNA AHFH o R oot
K

ZH|2HE BolojEo] AdE. oA, FHZEHE KolojEl=

DS

e

=

Feloll A, RNA 53+
' ]

5 = 5 AAY
Az o] 31 deke] BARET AR AN oA, FelAEE RolojElE StEJAlA o] 31 wWeke] RE),
A5 AAGe A, ZHUHE TolojEl= Al e 5 ek R, AR AAFH A, FYsHE &
oJoJE]= QEEJAlZ o] 5' Wk FzbE),
g5 A WéEHoﬂH RNA %%LZL 2'-0-vgst FEHAEE 2o, 2'-0-WEs FEUAEE gr
Bake] 2'-00 &7 WE7]E EA3. 2'-0-Me-RNAE RNAS} B d3H(EE A}d) AEE HAFAT, 72
olx] EIZHE HIFTH 2'-0-Me-RNAE T3 F7) QHA3E Y] TAXE| QO oE 2w Ed L =(PT
)t 23d & 9tk 2'-0-Me-RNA(E=ETholo ~H| 2 = ¥ANE Qo] E)E B 7jEitore] 44 74
wat A" F JduH(dE S0, Yoo et al., Nucleic Acids Res. 32:2008-16, 20045 sty , o= Fax
WoJol] E3FET).
A4 AAFE oA, 2'-0-HE FEHUAIEE A2 o] 30 drke] X Eh. A AAFE oA, Al e
3" 9 Jdde g 2'-0-vE3 mEULAS(AE B9, 3" o 6 FEFUAIE ol 2, 3, 4, 5 &
= 6719 2'-0-Mds} wEHAE)E Ege. AN AN A, 2'-0-HE FEH A EE QHEAl A9
3" dbol]l fixE k. AR AAIFE A, AdEJ Al o] 3 wek Fole v 2'-0-wEst wEE A = ()
E So], 3" @A 6 FEHLAE ool 2, 3, 4, 5 EE 6709 2'-0-vE3} FEHOAZ)E EFeTh. U
B AAGHME, Al e 30 ek g 9 etE Al o] 3 e 49 E EF7F g5 2'-0-WEsd
FUoNEE 23T, AR AANFHAN, Ax He iy FEFaoA = wiskE 2'-0-vdE wEee
A=gE xggtt. 97 AAIFH A, A = Ay FEULA=S Wk 2, 3, 4, 5, 6, 7 B 8719
2'-0-vgs} wEUAIES] A% AMES 2. AN AAFEH A, AE-Ax HE Y FEH A=)
WREHE 2'-0-vEsl FEHAEE Esth. A5 AAFGHNA, QE-A2 HE vy FEEoAI=e A
Wah= 2, 3, 4, 5, 6, 7 B 89 2'-0-WE3} wEEeA =g A% DS Eget
AN AAFE oA, RNA H3HAE EAXRE|QO|E AjS XS, "EAFRE|QO|E" (e S-& i)
= H7bL kA F oshuh 3ol ols X gk, A DNAS] Wolxe FEHUALE =T A3te] 3slE 5'A

T

‘o= 9 3'oA] 5'0 =] DNA POL 1 94

w



[0059]

[0060]

[0061]

[0062]

[0063]

[0064]

[0065]

[0066]

[0067]

[0068]

[0069]

SES0l 10-2727666

L

Zaxold 2HEAE H XS - 2 diaFgEolAlY &S AT, IAXZEQO|ExE F JHH
ﬂz—ﬂ 2ol o&f wEoXt}: Floj=2Al EAXUYOE gl JHE tlo]dulo|= o] 4 Fo] oo g
o o3, = HEZAEESF tho]dulo] =(TETD) & 3H-1,2-WF o] E-3-2 1,1-t}o]SAe] =(BDID) =

E2go|E B 2HEZE &3A]7] = Wl oMot (& E9°], lyer et al., J. Org. Chem. 55, 4693-
4699, 1990 #a1). Fx}eo] WS diFEo] 7] &wldAe Ui e B84 A € FHE o] M) =9
54& Tgth. TETD % BDID W2 3k ¥ & FLg XXX IE|QY O EE A4S,

AR AA P, RNA HgAe] Ax ) e eI eE s ke Age] Hojw 25%, 30%, 35%, 40%,
45%, 50%, 55%, 60%, 65%, 70%, 75%, 80%, 85%, 90% W 95%7} L AL 15 A A )
oAl RNA 3l Al 4 W gRwEdEE 1o 23] iV AXZE Y E Aol

Q% AAFeol A, RNA B3] Qe 4 o] eluirZel o EE o] A Holx 25%, 306, 35%, 40%,
45%, 50%, 55%, 60%, 65%, 70%, 75%, 80%, 85%, 90% =& 95%7} EAXZE|QOlE
oA, RNA A el A el BRI QEE ko] AR AR} TALRE

RNA - H3HAl= Alzst ASFHAY F71A(dE 501, dDolA T2 5+ U
ANE AFYGsHE ZHAlE (construct) 2/%+= WEIZE AX T
. AR AN A, vpele s, PEZuole) s i dEule]# s WE s} ALEHT

FAL B ol el dole HA el o8 Az 4 A A
FAAG] AAE R BEAE set gy e 9l WER Aol o8] Alzn.

5 AN el A, okt 2 ES ADY A5E A% FHA AA(AE Fol, #vA|FH(bevacizumab), HH
F(ranibizumab), #H3EFH (pegaptanib = oFEE W24 E(aflibercept) 9} &2 F-VEGF A =ADE
et 45 AANFEA, ot 2A4ES FANY As|ES xeA] Ferh. 5 AAHE A,

& d SIA, AME FF FE=(CPP), @ dE Hdd &<l
ol A, 285 2 WA MAE RNA H3FA v

2 g
~
e
Ir
o

olg AY F= e Ax WS L A JIAE RNA 5EAE HA R AEHeR shy o] B
AR AFANTE SdAE EFe. durbow AFS B gaAel AAE AAS AA FA} FdeA 1
2l sl Ao 2N AlzF T

=22 Hd

A5 FEjoA,
MyD88 /= TLR3 &S
i AEE A7

2 HAEzA7E A =, AXo o3t
FEfell A, RNA H3hAl= W3s RNA E3HA 0]

3|& 5 A5 AAFEHANA, AEs A v 2 (dE
Eo], gEF, Yol2A FIA, A¥ AT FE=(CPP), vz HALL=wA(PID), A H/EE i) &
Akl Al RNA H3tA|eF HEHT. 45 é/\]ﬁéEHoﬂH, AﬂE—t— A7 A ] woll EAgE. AF AAF ol A,
MAE= AD(AE &1, &4

AF FEjolA, 2 dyge 2 oy
g, AD(elE 501, T k=1
o A1, RNA H3HA e oF8t 24 ES /A ol 1?@%@. A5 A el A, RNA &
2 Al ofs] ATp-FoE i},

2 oA, 2 A A" RNA E3AE A5 B0, A AldH 2FEY, (dF 59, cprasiRNA ¥
cp-lasiRNAS §3H)Ad HIs|Eglo] dato g /e B gl 7jA % RNA 23A| S B ste LS ¥
ot Ao mA JRACA FoiH & Adrk. GF AAFHA, & vleiokd X g @t Ad vy
2 B2 gAAe JiAlE WA AREE 3l & & 59, "y EWA Mirus
Transit) TKO X4 AleF;, XA, ExAeql; A#dg (cellfectin); E2Yol2(polycation) (& &

Z7840), oldlZZF A (atelocollagen), Y=Z 2 (nanoplexe) @ #XEFS ES5HA|TE oo A 3hE ] &=

=
=
(=)
t
flr
\l
5
=
=
S

ﬂl
N
~
2
g

fl

O

[¢]
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[0070]

[0071]

[0072]

[0073]

[0074]

[0075]

[0076]

[0077]

S=50l 10-2727666

o, i F2AE AT A HE|EEA olHEF A ]88 Minakuchi et al. Nucleic Acids Res.,

32(13):e109 (2004); Hanai et al. Ann NY Acad Sci., 1082:9-17 (2006); X Kawata et al. Mol Cancer

Ther., 7(9):2904-12 (2008)°l 7RAI=™, 2 Z}zbe 1 AA 7} o xstdt). oA« 7] ik dd Al

Bl ul B3] A8,283,4615, A|8,313,772%, A|8,501,930%., A|8,426,554%., #8,268,7985 L A|8,324,366
NN AFEH, 1 Az a1 AA7E FuE B ehdc.

<

HoAA e AR e AR AAFE A, SESS 2 HAAC AR RNA H3}AE A ANA et
Hékﬂ ol-gdth. H WA A "l A A}ﬁo}ﬂ @‘Lf& PEFL BT 2¥-¥4 AHENY I449
- X ;e o, EEaHES X
& 2o g nesle] 7t
; Hoular 53 A4,235,871%,
A4,501,728%., A4,837,028%, E A|5,019,3695.c] Al ulAd, HEFE ARE 93 I wHo] LA
Aom, 7] Fde] HA e FaE Zo] x3he.

o
i‘}q A4 e ﬁEﬂ% ditd o=z 10}t ?44* i7] e %v A
TR, o & E9], Szoka et al. (1980), Ann. Rev. Biophys. Bioeng. 9:46

= @ Fadag-oAl molojEt: AgHoR HIEF vl 2
A 2 A A, AN 48R W, BAUAE oA HelojHt A% Hol, dEET A4
W2 A2-7-84 1374 (anchor) el Aol Slal, mi= A BTl AH Al 3, YXF ol 3
SHoR mE Beldom RAE A% dF o AW E. ol FAUAE-oA %Y FTAET WS o
RESOl @ @lEEel F45 HolaA PaAvE wEH EUSS FA4SU: dF 5o, n 53 4

AN AAFH NN, HEFS W] flste] A FAIAE A RolojEl= FH Al oF 500 W)
A oF 40,000 EE, EE SF 2,000 WA °F 20,000 EERD FE FEACIG. 22 FHAE EHdEA 2
22 (PEG) == ZYZ2Zd FEZ(PPG) §=4; olE 59, WEA PEG =+ PPG, ¥ PEG i PPG ZElo}d
oE; A FFA, dF o], ZEloladeiE e EE N-Hd FAEYE; A%, #AF, B Ay
Zolumolnl; EgjoladAt; ZE|dE, dE B9, HtE2EY EE OMWV} setor dAddE Zndd
T 9 ZAAEE, 2 A AolE, dE B9, AT AtelE GM1E EFHeth. PEG, WIEA] PEG, Ee

MEA PG FEFA, EE O REA B AP, TF, F2U4E oA FEAE PG R Felobr ey,
R, Eeotnlmolyl, Eeelgdolul, mt FRFUCE F ol Ad B FEFEAYL & Aot f&
ag oAl FEAE EH ohulmdt Ei ARRAN, oF Hof, BYFEN, FRLEA, WEEA, 5ol
A, AEM, e, G, Jlebue GHd A9 09 okme dgR £t fdug(dy Ee B
9); m= oE HERasls dde A2EAs s we gelugl

]

oFSh 24E Sl RNA BPA) UA FolF FEES B4 W SHglel, TAH B, 2HE L o Py
& g8l ok AR W olFle] wFA A Bl F& @) SAsk] wsE 4 A,

HEg Fol £ olgHE TAY AA B, Fol 4=, Fol Az, o gHE TAY 3B WF =
oA S, AR Vg ol §HE PAA SR 2Fue) AEHE te ok, SR 9/EE B4, Aw
M B A, A, AF, dd, G0 A% R ol WY, % o5 RoplA 2 deld fAE A4ES
M| % TR Qe o=@ Aoltt,

B leRore] B AEsEe Gibks a7t o 2YB fEFS A4 2P AYP 5 Ak, o
g Bol, b EE FoAbe skt AR EAE o] st L Aunh e FEAA st 2T
gt A FelFE AW W/EE Felsta Ut Gah o Fold Wb Felds FUHAOE F7H
1 5 g
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[0078]

[0079]
[0080]

[0081]

[0082]

[0083]

SES0l 10-2727666

L F8=2 MyD88S At HlthA ol 2 7HA RNA(asiRNA)E BA43817] Y8te], 447179 asiRNAE &HAds)
23838 dt. 2389 E asiRNA9] &2k A do] 1 19 AFHT}.

RHE

£ 1: JAHQ MyD88-E} ™ asiRNAS 9% 4t M.

asiRNA M€

MyD88#1(S) : 5' GGCGGCCGACUGGACC 3’
MyD88#1(AS) : 5' GGUCCAGUCGGCCGCCACC 3’
MyD88#2(S) : 5' UGGCGGCCGACUGGAC 3'
MyD88#2(AS) : 5' GUCCAGUCGGCCGCCACCU 3’
MyD88#3(S) : 5' GUGGCGGCCGACUGGA 3'
MyD88#3(AS) : 5' UCCAGUCGGCCGCCACCUG 3’
MyD88#4(S) : 5’ CUGGCGGAGGAGAUGG 3'
MyD88#4(AS) : 5' CCAUCUCCUCCGCCAGCGC 3'
MyD88#5(S) : 5" GCUGGCGGAGGAGAUG 3’
MyD88#5(AS) : 5' CAUCUCCUCCGCCAGCGCG 3’
MyD88#6(S) : 5' AGUACUUGGAGAUCCG 3’
MyD88#6(AS) : 5' CGGAUCUCCAAGUACUCAA 3'
MyD88#7(S) : 5' GAGUACUUGGAGAUCC 3’
MyD88#7(AS) : 5' GGAUCUCCAAGUACUCAAA 3’
MyD88#8(S) : 5' GCCUUUACAGGUGGCC 3'
MyD88#8(AS) : 5' GGCCACCUGUAAAGGCUUC 3’
MyD88#9(S) : 5 AGCCUUUACAGGUGGC 3'
MyD88#9(AS) : 5' GCCACCUGUAAAGGCUUCU 3’
MyD88#10(S) : 5 AAGCCUUUACAGGUGG 3'
MyD88#10(AS) : 5' CCACCUGUAAAGGCUUCUC 3'
MyD88#11(S) : 5' GAAGCCUUUACAGGUG 3’
MyD88#11(AS) : 5 CACCUGUAAAGGCUUCUCA 3'
MyD88#12(S) : 5" AGAAGCCUUUACAGGU3'
MyD88#12(AS) : 5' ACCUGUAAAGGCUUCUCAG 3'
MyD88#13(S) : 5 AGAUGAUCCGGCAACU 3’
MyD88#13(AS) : 5' AGUUGCCGGAUCAUCUCCU 3’
MyD88#14(S) : 5 GAGAUGAUCCGGCAAC 3'
MyD88#14(AS) : 5' GUUGCCGGAUCAUCUCCUG 3’
MyD88#15(S) : 5' GGAGAUGAUCCGGCAA 3’
MyD88#15(AS) : 5' UUGCCGGAUCAUCUCCUGC 3'
MyD88#16(S) : 5" AGGAGAUGAUCCGGCA 3’
MyD88#16(AS) : 5' UGCCGGAUCAUCUCCUGCA 3’
MyD88#17(S) : 5' CAGGAGAUGAUCCGGC 3’

_18_



[0084]

MyD88#17(AS) : 5' GCCGGAUCAUCUCCUGCAC 3'

MyD88#18(S) : 5' GCAGGAGAUGAUCCGG 3'

MyD88#18(AS) : 5' CCGGAUCAUCUCCUGCACA 3’

MyD88#19(S) : 5' UGCAGGAGAUGAUCCG 3'

MyD88#19(AS) : 5' CGGAUCAUCUCCUGCACAA 3’

MyD88#20(S) : 5' GUGCAGGAGAUGAUCC 3'

MyDB88#20(AS) : 5' GGAUCAUCUCCUGCACAAA 3'

MyD88#21(8) : 5' UGUGCAGGAGAUGAUC 3’

MyD88#21(AS) : 5' GAUCAUCUCCUGCACAAAC 3’

MyD88#22(S) - 5' UUGUGCAGGAGAUGAU 3'

MyDS88#22(AS) : 5' AUCAUCUCCUGCACAAACU 3’

MyD88#23(S) : 5' UUUGUGCAGGAGAUGA 3'

MyD88#23(AS) : 5' UCAUCUCCUGCACAAACUG 3'

MyD88#24(S) : 5 GUUUGUGCAGGAGAUG 3’

MyD88#24(AS) - 5' CAUCUCCUGCACAAACUGG 3'

MyD88#25(8) : 5" AGUUUGUGCAGGAGAU 3’

MyD88#25(AS) : 5' AUCUCCUGCACAAACUGGA 3'

MyD88#26(S) : 5" GUGACUUCCAGACCAA 3’

MyD88#26(AS) : 5' UUGGUCUGGAAGUCACAUU 3’

MyD88#27(S) : 5 UGUGACUUCCAGACA 3'

MyD88#27(AS) : 5' UGGUCUGGAAGUCACAUUC 3'

MyD88#28(S) : 5" AUGUGACUUCCAGACC 3'

MyD88#28(AS) : 5' GGUCUGGAAGUCACAUUCC 3'

MyD88#29(S) : 5" AAUGUGACUUCCAGAC 3’

MyD88#29(AS) : 5' GUCUGGAAGUCACAUUCCU 3'

MyD88#30(S) : 5' GAAUGUGACUUCCAGA 3'

MyD88#30(AS) : 5' UCUGGAAGUCACAUUCCUU 3'

MyD88#31(S) : 5' GGAAUGUGACUUCCAG 3'

MyD88#31(AS) : 5' CUGGAAGUCACAUUCCUUG 3’

MyD88#32(S) : 5' AGGAAUGUGACUUCCA 3’

MyD88#32(AS) : 5' UGGAAGUCACAUUCCUUGC 3'

MyD88#33(S) : 5' AAGGAAUGUGACUUCC 3'

MyD88#33(AS) : 5' GGAAGUCACAUUCCUUGCU 3’

MyD88#34(S) : 5' CAAGGAAUGUGACUUC 3'

MyD88#34(AS) : 5' GAAGUCACAUUCCUUGCUC 3'

MyD88#35(S) : 5' GCAAGGAAUGUGACUU 3'

MyD88#35(AS) : 5' AAGUCACAUUCCUUGCUCU 3’

MyD88#36(S) : 5' AGCAAGGAAUGUGACU 3’

MyD88#36(AS) : 5' AGUCACAUUCCUUGCUCUG 3’

MyD88#37(S) : 5' GAGCAAGGAAUGUGAC 3’

_19_
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[0085]
[0086]

[0087]

[0088]
[0089]
[0090]
[0091]

[0092]

[0093]

[0094]

[0095]

SES0l 10-2727666

MyD88#37(AS) : 5 GUCACAUUCCUUGCUCUGC 3'
MyD88#38(S) : 5' AGAGCAAGGAAUGUGA 3'
MyD88#38(AS) : 5' UCACAUUCCUUGCUCUGCA 3'
MyD88#39(S) : 5' CAGAGCAAGGAAUGUG 3'
MyD88#39(AS) : 5' CACAUUCCUUGCUCUGCAG 3'
MyD88#40(S) : 5' GUCCCUGCCCUGAAGA 3’
MyD88#40(AS) : 5' UCUUCAGGGCAGGGACAAG 3'
MyD88#41(S) : 5' UGUCCCUGCCCUGAAG 3'
MyD88#41(AS) : 5' CUUCAGGGCAGGGACAAGG 3'
MyD88#42(S) : 5' UUGUCCCUGCCCUGAA 3’
MyD88#42(AS) : 5' UUCAGGGCAGGGACAAGGC 3'
MyDB88#43(S) : 5' GCACCUGUGUCUGGUC 3'
MyD88#43(AS) : 5' GACCAGACACAGGUGCCAG 3’
MyD88#44(S) : 5' GGCACCUGUGUCUGGU 3'
MyD88#44(AS) : 5' ACCAGACACAGGUGCCAGG 3'

¥ 1o 9A% asiRNAE 28 §9F 95TColA ZElal 1AZF &<k 37T 1x siRNA =82~ ¥ 3 (o 2=EF
(STpharm)) el Al @A alelvh. AAg 4 oJdde A AV|dsS T3 Ik, =39S ko], 100
mm AIE el AW 10% Blol & A (= (Gibeo)) E 100 pg/ml HAYAH/2EFERLo|AS 73 1=
2 ¥ o]F2 H|A(Dulbecco's modified Eagle's medium)(ZJZ)ollA wldE HelLa AE(ATCC)E ©]-&3F3iTt.
FA79 3% Ao, 2.0 x 10 Hela AEE 24-2 Selol o] WEUT. Hela AEE AZALe] AAo] me
g EF (Lipofectamine) 2000(1RIEZ7N (Invitrogen))< ©]-€3e] 0.3 nMe] asiRNAR FAZFHAIZ T

L
r

PAZAE AENA MyD88 mRNA & FAY T 24A kel A7 PCRE o83t SA3IAT. FAH R,
RNAiso Plus(E}7}eh(TaKaRa)) & ©]-83te] AA RNAE FE3¢ ¥, FF% RNA 500 ng& ©]-&3te] AlxAbe] A1
Aol met 31745 (High-capacity) cDNA JHAF 7]E(o]E2to] & ulo] QA ~®l=(Applied Biosystems))E ©]&
sto] cDNAE /detqivh. /3% cDNAE 3A 3k &, 2=s19( StepOne) AAIZF PR A|Z=Bl(o] &) & Hlo] @A
2HlZ)& AzAte] Ao weh o] & PO# A AAIZE PCRE F33QITE. MyD88 Ao T8 T}¢

SYBR Premix Ex Taq(El7}2h) & ol&3le] A&, GAPDHE W 2o 2M FEAIAT. 3l7]9 Zelo]
AL o] 833l

Q1 7F GAPDI-Z4 5° -GAG TCA ACG GAT TTG GTC GT-3

)

17y GAPDH-9% 5° -GAC AAG CIT CCC GIT CIC AG-3’
17y MyD88-=HF 5 - AAG TTA TTT GIT TAC AAA CAG CGA CCA -3°
17y MyD88-S9HF 5° - GGA AGA ATG GCA AAT ATC GGC T -3

447}4) asiRNAS] ZFzhel 2]t MyD88 oA o] & 1o AFHTF. asiRNA Ad F Al 714121 asiMyD88(26),
asiMyD88(27) X asiMyD88(32)& $& AT ol|lA]l AH&3sl7] 9kl Agstsitt.

Ao 2: MyDSS-E}AIY asiRNAE o] &S+ MyDSS mRNA BFs] =522 oJA]

asiRNA A & Al 7FA<l asiMyD88(26), asiMyD88(27) 2 asiMyD88(32)E Ato]d oA MyD8S &
3l 259 S el AT, asiRNAS 28 5ot 95Tl za]a 1A17F B¢t 37 ColA 1x siRN
g2 W (o AE ) A F2A gt A o ody2 A AVEEE F

sted, 100 mm A2Z i oW 10% Biol & FH(HFZ) F 100 peg/ml AUAL/~ERE H}OVJ%
s WY 013é iR (3)oll A BlFE HeLa AIZE(ATCC)E ol &stgitt. FAAY sHF Holl, 2.0 x 10
HeLa A3 -4 Zyo|Eo] HEEUT. Hela AIFEES AXAY] AiAel we} g ZHEew 2000(1 R E =)
S ol % 0}01 asiRNAZ FAZLAAF .

=
Ol
(o o 4 e

N A

w
2,

ot F
re,
P‘h
37
ﬂ
oo _Y‘i
Ho oL

oldl w1 37bA] asiRNAol 93 MyD8S oAl F=Fo] & 20 AlFgdrt. = 20 Yehd dg, @¢e Fxo
asiMyD88(26) % asiMyD88(27)o] Hi F7<] MyD88 <Al1E LteERTE. asiMyD88(26) % asiMyD88(27)& F2
ATl A e AHES 9l dEaeict.
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[0096]

[0097]

[0098]

[0099]
[0100]

[0101]

[0102]

[0103]
[0104]

[0105]

[0106]

[0107]

SES0l 10-2727666

Al 3: asikNAS] H &

Abolslk otEl Al 3 AolE 71 theksk ZAE asiMyD88 TR FAdStal MyD8s S oAletE 159 Y

. F719] asiRNA A4,

MyD88#26(S) : 5' GUGACUUCCAGACCAA 3'
MyD88#26(19AS) : 5 UUGGUCUGGAAGUCACAUU 3'

MyDB88#26(21AS) : 5' UUGGUCUGGAAGUCACAUUCC 3'
MyD88#26(31AS) : 5' UUGGUCUGGAAGUCACAUUCCUUGCUCUGCA 3'
MyDB88#27(S) : 5 UGUGACUUCCAGCCA 3'

MyDB88#27(19AS) : 5' UGGUCUGGAAGUCACAUUC 3'

MyDB88#27(21AS) : 5' UGGUCUGGAAGUCACAUUCCU 3'
MyD88#27(31A8) : 5' UGGUCUGGAAGUCACAUUCCUUGCUCUGCAG 3'

¥ 20 €A% asiRNAE 2% 59t 95ColA 8] 1A7F <t 37CollA 1x siRNA FZ8 2 W (o 22E]F) ol A

A, AHdst 4 Oﬁ%% A A7G s ettt =3 S A5k, 100 mm AE wiF o

Al 10% =Hol & FH(HZ) 2 100 wg/ml AYPA/~EFEmLo]AS SHF3 EWms HEY o3 X (]
= 4

)l A vk Hela MAE(ATCC)E o] &3Fqitt. JARYE 3% Heoll, 2.0 x 10 HeLa AEXE 24-¥ ZH o] Eq
REatgth. HeLa AXEE Al2RALY] Aol wel g Z A 2000(AHEZ)S o]&3te] 0.3 nMe] asiRNAZ

HAZTAAH
AZAE AEo| A MyD8S mRNA 458 FA7E F 2447k A AIZF RT-PCRE o]&3le] SA3IIth. F-A17 o
% RNA 500 ng& o]-&3lo] AZALY] A Ao

65‘ = =
2, RNAiso Plus(E}7FeH)E o]&3te] A RNAS
% ox
)

=4
o 2% VA 974 A (el E ol s wlol oA AEl2) % olgatel DNAT FHASIATE. AR DNAT 54
s =

g & IRl "”‘]7} PCR Al (o] Eg o]l = vlo] QA 2B =) S A ALY A A whe) o] &3t g2 A
7+ PCRE 33 k. MyD88 -7 Ate] F25 w9 SYBR Premix Ex Taq(El7}e})E o] &3t A8} tl. GAPDH

2 YE gx2TozZA FEZAZC

67FA] asiRNAS] Z}z}o| ASP MyD88 A F=<=o] & 3o Al-FHr}t. asiMyD88(26) = asiMyD88(27)¢] 21 &
SEE CHEAAYF HIT 439 MyD88 AAE JEldth. 21 FEYLEE AEAAE TE AT A9 AIES
$8ted dEskAt.

AIA] ] 4: MyDSS-E0]F asiRNAE o] &8t MyvDSS ¥l & o] oz

=

asiRNAS 2% SoF 95TCo|A] 2E]a 1A1ZF B¢t 37TColA 1x siRNA F=Z2 By (23 olA 22839
ok A ojdHe A AV E5S B3 s,

100 mm AIE vl Hmel 10% Bjol & (=) 2 100 ug/ml HAJAH/AEANETO|ANS 73 &

Ay o]F~ wiX ()l vikE A549 AE(ATCC) 2 HeLa AIRE(ATCC)E o]gat3ict. &7 a5 A,
5.0 x 10 A549 A X HeLa AXE 12-9 Zgo]Eo] HE349Th, A549 AE 2 Hela AZE A ZALe] 4w

2i}

MyD88 whul o] Ao tdt asiMyD88e] &< Al

319

kil

—

Aol wet gEAen AN EZA)E o] gate] 10 M 2 3 nMe] asiRNAZ FAZAAAT. 2447
%, OPTI-MEM ®1x1& €A-shf wiA= wAsH3ic.

as1RNA PAAD T 4827k, MyD88 Tl U S A" EES B AASA.

H A549 ME 2 HeLa AXZ RIPA W H(GE)E BAIZATE. AS49 AE A vy &5
xau,] AA @Md 255 30 xgS 12% SDS-PAGE A ol 293far 120 Vol A A7)9g&38ioitt. d7|ds F,
300 mAol Al 1A13F &b wiekE-(H A (Merck))ol 93 o]n] &4dslE PVDF ‘%‘(H}Oli T“/‘rE(Blo rad)) o= o
S AT, 5% BARFAE $H)E ol&ste ALoA 1AZE EeF e Ade &, &-MyD8 A (A
(Abcam)) 2 -p-H¥l &A(2Fe} ZF=(Santa Cruz))E TH3F 5% EAFollA 4C°ﬂ*1 HhAl g 2 kel
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[0108]

[0109]

[0110]

[0111]

[0112]
[0113]

[0114]

[0115]

[0116]

[0117]

[0118]

S=S0l 10-2727666

S 1085 1x TBSTE 38 A2kl HRP-H 3 o3k &AE 747 5% BAFoll A Ao A 127 F<t
A t. TS 108 B9k 1x TBSTZ Al&3sla 18 B¢t 1x ECLZ A3, 2 3, Av 5 (Chemidoc)
=) o] g3ste] MyD88 X B-AEl ME=E FtEeitt.

Q28 BF BAo Ayl & 49 EAHETE, A549 AEZ 2 Hela MZY BE asiMyD88 HA7FA AL Fol A,
80% ©]’d<2] MyD88 wufd A7} 1A (E 4).

Al 50 MyDSS asiRNA2] 3}3}% &

asiRNAO 3}8hd ®wgo] A& ). sh7]d 7MAJE v #E, g5 93-S QliEAlo] EAlA H asiRNAS] HEAS
AT, 4714 asiRNA(ZE 3)E Hela AlZoA1¢] MyD88 mRNA Aol whall A& slgict.

¥ 3. ¥¥H asiRNA A|E. m = 2'-0-"€ RNA

MyD88#26(16S-1) : ' mGUmGAMCUMUCMCAMGAMCCmAA 3’
MyD88#26(19AS-1) : 5' UUGGUCUGGAAGUCMAMCmAmUmU 3’
MyD88#26(21AS-1) : 5' UUGGUCUGGAAGUCMAMCmAMUmUmCmC 3’
MyD88#27(16S-1) : ' mUGmMUGMACMUUmMCCmMAGmMACmCA 3’
MyD88#27(19AS-1) : 5' UGGUCUGGAAGUCAMCmAMUmUmC 3’
MyD88#27(21AS-1) : 5' UGGUCUGGAAGUCAMCmAMUmUmCmCmU 3’

100 mm AIE HiSF O W 10% Elo} & A (Px) 2 100 pg/ml HYUAY/AEANERLo)AS SH3 SHlaA
4

Y
Ay o]~ Hix|(HAZ)olA wiYdE HeLa AE(ATCO)E o]&3tvt. &4 &F Holl, 2.0 x 10 HeLa A%
5 24~ ZHolEo] HE3IAUY. Hela AEE AZALe] AWAfol] wel 2lx=Hely]l 2000(AREZA)S o] 83}
o] FAZAANZ. 2447 T HeLa Al FEolA MyD88 mRNA FF& AAS3AT}.

asiRNA Ztztol] o] gk MyD88 <A °<Fo] & 5ol Al Evh. WEHE MyD88(27)0] HiL =79 MyD8s A& LheEbll

2R e 6: Rp7f-HEs P9 asiRNAC] 315FH W E

asiRNAo| 3}8h# WS Ag3slu HYEH asikNAS HNE ADS e AY vs|F A st Aldsc}. &
1ol AR "z, 9% WEe dLAPo]EAIA W asiRNASl SHEAS AT, 283 AE HAE
asiRNA(cp-asiRNAs) &= A& H|3]F 9] FEAStA AXU= AdE 5 9o,

s ~32d3% .
P

247YA) &A1 A cp-asiRNA(E 4)Z HeLa Ao A e] MyD88 mRNA &} Aol 7]
CRoll ]3] MyD88 mRNA

asiRNAZ A4 131 Zglo] 1 pMoll A HeLa AELF st A zF

o}.
E 4. A7H-A€E R MyD88 A wha] A1FE ¥WFH asiRNA M.
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[0119]

[0120]

[0121]
[0122]

[0123]

m=2'-0-"e RNA, * = EAXZE| QY 0|E A

cp-asiMyD88#26-1(S) - 5' GUGACUUCCAGACC*A*A* Z2AEE 3’
cp-asiMyD88#26-1(AS) : 5' UUGGUCUGGAAGUCACA*U*U*C*C 3’
cp-asiMyD88#26-2(S) : 5' GUGACUUCCAGACC*A*A* gAHE 3
cp-asiMyD88#26-2(AS) : 5 UUGGUCUGGAAGUCACA*U*mU*mC*mC 3’
cp-asiMyD88#26-3(S) : 5 GUGACUUCCAGACC*A*A* g3 AHE 3
cp-asiMyD88#26-3(AS) : 5' UUGGUCUGGAAGUCACMA*mU*mU*mC*mC 3'
cp-asiMyD88#26-4(S) : 5 GUGACUUCCAGACC*A*A* g AE& 3
cp-asiMyD88#26-4(AS) : 5 UUGGUCUGGAAGUCMAmMCmA*mU*U*C*C 3'
cp-asiMyD88#26-5(S) : 5' GUGACUUCCAGACC*A*A* gy ag2 3'
cp-asiMyD88#26-5(AS) : 5' UUGGUCUGGAAGUCmMAmMCA*U*U*C*C 3’
cp-asiMyD88#26-6(S) : 5' mGUmGAMCUMUCMCAMGAMCC*mA*A* gy AHE
cp-asiMyD88#26-6(AS) : 5 UUGGUCUGGAAGUCACA*U*U*C*C 3’
cp-asiMyD88#26-7(S) : 5' mGUmGAMCUMUCMCAMGAMCC*mA*A* S AHS
cp-asiMyD88#26-7(AS) : 5' UUGGUCUGGAAGUCACA*U*mU*mC*mC 3'
cp-asiMyD88#26-8(8) : 5' mGUmGAMCUMUCMCAMGAMCC*mA*A* gyage 3'

(957

W

cp-asiMyD88#26-8(AS) : 5' UUGGUCUGGAAGUCACmMA*mU*mU*mC*mC 3'
cp-asiMyD88#26-9(S) : 5' mGUMGAMCUMUCMCAMGAMCC*mA*A* S AHE
cp-asiMyD88#26-9(AS) : 5 UUGGUCUGGAAGUCMAMCmA*mU*U*C*C 3’
cp-asiMyD88#26-10(S) : 5' mGUMmGAMCUMUCMCAMGAMCC*mA*A* g 2H2 3
cp-asiMyD88#26-10(AS) : 5 UUGGUCUGGAAGUCmMAmCA*U*U*C*C 3’
cp-asiMyD88#27-1(S) : 5 UGUGACUUCCAGAC*C*A* gaj2g & 3’
cp-asiMyD88#27-1(AS) : 5 UGGUCUGGAAGUCACAU*U*C*C*U 3’
cp-asiMyD88#27-2(S) : 5' UGUGACUUCCAGAC*C*A* gy gz 3’
cp-asiMyD88#27-2(AS) : 5 UGGUCUGGAAGUCACAU*U*mC*mC*mU 3’
cp-asiMyD88#27-3(S) : 5' UGUGACUUCCAGAC*C*A* gyAgg 3’
cp-asiMyD88#27-3(AS) : 5' UGGUCUGGAAGUCACAMU*mU*mC*mC*mU 3'
cp-asiMyD88#27-4(S) : 5' UGUGACUUCCAGAC*C*A* gyjag2 3’
cp-asiMyD88#27-4(AS) : 5 UGGUCUGGAAGUCAMCmAmU*mU*C*C*U 3’
cp-asiMyD88#27-5(S) : 5 UGUGACUUCCAGAC*C*A* gyae|g 3’
cp-asiMyD88#27-5(AS) : 5 UGGUCUGGAAGUCAMCmAU*U*C*C*U 3'
cp-asiMyD88#27-6(S) : 5' mUGmMUGMACMUUMCCmAGMAC*mC*A* gy ag2 3’
cp-asiMyD88#27-6(AS) : 5 UGGUCUGGAAGUCACAU*U*C*C*U 3’
cp-asiMyD88#27-7(S) : 5' mUGMUGMACMUUMCCmAGmMAC*mC*A* gy|Ag& 3’
cp-asiMyD88#27-7(AS) : 5 UGGUCUGGAAGUCACAU*U*mC*mC*mU 3’
cp-asiMyD88#27-8(S) : 5' mUGMUGMACMUUMCCmAGMAC*mC*A* gyage 3
cp-asiMyD88#27-8(AS) : 5' UGGUCUGGAAGUCACAMU*mU*mC*mC*mU 3'
cp-asiMyD88#27-9(S) : 5’ mUGMUGmMACMUUMCCmAGMAC*mC*A* gy A& 3’
cp-asiMyD88#27-9(AS) : 5 UGGUCUGGAAGUCAMCmAmU*mU*C*C*U 3’
cp-asiMyD88#27-10(S) : 5' mUGMUGMACMUUMCCmAGmMAC*mC*A* gy gz 3'
cp-asiMyD88#27-10(AS) : 5' UGGUCUGGAAGUCAMCmAU*U*C*C*U 3’

(5]

100 mm AIE #lSF ClWe) 10% Elo} & A (gx) 2 100 pg/ml #HYAH
Ay o]~ wiX ()l widE HeLa ME(ATCC) S o]&3Ftt.

& 49 EAE FAA cp-asiRNAE OPTI-MEM W (Z)lA 95CNA 2% &

eAeT. 4% 4 ojdge A AVdFL B GAsten).
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[0124]

[0125]

[0126]

[0127]

[0128]

[0129]

[0130]

[0131]

[0132]

[0133]

[0134]

S=S0l 10-2727666

A7 4= Ao, 2.0 x 10 HeLa A¥ES 24-9 Zejo|Eo] AEatoict. Mz Do, Hela MEZS 1x DPBS
(HA=)= A3 & OPTI-MEM B 3o A %ZH—. cp-asikNAS] EA3 oA 2441 7F HoF wjddtgion, old
asiRNA-3H5- OPTI-MEM A& -3¢ w2 qAsrglt.
A3,
207FA] ZA A cp-asiRNA Z}Zboll 2] 3k MyD88 <Al 4=50] = #
cp-asiRNA(26)-1 2 cp-asiRNA(27)-70] Hi F39] MyD88 A& el

asiRNA A ] 48A17F 3=, MyD88 mRNA & 43

mlo

)

. AdE FAA cp-asiRNA Foll A,

Al 7 MyDSS8—E0] & cp-asiRNAS o]& 3t MvDSS Trul xo] ol 4]

MyD88 whul A o] Ao &t cp-asiRNAS] &Eoo AP TE. 22+ FAA cp-asiRNAE A vs1E§le]l 1
MollA HeLa AE<} dF&xzlslar dlawl B3 o8] MyDss T d =S ZAs .

100 mm A ¥l Y] 10% Elot A& A (=) 2 100 pg/ml YA/ AEREnFO)AS i3 ST
My olg2 wiX| (=)ol A udH HeLa AE(ATCC)E ©]-83F3 . cp-asiRNAE OPTI-MEM W3 (= )oA 95T
ol 2% B aE|a 37TCAAA 1AZFEE F>AEsT. AESd i oJdye A HdU|gES Sl

golalgitt, FA0Y k% Ao, 5.0 x 10 Hela AEZ 12-9 Zelo]2o] FEa. Ae JAel, Hela Al
¥E 1x DPBS(HAF)Z AH 3 & OPTI-MEM W3 ol A] A4 cp-asiRNAQ] ZA)}o) A 24417 F-oF nljekstal o,
olul asiRNA-gf- OPTI-MEM w1 & dZH-¢f wix =2 A3 ).

asiRNA ] 48417+ & MyD88 wlzd wd 29 d~vl BRS B AAsqrt. 2okstd, 2% HelLa Al

3EE RIPA W¥(GE)2 &3AIZTE. 30 pgol MA dwld FZES 12% SDS-PAGE A Aol 2dsla 120 Voll A &

7198tk A719E F, SES 300 mAol Al AR Bt HERE (M)l o) ojw] ZAdshE PVDF wH(u}o]

e-gt=)ow HATh. 5% BAF (M FH)E ol&ste]l A2 1AZF F¢F e Ade $ F-MyDSS FHA|

(7)) 2 -y -FEAE Bethyl)) S T3t 5% BAfolA 4TAA v F2Asdrt. 71 F 7S 10+
2 1

o}n —{}l' i)

Fob 1x TBSTZ 3% Al#E3tz HRP-HAE oz FAE 7R 5% EAFolA A4 1AE Fot
gexg sttt WS 108 SoF 1x TBSTZ A3t 18 59 1x ECLE AHFsdrt. 21 &, AnE Au](ufo]
2-HE)E o] &3t MyD8S H y-FEH M=E J43Ei).

Ard 5% 249 A37F & 7 ZAETE. BE cprasiMyD88(27)-4 B cp-asiMyD88(27)-7 &-2A2H AXE
olde] MyDs8 wuid ojAlE yEhivtH (= 7).

Ao 8: MyDSS-E0]F cp-asiRNAS o]& 3t MyDSS TFei & o] o) 4]

AFej Al 2 ol Aol o] XXX RE|QOIE AjS 7hxl thgFe FANA cp-asiMyD8s TERE st
MyD88 &S oJAlete= 152 sl s AlFSATHGE 5).

¥ 5. F7}9] cp-asiRNA A<
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[0135]

[0136]

[0137]
[0138]

[0139]

[0140]

[0141]

SES0l 10-2727666

m=2'-0-"e RNA, * = EAXZE| QY 0|E A

cp-asiMyD88#26-11(S) : 5' GUGACUUCCAGACC*A*A* gargyz 3’
cp-asiMyD88#26-11(AS) : 5' UUGGUCUGGAAGUCA*C*A*U*U*C*C 3'
cp-asiMyD88#26-12(S) : 5' GUGACUUCCAGACC*A*A* 22HE 3'
cp-asiMyD88#26-12(AS) : 5 UUGGUCUGGAAGUCA*C*mA*mU*mU*mC*mC 3'
cp-asiMyD88#26-13(S) : 5' GUGACUUCCAGACC*A*A* gdAHE 3'
cp-asiMyD88#26-13(AS) : 5 UUGGUCUGGAAGUCmMA*mC*mA*mU*U*C*C 3'
cp-asiMyD88#26-14(S) : 5' GUGACUUCCAGACC*A*A* ZA2EE 3'
cp-asiMyD88#26-14(AS) : 5' UUGGUCUGGAAGUCmMA*mC*A*U*U*C*C 3
cp-asiMyD88#26-15(S) : 5' mGUMGAMCUmMUCMCAMGAMCC*mA*A* gy A& 3'
cp-asiMyD88#26-15(AS) : 5 UUGGUCUGGAAGUCA*C*A*U*U*C*C 3'
cp-asiMyD88#26-16(S) : 5’ mGUmGAMCUMUCMCAMGAMCC*mA*A* g3 AHE 3’
cp-asiMyD88#26-16(AS) : 5 UUGGUCUGGAAGUCA*C*mA*mU*mU*mC*mC 3’
cp-asiMyD88#26-17(S) : 5' mGUMGAMCUmMUCMCAMGAMCC*mA*A* S AHE 3’
cp-asiMyD88#26-17(AS) : 5' UUGGUCUGGAAGUCmMA*mC*mA*mU*U*C*C 3/
cp-asiMyD88#26-18(S) : 5’ mGUmGAMCUMUCMCAMGAMCC*mA*A* SAHE 3’
cp-asiMyD88#26-18(AS) : 5 UUGGUCUGGAAGUCmA*mC*A*U*U*C*C 3’
cp-asiMyD88#27-11(S) : 5' UGUGACUUCCAGAC*C*A* 28| 2HE 3’
cp-asiMyD88#27-11(AS) : 5' UGGUCUGGAAGUCAC*A*U*U*C*C*U 3'
cp-asiMyD88#27-12(S) : 5' UGUGACUUCCAGAC*C*A* gyAHE 3’
cp-asiMyD88#27-12(AS) : 5' UGGUCUGGAAGUCAMC*mA*mU*mU*C*C*U 3'
cp-asiMyD88#27-13(S) : 5’ mUGmUGmMACMUUMCCmAGmMAC*mC*A* EHAHE 3’
cp-asiMyD88#27-13(AS) : 5 UGGUCUGGAAGUCAC*A*U*U*mC*mC*mU 3'

cp-asiMyD88#27-14(S) : 5' mUGMUGMACMUUmMCCMAGmMAC*mC*A* gy Ag2 3’
cp-asiMyD88#27-14(AS) : 5' UGGUCUGGAAGUCAMC*mA*mU*mU*C*C*U 3’

X ool AR FAA cp-asiRNA ZFZFe] 1 upMe] Hela Ao 4] MyDS88 mRNAS A #|3t+= T8

mn A|3E Wi W] 10% Efol A& B () B 100 pg/ml ﬂlqA]a]/*EE‘]E“}O]éa gt %Hﬂii HE
olg 2 HiX(Z)ol A witE HeLa AE(ATCCO)E ©]&3F3iTt. 5ol A" HAA cp-asiRNAE
H(ZIAZ)ell A 95ColA 2% & 1]a 37Tl 1A 7HE<E 7“% =A sk, AAg o ojdy S A dAr|dE
= &3 ERlsitt. AR T quﬂ 2.0 x 10 Hela A¥Z 24-9 Z#o=o] FE3H. Azl AAd,
HeLa M*EE 1x DPBS(H )= AH gk £ OPTI-MEM W ol X ZFA]# cp-asiRNA®] EA|atell A 24417k 52t et
Qom, oluf asiRNA-FHf- OPTI-MEM ®X]& EH-& wiAZ A3, asiRNA 2] 48A17F §-, MyD88 mRNA
=]

=9

5 89 YERd g2, Al ) Aol 379 EAEZE|QOE AR H QAL ] Aol 49 XXX RE|L
o|E AFS H3-3F MyD88 mRNA I A% cp-asiRNA(26), Al 2 Aol 3709 EAERE|Qoo]E AF 9 QtEjAl
2 Aol 37]H 2'-0-" g3} U 47e] EFAERE|QO|E AFS T3 cp-asiRNA(27)7F L $=52] MyDS8

Ao 9: F719] MyDES-E0] X cp-asiRNAZS ©]-&3F MyDSS wFel & o] oz

MyD88 T Aol oA thgh cp-asiRNASl &5& Al@3IQIth. ZHzhe] ZAAA cp-asiRNAE A A8 Eglo] 3 uM
oA Hela Al3ze} F2A3tar =8 EFel 93] MyD88 @il &S ZAASArh. 100 mm A= w1 o)
o] 10% Efo} & FH(HA) 2 100 pg/ml HUPHA/2EREO|AS 3 BulEs WY o2 X (HA)
oAl wlFE HeLa ME(ATCC)E o] 832 th. cp-asiRNAE OPTI-MEM ™3 (=)ol A 95TelA 2% S 18]
37TAA 1ATHESE F2A3srt. Ade o ojdd2 A AP sS T3 A8, 239 55 Hol,

5.0 x 10 Hela M¥Z 12-9 ZHlEd HFsGh. XEl A, HeLla AM2EE Ix DPBS(HIZ)E AT £
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[0142]

[0143]

[0144]

[0145]

[0146]

[0147]

[0148]

[0149]

[0150]

[0151]

[0152]

SES0l 10-2727666

OPTI-MEM W 3ol A ZAA cp-asiRNAS] &Rt A] 24A7F HoF wjkslglom | oju] asiRNA-3-&F OPTI-MEM HJ|
g A wiA 2 A ST

asiRNA A2 48417+ 3, MyD88 whild whd] =3
XE RIPA MH(GE)E &3|AIHE. 30 wge] A )
719589tk 719 %E -, 9@ AES 300 mAdlA 1AITE
e-gt=) o2 SR 5% BA (X
(oﬂ?ﬂ) tﬂ zsl——y %%a}(uﬂl&])%

TBST= 33| MAHsa HRP-HE olx FAE 72 5% SAfrelA A=A 14
108 FoF 1x TBSTZ A3tz 18 59 1x ECLE A, 2 3, Anls Au(vlo]o-gt=

TE'_]‘ of o3 AAskdrt. aoketd, Ael¥ Hela Al
298kl 120 Vel A A
) 1%%@151)011 JSH Olﬂ] g 3tE PVDF ZH(H}o)
1 1A2E Eet 9s abddk & ﬁl—Msts A

1

S 10859 Ix

oX, oﬂ,

MyD88 ¥ y-HFE¥ W=g JAssaic).
Q=" EF 49 A7} & 99 Z=AEY. EE cp-asiMyD88 d-2Ael® AXEF7F 50% ©]/d<] MyD88 whuid
A= VERTE. S cprasiMyD88(26)-10 2 cp-asiMyD88(27)-27F TFE cp-asiMD8SE.TE MyD88 oA w4

A Y e g8S 2 o YEETHE 9).

Al 10: FE7Fe] MyDSS cp—asiRNA T3

goldh 4 Aol % 2'-0-7ds}t W B TAXRELAOIE A 75 /M R AAA cpasilyDss TS
gkl MyDss de ofAlehs 250 Sl s A#SISITHE 6).

=

X 6. F719] cp-asiRNA A€ (m = 2'-0-4E RNA, * = ¥AXZE| Q9 o]E Ad)

cp-asiMyD88#26-13(S) : 5' GUGACUUCCAGACC*A*A* E2|2HE 3’
cp-asiMyD88#26-13(AS) : 5' UUGGUCUGGAAGUCmMA*mC*mA*mU*U*C*C 3'
cp-asiMyD88#26-19(S) : 5' GUGACUUCCAGACC*A*A* g AHE 3’
cp-asiMyD88#26-19(AS) : 5 UUGGUCUGGAAGU*C*mA*mC*mA*mU*U 3’
cp-asiMyD88#27-14(S) : 5' mUGMUGMACMUUMCCMAGMAC*mC*A* E22HE 3’
cp-asiMyD88#27-14(AS) : 5 UGGUCUGGAAGUCAMC*mA*mU*mU*C*C*U 3'
cp-asiMyD88#27-15(S) : 5' mUGmMUGMACMUUMCCmMAGmMAC*mC*A* g A& 3’
cp-asiMyD88#27-15(AS) : 5 UGGUCUGGAAGUC*A*mC*mA*mU*mU*C 3’

i

% 69 A9 FANA cp-asiRNA ZHzZFe] 1 uM & 3 pMo] HeLa AlEolA MyD88 mRNAS JAlstE 58S A1F
SFITE. 100 mm M wlF dFUe] 10% Elol & FH (=) E 100 pg/ml HAUAHA/AEFERLO)AS
EWma ¥y olFA A (HA)lA wiUYE Hela AFE(ATCO)E o] &attt. ¥ 60l 9A" A4 cp-
asiRNAE OPTI-MEM W3 (Z)ollA 95TolA 28 Fot 1gja 37ColA 1A7HEeH g 2sqlch. #ds 4
oldge A A79ES Ea Fsgrh. FALA &% Ao, 2.0 x 10 Hela MEE 24-9 Zejo]Eo] HEa}
Ak, A AAe, HeLa AES 1x DPBS(HF) = AlH 3 3 OPTI-MEM ™ol A A2 cp-asiRNAS] EA3}ol A
24X 7F Eot wjekall o | o]l asiRNA-3H- OPTI-MEM ®jA|Z &4-3hf vlA 2 thAIsHt. asiRNA =] 2] 4874
ZF 3 MyD88 mRNA & 2 A3t

T 109] UERG 2, 21 FEUSEE ElAl & Aol 419 2'-0-Wes) 2 6/ EAEZE] S OE A
S sl MyD8S mRNA A& cp-asiRNA(26), 19 FEHQE = EA~ 3 Aol 4789 2'-0-wg 3} = 671
o] ¥IAXRE|QO)E ATS {3l cp-asikNA27)7} H o =52 MyD88 &A= yelwitt.

My
4

HIAle] 11: F7F] WDSS-E0] % cp-asiRNAE o]-§-3F MyDSS EFul & o
rol

MyD88 whuld o] ofao] thdt cp-asiRNAS &S A&ttt 22be] A A2 cp-asiRNAZ d& H]E|Egle]l 1 1
M 2 3 pMolA HelLa Al dLxjglslm 28l B30 o8 MyDSS vl d 425 ZAASUT. 100 mm A E
HioF 4] 10% Blol 4 A (=) 2 100 pg/ml HUYAY/AERERo|AS 53 EHEA WY ol
w2 (=)ol Al vl HeLa MAEZ(ATCC)E o] 83F3ATE. cp-asiRNAE OPTI-MEM W3 (]F)ollAl 95ToA 2% &
Qb 1|3 37TCAA 1IAZHEE A=Al A A oJd™H e A WA FS T3 gl

=

FA7Y sF Hell, 5.0 x 10' HeLa AEZE 12-9 ZYolEd HFsrt. M7l AAdl, Hela M*E 1x DPBS
()= A=A 5 OPTI-MEM W oolA ZA14  cp-asiRNAS] EAstell A 24A13F &4k wiefsiion, o
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[0153]

[0154]

[0155]

[0156]

[0157]

SES0l 10-2727666

asiRNA-$Hf- OPTI-MEM wiA1 & HH-3 wixZ A Th. asiRNA A 2] 48417 &, MyD88 vz vy 3
28 525 Ea) AAsrr. 29sd, g Hela AMEES RIPA B H (GE)2 &aAIATF. 30 pgol AA &
Wz FEES 12% SDS-PAGE A Aol 23t 120 Vol A A7 st #7199 &, @A 300 mAolA 1
AIRE Et wlekE (W a)el ofs) oln] &gkl PVDF uH(ufo]le-gt=) o0& &Rt 5% BAfFT (XS ¢H)E &
Ble] Ao 1AIZF Bk s 2pdkd & 3-MyDSS A (HA) L F-y-FEAMME)S TF3F 5% DA ol
A AToAA WA gt 1§ v 1OE£°P Ix TBST® 33] A|#alar HRP-3He olxF A E 71
5% Aol A AL A 1AF BoF Fexg st S 108 E9F 1x TBSTZ M A3ta 12 E9F 1x ECLE A

oSt o . AT el ot % o SE] DS B y-FEY WES ANt

M
1%
lo

A7} T 110 EAET. ZE 3 uM cpasiMyD88 A g]l® AEF7F 50% o] 4] MyD8S
= e, BEfﬂ', cp-asiMyD88(26)-13¢] T}E cp-asiMD88E.T} MyD88 A Tl ¢ & &8

e 12: E-fAF TEA 3 FolH HGglY =S 715 RNAE 2§ T2

L FEE E-fA 84 38 gAEE v A Fe 7H4d RNA(asiRNA) S BA37] Yste], 100709 asiRNAS
At ~38]d3itt. 2389 % asiRNAY] A A o] F 7o AFFT}.

E 7 AAHd B4 £84 3 B4 asiRAE AT 9 AQ,

TLR3 asiRNA M€

EE qe  (5-3) 33y 4% @F4)

;LII)‘”QRNA AUCUUUCCUACAACAA };Ié?gasmNA UUGUUGUAGGAAAGAUCGAGC
sy WA lucuuuccuacaacaac | GO | GUUGUUGUAGGAAAGAUCGAG
gg){miRNA GGCCCUUAAAAAUGUG gléiaSiRNA CACAUUUUUAAGGGCCACCCU
sy A | aeecuuananaueuce | i | ceacauuuuuaacasecacee
s A | cccuuaanaauouaea | g0 | uceacauuuuuascaaeeace
sy A | ccuuanaaaUGUGGAU | g™ | auccacauuUUUAAGGGECAC
sey A | cuuaaaaaucuGeaua | N | uauceacauuuuuaaceaeea
gg)msmm UCGUAACUUGACCAUU XLS?Q"’“RNA AAUGGUCAAGUUACGAAGAGG
so A cuaacuucaccauue | g | GAAUGGUCAAGUUACGAAGAG
g(Ll%f'dSiRNA GUAACUUGACCAUUCU g?g‘meA AGAAUGGUCAAGUUACGAAGA
g(LﬁfaSiRNA UAACUUGACCAUUCUG g‘fﬂf"RNA CAGAAUGGUCAAGUUACGAAG
sy A | AacuucaceauuCusG | gt | CCAGAAUGGUCAAGUUACGAA
sy A | acuucaccauucuGaa | g | UCCAGAAUGGUCAAGUUACGA
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[0158]

gﬁﬁ?mRNA AACAACAACAUAGCCA zgﬁﬁmeA UGGCUAUGUUGUUGUUGCUUA
EEE$MRNA ACAACAACAUAGCCAA iéﬁﬁfRNA UUGGCUAUGUUGUUGUUGCUU
sie O | cancancavageeac | i | quuaeeuaucuuGuuGUUGCY
gh§$MRNA AACAACAUAGCCANCA igﬁﬁfRNA UGUUGGCUAUGUUGUUGUUGC
sis O | acaacauaceeaacay | N | auuucaeuauGUUGUUGUUG
S(io A | cancauacecaacaua | CRNA | UAUGUUGGCUAUGUUGUUGUU
gé%$MRNA AACAUAGCCAACAUAA igiﬁfRNA UUAUGUUGGCUAUGUUGUUGU
son A | acauacceaacauaaa | BN yyuauGuusGeuAUGUUGUUG
sony A | AUAGCCAACAUAAAUG |yt BN | cAUUUAUGUUGGCUAUGUUGU
gé%?mRNA UAGCCAACAUAAAUGA IEE%?RNA UCAUUUAUGUUGGCUAUGUUG
géﬁ?mRNA AAUCUCUCAAAUUUUG 1§%ﬁmeA CAAAAUUUGAGAGAUUGGUCU
505 A | UGCACUCUGUUUGCGA | jgha ™" | UCGCAAACAGAGUGCAUGGUU
56 O | eacucucuuuceaaa | b ™ | uucGeasacacacuGeauGeu
s A | eacucuauuueeaaag | ERIRNA | cuucaeaAACAGAGUGCAUGE
sog A | acucueuuUGEaAAGA | gTTN | UCUUCGCAAACAGAGUGCAUG
S0 A | cUCUGUUUGCGAAGAG | (ERNA | cucuUCGCAAACAGAGUGCAU
sao A | UCUGUUUGCGAAGAGG | g™ | CCUCUUCGCAAACAGAGUGCA
géﬁ?“RNA CUGUUUGCGAAGAGGA lgzﬁfRNA UCCUCUUCGCAAACAGAGUGC
sy A uauuUGCGAAGAGGAA | (LSRN | yuCCUCUUCGCAAACAGAGUG
sii3) A | GUUUGCGAAGAGGAAU | g™ | AUUCCUCUUCGCAAACAGAGU
s A | uuuecoaacacaaauc | (ESENA | cauuccucuucGeaAACAGAG
sGs) A | uccaancaceaauay | BTN | acauuccucuucceaaacaca
gé%?“RNA UGCGAAGAGGAAUGUU Ig%ifRNA AACAUUCCUCUUCGCAAACAG
gé%%mRNA GCGAAGAGGAAUGUUU 1§§STRNA AAACAUUCCUCUUCGCAAACA
sin A | 0GAAGAGGAAUGUUUA | g™ | uaaacavuccucuuCGeaAAC
gé%?“RNA GAAGAGGAAUGUUUAA 1;%3?RNA UUAAACAUUCCUCUUCGCAAA
sao) A | aacaceaauGuLUAAA | [N | suuasacauuccucuucaean
s Y | acaceaaucuuuaau | N | auuuaaacauuccucuucaea
sany A | cacaaauGuUUAAAUC | (EERSENA | auuuaaacauuceucuucee
TLR3asiRNA | AGGAAUGUUUAAAUCU | TLR3asiRNA | AGAUUUAAACAUUCCUCUUCG
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[0159]

S(43) AS(3)
gaE?MRNA GGAAUGUUUAAAUCUC ggzﬁmeA GAGAUUUAAACAUUCCUCUUC
sas) A | cuuGAACUGGCCAGUU | g i | AACUGGCCAGUUCAAGAUGCA
gbﬁ?“RNA UUGAACUGGCCAGUUC IgﬁgﬁRNA GAACUGGCCAGUUCAAGAUGC
sy A luaaacuaceeacuuea | RN UGAACUGGCCAGUUCAAGAUG
sas A | GAACUGGCCAGUUCAG | jafr ™ | CUGAACUGGCCAGUUCAAGAU
gb%?mRNA AACUGGCCAGUUCAGA XgﬁﬁfRNA UCUGAACUGGCCAGUUCAAGA
sa0) A | acuGaecaGUUCAGAA | e | UUCUGAACUGGCCAGUUCAAG
sy | cucaceacuucacaaa | RN | yuucugascucaecaguucaa
sy A | uasceacuueacasac | g | cuvucucaacuaaeeacuuca
gé%?“RNA GGCCAGUUCAGAAAGA IgﬁgmeA UCUUUCUGAACUGGCCAGUUC
gzﬁ?mRNA GCCAGUUCAGAAAGAA zgiﬁfRNA UUCUUUCUGAACUGGCCAGUU
sas) A | ceacuucagaaagaac | (g | guucuuucuGAaacUGGCCAGU
sag A | cacuucacanacaace | ™ | couucuuucuascuaaeeac
gﬁ%?MRNA AGUUCAGAAAGAACGG zgﬁﬁmeA CCGUUCUUUCUGAACUGGCCA
s VA | GUUCAGAAAGAACGGA | J3fs™ " | UCCOUUCUUUCUGAACUGGCC
a0 A yucacanacaacaaau | et ™ | auccauucuuucucaacuaae
S0y TENA | UCAGAAAGAACGGAUA | Re™ ™™ | UAUCCGUUCUUUCUGAACUGG
son A | aauuaeaaguaceacy | ig | AGUGCUACUUGCAAULUAUGA
sy A | AUUGCAAGUAGCACUU | { It BSRNA | AAGUGCUACUUGCAAUUUAUG
g&g?MRNA UUGCAAGUAGCACUUG IgﬁngNA CAAGUGCUACUUGCAAUUUAU
gkﬁ?MRNA UGCAAGUAGCACUUGG 1§ﬁﬁmeA CCAAGUGCUACUUGCAAUUUA
sos) A | GCAAGUAGCACUUGGA | ygioa | UCCAAGUGCUACUUGCAAUUU
see A | cancuaGeACUUGGAU | gt ™ | AuccaaGuGcuACUUGCAAUU
sy A | aaguaceacuugaaue | (SRS GauccaacuaeuACUUGEAAU
s usececcuuueaacue | g™ | Gacuucasaceaeseacucue
s, A ucuaaaaacauuucuc | et ™M | GacaaauGuUCceacacceaa
si0) A | caceaucaaaaaaace | ERYA | geuucuuuucauGeUGUUAAC
gb%?“RNA CACGUGUGAAAGUAUU zgﬁﬁmeA AAUACUUUCACACGUGCAAUC
sy A | qucucaccuceacaue | EBRNYA T GAUGUGGAGGUGAGACAGACE
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[0160]
[0161]

[0162]

S=S0l 10-2727666

siay A Jugueueaccuceacau | RN aucuccaceuGacacacacee

se A | acavucaacouacauc | b | Gaucuaccuueaaucuuuuce

g(L{:;aSiRNA GGAAACACGCAAACCC ié'(‘%‘“)SiRNA GGGUUUGCGUGUUUCCAGAGC

g(L%;mRNA UGGAAACACGCAAACC Eéﬁ%ﬂm GGUUUGCGUGUUUCCAGAGCC

;L;;;“S”‘NA UUGAGAAACUAGAAAU XLS]?;%“RNA AUUUCUAGUUUCUCAAGACCC

sig A | cuuaacasacuaGaaa | EBSRYA | yyucuaGuuucucAAGACeey

sGoy VA | AACAUCCOUUGAGAAG | g™ | CUUCUCAACGGAUGUUAUGAG

gé%faSiRNA GUGCCCCCUUUGAACU Eg?;oa)SiRNA AGUUCAAAGGGGGCACUGUCU

san O | acuacccecuuueanc | i | Guucaaaceseceacucucuy

s A | eacuaececcuuueaa | g ™ | vucaaacaasceacucucuuy

g(%gmeNA GGAGGAUAUCUUUUUA gﬁf;smm UAAAAAGAUAUCCUCCAGCCC

s | ueoaceavauCcuTULU | g | AaasacauauCcuccaGeecy

gg;;“smm ACUGAACCAUGCACUC &?;;SRNA GAGUGCAUGGUUCAGUUUAUA

Stag A |uaaaccauceacucu | YA | CAGAGUGCAUGGUUCAGUUUA

gé%faSiRNA GAACCAUGCACUCUGU Xlglg%smNA ACAGAGUGCAUGGUUCAGUUU

san A | aaccauceacucuouy | g™ | AACAGAGUGCAUGGUUCAGUU

S0y VA | accauceacucuouuy | i ™ | aaacacacuccauGGuUCAGU

S0, A | ccaugeacucuauuuG | RN | CAAACAGAGUGCAUGGUUCAG

son | cauceacucuauuuse | i | GCAAACAGAGUGCAUGGUUCA

;L;;;“SRNA CUGCAUCUUGAACUGG Eggsmm CCAGUUCAAGAUGCAGUGAGA

g(%)%;aSiRNA ACUGCAUCUUGAACUG g‘?;;SRNA CAGUUCAAGAUGCAGUGAGAU

son A | eacuscaucuucaacy | g™ | aGuucaacauGCAGUGAGAUY

S5 A |ucacuaeaucuuGaac | (BSRNA | GUUCAAGAUGCAGUGAGAULU

56 A | UAAAUUGCAAGUAGCA | g™ | UGCUACUUGCAAUUUAUGACG

;L;;:“SRNA AUAAAUUGCAAGUAGC ZLS?;%SiRNA GCUACUUGCAAUUUAUGACGA

Son) A | cOUCAUAAAUUGCAAG | RgFNA | CUUGCAAUUUAUGACGAAAGG

50 A |ucoucauanauuceaa | (BN yuGCAAUIUAUGACGAAAGGE

sGooy A | vuccucauaaauUGeA | Jgii | UGCAAUUUAUGACGAAAGGCA

X 7] AAE asiRNAS old® ¥ (ufo]Q1]o] o7, (Bloneer Inc.), ®igHI=r)ellA 95ColA 2&8&3t 1g]
i 37TCelM 1MRbeSr deAestglt. A ofdH e W FHEErIE ot A Ar|9es Fel &
Akt 239S 9ske], 100 mm AE 8l MH 10% F,Ho]- 2 dA(FBS, &) 2 100 units/ml A
A Y 100ge/ml 2ENERIINS S Bulms WY o]F2 WK (MM, 1ol A Wl 5X10° HaCal H1E
(ATCO)E 969 =@lolE0l HEe3ith. HaCaT Al2E A2AFe] Al wheh RNAINAX(IFIEZZL 1.)&
3] 0.1 nM9] asiRNAZ & A 7H] Wrﬂr. PHAE MEA TLR3 mRNA S FATA § 244kl gRT-
PCRS o]&ato] ZA4aitt. FAHCR, A4 RNAS EQ W (TOY0B0) &3 AlokS o] &sle] &3 5, Whs

stEol 1/5 RuE EQH RT A H(ELH 33 (SuperPrep))S o] &3 cDNA A4S Q& o]
H cDNAZ 343k & A2kz RT-PCRE A tiv| = (THUNDERBIRD) ® Probe qPCR Mix(E QK )E o] &3slo] =a3}%
ok, 8 fA42e] FZ& TLR3 @9l (TagMan)® Probe (Hs01551078_ml1) 2 18S BjWl® Probe (Hs03928985_gl)
£ o]&3te] A=t

1007F412] asiRNA2] ZHzhell o3k TLR3 &A1 W& $3%o] &= 120] AT}, asiRNA A€ 3 1771421 asiRNA
(13), asiRNA (25), asiRNA (26), asiRNA (28), asiRNA (32), asiRNA (33), asiRNA (37), asiRNA (38),
asiRNA (39), asiRNA (53), asiRNA (58), asiRNA (60), asiRNA (71), asiRNA (77), asiRNA (78), asiRNA (82)
2 asiRNA (83)8 T4 Ao A ALREH7] 98] HAeatgict.
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[0163]
[0164]

[0165]

[0166]

[0167]

[0168]
[0169]

[0170]

s==4

10-2727666

BRG] 13: RP7F-F G QS asiRNAS] 31317 B3

A e 1204 %
Aol A Al;iéP =
a#3 AE HE g

HE o]

¥ asiRNACl 3ehd] WMES Hgsia, Uy
7ol AN v, AR wyge d
asiRNA(cp-asiRNAs) & ﬂﬂ H]|

slo] AAE, Aol o TLR3 mRNAS] WS = 13 2 140 A M TLR3 @A FFo] © 159

Mo

asiRNAS] AE HAES t& Ag n
=] AbolEA] 2 D asiRNAS] oHHAS A s
s|Fe FAsA AEHE AdE 5= o, A7)

AgEek. Alxe deee = 169 =A]E .

HaCaT A|Eo|A E-FAF
A A cp-asiRNAS A
3}aL, gRT-PCR ¥ ¢12%"

® 8 AUb-Ad # TLR3
a%)

84 3(TLR3) mRNA Ao thal &2 cp-asiRNA(E 8)E ~=gdstgct. Z2y
H3]Z¢le] 1 uM 2 3 uMoﬂH 17t BB ZAME MEZFQ HaCal AXES 324z
25 AT o8 TLR3 2d &

Ao sl AFE WIAA asiRNA Y. (n= 2'-0-"|& RNA. *»= FAXZE|Qo|E

K

Ma (5'to3")

TLR3cp-asiRNA S 25

mUGMCAMCUMCUMGUmUUmMGC*mG*A* g AHE

TLR3cp-asiRNA AS 25(2,4)

UCGCAAACAGAGUGMCmAU*G*G*U*U

TLR3cp-asiRNA AS 25(4,4)

UCGCAAACAGAGUGMCmAmMU*mG*G*U*U

TLR3cp-asiRNA AS 25(7,4)

UCGCAAACAGAGUGMCmAMU*mG*mG*mU*mU

TLR3cp-asiRNA S 28

mACMUCMUGMUUMUGmMCGmMAA*mG*A* 2 AHE

TLR3cp-asiRNA AS 28(2,4)

UCUUCGCAAACAGAMGmUG*C*A*U*G

TLR3cp-asiRNA AS 28(4,4)

UCUUCGCAAACAGAMGMUmG*mC*A*U*G

TLR3cp-asiRNA AS 28(7,4)

UCUUCGCAAACAGAMGmUmG*mC*mA*mU*mG

TLR3cp-asiRNA S 32

mUGMUUmUGMmCGmAAMGAMGG*mA*A* 23 AHE

TLR3cp-asiRNA AS 32(2,4)

UUCCUCUUCGCAAAMCmAG*A*G*U*G

TLR3cp-asiRNA AS 32(4,4)

UUCCUCUUCGCAAAMCMAMG*mA*G*U*G

TLR3cp-asiRNA AS 32(7,4)

UUCCUCUUCGCAAAMCmAMG*mA*mG*mU*mG

TLR3cp-asiRNA S 33

mGUmMUUmGCmGAMAGMAGMGA*mA*U* |28 &

TLR3cp-asiRNA AS 33(2,4)

AUUCCUCUUCGCAAmMAmMCA*G*A*G*U

TLR3cp-asiRNA AS 33(4,4)

AUUCCUCUUCGCAAMAMCmA*mG*A*G*U

TLR3cp-asiRNA AS 33(7,4)

AUUCCUCUUCGCAAMAMCmA*mG*mA*mG*mU

TLR3cp-asiRNA S 39

mGAMAGMAGMGAMAUMGUmUU*mA*A* S2HE

TLR3cp-asiRNA AS 39(2,4)

UUAAACAUUCCUCUMUmMCG*C*A*A*A

TLR3cp-asiRNA AS 39(4,4)

UUAAACAUUCCUCUMUmCmG*mC*A*A*A

TLR3cp-asiRNA AS 39(7,4)

UUAAACAUUCCUCUMUmCmG*mC*mA*mA*mA

TLR3cp-asiRNA S 53

mGGmCCMAGMUUMCAMGAMAA*mG*A* SHAHE

TLR3cp-asiRNA AS 53(2,4)

UCUUUCUGAACUGGmCmCA*G*U*U*C

TLR3cp-asiRNA AS 53(4,4)

UCUUUCUGAACUGGMCmCmA*mG*U*U*C

TLR3cp-asiRNA AS 53(7,4)

UCUUUCUGAACUGGMCmCmA*mG*mU*mU*mC

TLR3cp-asiRNA S 58

mGUmMUCMAGMAAMAGMAAMCG*mG*A* gy AHE2

TLR3cp-asiRNA AS 58(2,4)

UCCGUUCUUUCUGAmMAmCU*G*G*C*C

TLR3cp-asiRNA AS 58(4,4)

UCCGUUCUUUCUGAMAmMCmU*mG*G*C*C

TLR3cp-asiRNA AS 58(7,4)

UCCGUUCUUUCUGAMAMCmU*mG*mG*mC*mC

TLR3cp-asiRNA S 60

mUCMAGMAAMAGMAAMCGmMGA*mU*A* g3 AH 2

TLR3cp-asiRNA AS 60(2,4)

UAUCCGUUCUUUCUMGmMAA*C*U*G*G

TLR3cp-asiRNA AS 60(4,4)

UAUCCGUUCUUUCUMGMmAmMA*mC*U*G*G

TLR3cp-asiRNA AS 60(7,4)

UAUCCGUUCUUUCUmMGmAmA*mC*mU*mG*mG

HaCaT A3 (ATCC)E 100
100 ug/ml
A} Al cp-asiRNAS OPTI

°l

cp-asiRNA A gL,

HaCaT A3

2~EREbo] A1

5x 10 Ax=
A 24N ZF ok wjekE on,
e] TLR3 mRNA 4+ qRT-PCRS ©]

mm A3E BiE Yol 10% Efo} & HH(FBS, =) % 100 units/ml HYAH =
353k EHlm W o] F2 wA (DMEM, f3)ollA wjketdvl. & 8o 949 &
SMEM(I 3) ol A 95T oA 28 SoF 28] 37°ColA 1A175<t e gstgdet. a3

o1 cp-asiRNAS] A3 & oJddHS A A7|gFo sl &2lsitt.

24-4 Zyo|Eo] HEd 3, OPTI-MEMoIA ZA1A cp-asiRNAY ZA|3}d
oluw] cp-asiRNA-E- OPTI-MEM ®iA]E EH-3tf X2 hASFATE. 2447 5,
f3t0] AAsgrt. FAHORZ ) RNAIPlus® ()& o] &35}
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[0171]

[0172]

[0173]

[0174]

[0175]
[0176]

[0177]

[0178]

[0179]
[0180]

[0181]

[0182]

SES0l 10-2727666

ol Al RNAS FF3 -, 500 nge] Wk Ef=s ol8stel 14T DNA HAAF 7] E(o]Z o] = o] @ A~ H)
Z)E o]&3to] cDNAS skl A€ cDNAS 343 5, k9] SYBR 2% PCR Master mix(o]Z&zto]= nfo]
SA~E =) ol gkl A RI-PRE Fdsiolrt. sp7] Zetolw A5 o] st

¥ 9: Zdto|w N

kS A % (5v_3v) 37
it GAG TCA ACG GAT TTG GTC GT
(] 4]
Bl GAPDH A GAC AAG CTT CCC GTT CTC AG 186
o1zt TLR3 Hu TGC CCC CTT TGAACT CTT TT -
(B-9AH +=8H 3) ot AAA AAC ACC CGC CTC AAA GT

cp-asiRNA 32| 48A17F %, TLR3 @& &4y £35S 2" EFS 53 A48t 2ofshd, AH2d
HaCaT MZE ZHS5E ol = ‘ﬂfﬁ(ﬂol IR ﬂ]Cﬂ(GE Healthcare))& o]&steo] &SAIHTE. 10uge] A

el T 5, oS 300 mAolA
oln] 2d3tE PVDF ”‘(HM E}E)Oi AT, 5% EAF(ME H)E ]
St e AAe $, -TLR3 FA () B F-y-FEA FAGE)E FH3 50 7
B i uS- 10859 TBSTE 33] A&l HRP-HEd ol x} a+A| (Aket
Sob geAelatedrt. S 108 ek TBSTE A& shar ECL 714

AFZ)E 717 5% A FoA] 2 ]/\1 1A1ZF
gaigltr. 2 &, Ans dnj(vo] - =) E o] 83t Bl o

(AL AFo] AAE]F (Thermo smentlflc))i 2]
A WMEE Jtsletsirt.

LR3 oA o] & 17 2 189 A&HATt. A FH 222 cp-asiRNA

Ao 14: F7F°] TLR3 cp-asikNA 7%

ol 4 Zolg 7k v FAA cprasiTlR3 725 §Aste] TLR3 @S AAstE 1 s dis] Agst
ATHE 10).

E 10: 3719 cp-asiRNA g (m= 2'-0-9€ RNA. *= XAXRE|QJo|E AZ}).

TH ME (51039
TLR3cp-asiRNA S 39 MmGAMAGMAGMGAMAUMGUMUU*mA*A* 8 2HE
TLR3cp-asiRNA AS 39 (19) UUAAACAUUCCUCUmMU*mC*G*C*A
TLR3cp-asiRNA AS 39(2,4) UUAAACAUUCCUCUmMUmMCG*C*A*A*A

fr
olr

3 100 EAF FAA cp-asiRNA Z4ZEe] Fofgo] wE HaCal A3 Wfo] TLR3 A& <A

Att. HaCaT AIEES 10% Efo} & A (FBS, A=) 2 100 units/ml AJAHAI} 100 pg/ml 2ENEDLo]AS T

F3t EdlEs WE o)F2 X (DMEM, AI)olA widkEdt. & 100 A" FAZH S cp-asiRNAS OPTI-

MEM(Z =)ol A 95C oA 28 &<t 12l 37Tl 1A 2 2lskadeh. ZA 29l cp-asiRNAQ] 2 &3 2
/1

-

9o AYs

ofdye A A719%S Bal stk cpasiRiA AU, 5 x 10' AEE 24-9 FelolEe] BES F,
OPTI-MEMo| Al =214 cp-asiRNAS] EA|soll A 24A]3F &<t HlY 5} Qfﬁ ojul cp-asiRNA-3}-f OPTI-MEM HHX]
2 @R WA ASAT. 243 F, HaCaT AE vle] TIR3 W& 528 AAahadr).

T 199 YERd tiE2, 21 FEHLEE EAA A2 o] FoX TLR3 & F A4 cp-asiRNA ¥ 19 FFH L E
= otElAdlA HRE o] Fo FAH cp-asiRNAE FAFSE =59 TLR3 JAE uEltt. cp-asiTLR3 (39) 21 ¥
cp-asiTLR3 (39) 195 F7} A3e s dasait.

TLR3 wrulzl o] AAlo] thdl A5x=2] cp-asiTLR3 (39) 21 % cp-asiTLR3 (39) 199] &S A3} cp-
asiRNAZ OPTI-MEM(ZZ)elA 95TolA 28 Bt 18]ar 37CelA 1Azt F2Assch. 3+ H&J cp-
asiRNA9] Ade 3 ojdye A #7|9sS T3l FAsArh. HaCaT AE(ATCOIE 10% ol A& P (FBS,
43) 9 100 units/ml FIUAAI} 100 pg/ml 2EZAEno)AlS ddd Sujlms WE o]Z 2~ w= (DMEM, 7

oA wFskdek. Aejdel, 5 x 10' HaCaT AIEZ 12-9 ZYolEe HES I, OPTI-MEMNA ZA1A cp-
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ERR

S

asiRNAS] =x)

3
/151]

S

3l

A
<]

o4
etk

o

[e]

o
deHE <F

A @A
=4
)= A

)
5%

—

=& 8% SDS-PAGE
o

= 300 mAelA] 1A st wEE(HA)el 9

= =
T =

]

=

Hl &
h

BN ES

=

=

Al

[<3]
Sai

AR}

3Fal ECL 718 (A5 Alo]2lE]

[<)

]

!

eIl
T2 TLR3

AT 10ue) AA ©
\:/_]—B
AA

i

721 TLR3 =& A4 cp-asiRNA 2 19 ¥
kel

o

=

=

}32 HRP
9S 103 9 TBSTZ Al
2

Eal

o

] All
2 e

]_
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<110> LEE, DONG KI
HONG, SUN WOO
HONG, ISU

HWANG, JIHYE

<120> TREATMENT OF AGE-RELATED MACULAR DEGENERATION USING RNA COMPLEXES
THAT TARGET MYD88 OR TLR3

<130> OPH-00601 (32896-00601)

<140> 15/352,322

<141> 2016-11-15

<150> 62/255,878

<151> 2015-11-16

<160> 414

<170> PatentIn version 3.5

<210> 1
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<211> 2862
<212> DNA
<213> Homo
<400> 1

agattcctac

gcacceecge

cggaaagcga
gacaatgcga
€ggcrgeegees
catgcgagtg
ctggaccgceg
acaagcggac

aggccgactg

acccagcatt
gaagccttta
catcaccaca
ctattgcccc
ctatcgactg
tattgctagt

ttacctgcag

tgcccatcag
catcctgagg
gactcgectt
gtgtatctgt
atctgtgctc
cagctggaca

ttgctggatt

cagagccagce
agtgggatgg
tagctctggg

ctacatgctg

sapiens

ttcttacgcec

ctccgecactt

aagecggegg
cccgaccgeg
tctgeggcecc
cggegecgece
ctggcggagg
cccactggca

ctcgagcetgce

gaggaggatt
caggtggecg
cttgatgacc
agcgacatcc
aagttgtgtg
gagctcatcg

agcaaggaat

aagcgactga
ttcatcactg
gccaaggcect
ctgcctgtcec
tacttacctc
tcacatttca

atcagccagg

tcagctctga
ggagaacaga
tctcetgggg

gccactgetg

ccccacatca

ttgetegggg

g8Cgeeacegg
ctgaggctcc
cggtctcectce
tgtctetgtt
agatggactt
ggctgetgga

ttaccaagct

gccaaaagta
ctgtagacag
ccctggggea
agtttgtgca
tgtctgaccg
aaaagaggtg

gtgacttcca

tccecatcaa
tctgcgacta
tgtceectgee
atgtacttct
tcaattcctg
tgtcctgecat

acactataga

gccattcaca
gagtagctgt
gagaccaggc

tgaccacgac

ccegectcega

ctccagattg

gtgccgcagg
aggaccgecc
cacatcctce
cttgaacgtg
tgagtacttg
cgcctggceag

gggeegegac

tatcttgaag
cagtgtccca
tatgcctgag
ggagatgatc
cgatgtcctg
ccgeecggatg

gaccaaattt

gtacaaggca
caccaacccce
ctgaagactg
gcectgectce
gagatgccaa
ggaaccagtg

acaggaccag

catcttcacc
gtttgaatcc
ttggctgcgg

actgctgggg

gacctcaagg

tagggcaggg

agaaagagga
gccatggetg
cttceectgg
cggacacagg
gagatccggce
ggacgcectg

gacgtgcectge

cagcagcagg
cggacagcag
cgtttcgatg
cggcaactgg
cctggcacct
gtggtggttg

gcactcagcc

atgaagaaag
tgcaccaaat
ttctgaggcc
ctcctttegt
cttcacagac
gctgtgagtg

ctgagactaa

ctcagtttcc
ctgtaggaaa
gagagctggce

cagcttcttc

_43_

gtagaggtgg

cggcgettcet

agcgctggcea
caggaggtcc
ctgctctcaa
tggeggeega
aactggagac
gegectetgt

tggagctggg

aggaggctga
agctggeggg
ccttcatctg
aacagacaaa
gtgtctggte
tctctgatga

tctctccagg

agttccccag
cttggttctg
ctgggtgtgt
tgtaggagga
acgtctgcag
gcatgtccac

gaaggaccag

tcacttgagg
tggtgaagca
tgttgctgga

cacagtgatg

60

120

180
240
300
360
420
480

540

600
660
720
780
840
900

960

1020
1080
1140
1200
1260
1320

1380

1440
1500
1560

1620
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cctactgatg

caggtgggga

tgggtccacc

gacaagtccc
gatgcctgtg
tattcatcaa
ctceetggge
gttatttgtt
tgggcacata

cacacaggca

gaaagtccca
attcctttte
cagtatttat
caatgaactg
accctcaggce
agaccctagg

tggagcaagg

cttgttgagg
catctcaaga
agaaaagccg
ataataataa
<210> 2

<211> 3057
<212> DNA
<213> Homo
<400> 2

cactttcgag

ctaaagaaaa

gtatctactt
agtgcactgt

atgatctacc

cttcagtgcc
agcagtttgg

tctcatctgce

caagagactc
gtcatgctct
gtatgagttc
cacctgcaga
tacaaacagc
cagactcaca

ccagcataca

tcactgaggg
tcttgtgtcec
acctctaatg
cagacacagc
tgtcctctgg
accctaaatc

taccttttct

catttagctg
ggcatcttct
atatttgcca

ataatattct

sapiens

agtgccgtct

aaggaaaggc

ttgggggggc
tagccatgaa

cacaaacata

tctgcacacc
cccagceccaa

atctttcaca

gcctgageag
cagctccacc
tggggatgag
gagctttcce
gaccatataa
tacagacaca

cacgtttttc

agcctaacca
ctactcattg
aagcacagag
tgttctctcec
ggagaaggtg
caatagaaaa

taggatcttg

ccatgcacct
acatgttttg
ttcttectat

accttggaaa

atttgccaca

tagcagtcat

cttttgccect
gttgctgact

acagtgttga

gcccattceca
ggagacccca

cctceccaget

cttgggctgce
tggcatgaga
tcactgtaat
accaactttg
aagcctcectg
cacatatatg

taggtacagc

tgtcectgaa
aaaccaaact
agaggaagag
ctctetectt
ccatggtctt
tgcatatctt

ggagggaatg

gtcecececettt
tacgcattaa
atcctggaat

daaaaaaaaa

cacttccctg

ccaacagaat

ttgggatgct
gcagccacct

accttaccca

cttectectt
ccttgagcct

tctgcccaac

ttttcattte
agggatcctg
gatgtgagca
taccttgatt
ccccaaagct
tacagacatg

tcccaggaac

caaaaattgg
ctggaaagga
agctgcttaa
cccagagcaa
aggtgtctgt
tgctccactt

gatgcccectce

aatactgggc
aataatttca
atatcttgca

aa

atgaaatgtc

catgagacag

gtgtgcatcc
gaagttgact

taatcaactc

_44_

ccccacaggg
tatttcctaa

cttcagcagt

cacctgtcag
gccetetggea
gggagcectte
gccttacaaa
tgtgggcaca
tactctcaca

agctaggtgg

gcactcatct
cccaatgtac
actcacacaa
tttatacttt
gccecaggac
tcagccaggc

tctgcatgat

attttaaagc
aagatatctg

tcctgagttt

tggatttgga

actttgectt

tccaccacca
caggtacccg

agaagattac

1680
1740

1800

1860
1920
1980
2040
2100
2160

2220

2280
2340
2400
2460
2520
2580

2640

2700

2760

2820

2862

60

120

180
240

300
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cagccgccaa
tctcaaaact
agcacaatga

aactccatct

agaatttaat
aggttcagct
aaagtgaaga
atcaaattaa
ttctgaacaa
acacaagcat

ctttcttggg

atgtggttgg
ataataatat
tgaatttgaa
atgatttttc
ttccaggcat
ccaactcctt

ctcecttaca

tctettggtt
tcacaggcca
agtacctgca
tccgaagggt
acttgaccat
agggtcttga

aacacgcaaa

ttaacttgga
aactaaagat
ataatcaggt
agaaggtttt
ttgattgcac

acatccctga

cttcacaagg
ggagccagaa
gctatctcaa

catgtccaac

cacattagat
ggaaaatctc
actggatatc
agagttttct
tgtccagctg
tcggaatctg

actaaagtgg

taacgattcc
acagcatttg
acggtctttt
ttttcagtgg
aaaaagcaat
tacaagtttg

catactcaac

gggccaccta
ggaatggaga
gctgactagg
ggcccttaaa
tctggatcta
gaaactagaa

ccctggtggt

gtccaacggce
catcgattta
gtctctaaag
cgggcecagcet
gtgtgaaagt

gctgtcaage

tatagccagc
ttgtgccaga
ctttctgata

tcaatccaga

ctgtctcata
caagagcttc
tttgccaatt
ccagggtgtt
ggtcccagec
tctctgagta

acaaatctca

tttgettggce
ttttctcact
actaaacaaa
ctaaaatgtt
atgttcacag
cgaactttga

ctaaccaaga

gaagtacttg
ggtctagaaa
aactcctttg
aatgtggata
agcaacaaca
attctcgatt

cccatttatt

tttgacgaga
ggattgaata
tcattgaacc
ttcaggaacc
attgcctggt

cactaccttt

taactagctt
aacttcccat
aaacctttgc

aaattaaaaa

atggcttgtc
tattatcaaa
catctttaaa
ttcacgcaat
ttacagagaa
acagccagct

ctatgctcga

ttccacaact
ctttgcacgg
gtatttccct
tggagcacct
gattgataaa
caaatgaaac

ataaaatctc

acctgggcct
atattttcga
ccttggtcecec
gctctectte
acatagccaa
tgcagcataa

tcctaaaggg

tcccagttga
atttaaacac
ttcagaagaa
tgactgagtt
ttgttaattg

gcaacactcc

ggatgtagga
gttaaaagtt
cttctgcacg

taatcccttt

atctacaaaa
caataaaatt
aaaattagag
tggaagatta
gctatgtttg
gtccaccacc

tctttectac

agaatatttc
gcttttcaat
tgcctcactce
taacatggaa
cctgaaatac
atttgtatca

aaaaatagag

taatgaaatt
aatctatctt
aagccttcaa
accattccag
cataaatgat
caacttagca

tctgtctcac

ggtcttcaag
acttccagca
tctcataaca
agatatgcgc
gattaacgag

acctcactat

_45_

tttaacacca
ttgaacctcc
aatttgactg

gtcaagcaga

ttaggaactc
caagcgctaa
ttgtcatcga
tttggectct
gaattagcaa
agcaatacaa

aacaacttaa

ttcctagagt
gtgaggtacc
cccaagattg
gataatgata
ttaagtctat
cttgctcatt

agtgatgctt

gggcaagaac

tcctacaaca
cgactgatgc
cctcttegta
gacatgttgg

cggctctgga

ctccacatcc

gatttatttg
tctgtcttta
tccgttgaga
tttaatccct
acccatacca

catgggttcc

360
420
480

540

600
660
720
780
840
900

960

1020
1080
1140
1200
1260
1320

1380

1440
1500
1560
1620
1680
1740

1800

1860
1920
1980
2040
2100

2160
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cagtgagact

tgatcaatac
gctggaggat
tagacagaca
aggattgggt
gtctggaaga
tcaaaagaag

gcaaaagatt

ttatattggt
gaagaggaat
gtgccttteg
atttaaatat
ttaagttttc
atcacaatta

ttgacttaat

<210> 3
<211> 16

<212> RNA

ttttgataca

cagtatcctg
atctttttat
gacagaacag
ctgggaacat
aagggacttt
cagaaaaatt

caaggtacat

tttccttgag
gtttaaatct
tcataaattg
tcaattagca
cataaaggtg
catctcttct

tttacccaaa

tcatcttgca

ttgattttta
tggaatgttt
tttgaatatg
ttctecttcaa
gaggegggtg
atttttgtta

catgcagttc

gagattccag
cactgcatct
caagtagcac
aaggagaaac
ttataatttg
aggaaaatgt

ataaaacata

<213> Artificial Sequence

aagacagtgc

tctttattgt
cagtacatcg
cagcatatat
tggaaaagga
tttttgaact
taacacacca

aacaagctat

attataaact
tgaactggcc
ttggatccaa
tttctcaatt
tttattcata
gtctecttat

taagcacgta

ccectttgaa

acttctcatc
agttcttggt
aattcatgcc
agaccaatct
agaagcaatt
tctattaaaa

tgaacaaaat

gaaccatgca
agttcagaaa
aaactctgta
taaaaagttc
tttgtaaatg
ttcaggccta

daaaaaaaaa

ctctttttca

cactttgagg
ttcaaagaaa
tataaagata
ctcaaatttt
gttaacagca
gacccattat

ctggattcca

ctctgtttgce
gaacggatag
cattaaattt
tatggcaaat
attatattct
tttttgacaa

daaaaaaa

<220><223> Description of Artificial Sequence: Synthetic

oligonucleotide

<400> 3

ggcggeegac

<210> 4

<211> 19

<212> RNA

uggacc

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic

oligonucleotide

<400> 4

gguccagucg

<210> 5

gcegecace

_46_

2220

2280
2340
2400
2460
2520
2580

2640

2700
2760
2820
2880
2940
3000

3057

16

19
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<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 5
uggeggeega cuggac
<210> 6
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 6
guccagucgg ccgecaccu
<210> 7
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 7
guggceggecg acugga
<210> 8
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 8
uccagucgge cgccaccug
<210> 9

<211> 16

oin
1]
Jm
el

Synthetic

16
Synthetic

19
Synthetic

16
Synthetic

19
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 9

cuggceggagsg agaugg

<210> 10
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 10
ccaucuccuc cgecagege
<210> 11
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 11
gcuggeggag gagaug
<210> 12
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 12
caucuccucc gecagegeg
<210> 13
<211> 16

<212> RNA

oin
1]
Jm
el

Synthetic

16
Synthetic

19
Synthetic

16
Synthetic

19
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 13
aguacuugga gauccg
<210> 14
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 14
cggaucucca aguacucaa
<210> 15
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 15
gaguacuugg agaucc
<210> 16
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 16

ggaucuccaa guacucaaa

<210> 17
<211> 16
<212> RNA

<213> Artificial Sequence

oin
1]
Jm
el

Synthetic

16
Synthetic

19
Synthetic

16
Synthetic

19
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<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 17
gccuuuacag guggec
<210> 18
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 18
ggccaccugu aaaggeuuc
<210> 19
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 19
agccuuuaca ggugge
<210> 20
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 20
gccaccugua aaggeuucu
<210> 21
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oin
1]
Jm
el

Synthetic

16
Synthetic

19
Synthetic

16
Synthetic

19
Synthetic
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oligonucleotide
<400> 21
aagccuuuac aggugg
<210> 22
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 22
ccaccuguaa aggcuucuc
<210> 23
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 23

gaagccuuua caggug

<210> 24
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 24
caccuguaaa ggcuucuca
<210> 25
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 25

16
Synthetic

19
Synthetic

16
Synthetic

19
Synthetic
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agaagccuuu acaggu
<210> 26

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 26
accuguaaag gcuucucag
<210> 27
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 27
agaugauccg gcaacu
<210> 28
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 28
aguugccgga ucaucuccu
<210> 29
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 29

gagaugaucc ggcaac

oin
1]
Jm
el

16
Synthetic

19
Synthetic

16
Synthetic

19
Synthetic

16
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<210> 30
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 30

guugeeggau caucuccug

<210> 31
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 31
ggagaugauc cggcaa
<210> 32
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 32
uugccggauc aucuccuge
<210> 33
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 33
aggagaugau ccggca

<210> 34

oin
1]
Jm
el

Synthetic

19
Synthetic

16
Synthetic

19
Synthetic

16
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<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 34
ugccggauca ucuccugea
<210> 35
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 35
caggagauga uccgge
<210> 36
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 36
gceggaucau cuccugeac
<210> 37
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 37

gcaggagaug auccgg

<210> 38

<211> 19

oin
1]
Jm
el

Synthetic

19
Synthetic

16
Synthetic

19
Synthetic

16
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 38
ccggaucauc uccugeaca
<210> 39
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 39
ugcaggagau gauccg
<210> 40
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 40
cggaucaucu ccugcacaa
<210> 41
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 41
gugcaggaga ugaucc
<210> 42
<211> 19
<212> RNA

<213> Artificial Sequence

omn
1]
Jm
el

Synthetic

19
Synthetic

16
Synthetic

19
Synthetic

16
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<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 42
ggaucaucuc cugcacaaa
<210> 43
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 43
ugugcaggag augauc
<210> 44
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 44

gaucaucucc ugcacaaac

<210> 45
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 45
uugugcagga gaugau
<210> 46
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oin
1]
Jm
el

Synthetic

19
Synthetic

16
Synthetic

19
Synthetic

16
Synthetic
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oligonucleotide
<400> 46
aucaucuccu gcacaaacu
<210> 47
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 47
uuugugcagg agauga
<210> 48
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 48
ucaucuccug cacaaacug
<210> 49
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 49
guuugugcag gagaug
<210> 50
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

oin
1]
Jm
el

19
Synthetic

16
Synthetic

19
Synthetic

16
Synthetic

_57_

10-2727666



<400> 50

caucuccugc acaaacugg
<210> 51

<211> 16

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 51

aguuugugca ggagau

<210> 52
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 52
aucuccugca caaacugga
<210> 53
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 53
gugacuucca gaccaa
<210> 54
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 54

oin
1]
Jm
el

19
Synthetic

16
Synthetic

19
Synthetic

16
Synthetic

_58_

10-2727666



uuggucugga agucacauu
<210> 55

<211> 16

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 55
ugugacuucc agacca
<210> 56
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 56
uggucuggaa gucacauuc
<210> 57
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 57
augugacuuc cagacc
<210> 58
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 58

ggucuggaag ucacauucc

oin
1]
Jm
el

19
Synthetic

16
Synthetic

19
Synthetic

16
Synthetic

19
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<210> 59
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 59
aaugugacuu ccagac
<210> 60
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 60
gucuggaagu cacauuccu
<210> 61
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 61
gaaugugacu uccaga
<210> 62
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 62
ucuggaaguc acauuccuu
<210> 63

<211> 16

omn
1]
Jm
el

Synthetic

16
Synthetic

19
Synthetic

16
Synthetic

19
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 63
ggaaugugac uuccag
<210> 64
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 64
cuggaaguca cauuccuug
<210> 65
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 65

aggaauguga cuucca

<210> 66
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 66
uggaagucac auuccuuge
<210> 67
<211> 16

<212> RNA

Synthetic

16
Synthetic

19
Synthetic

16
Synthetic

19

_61_
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 67
aaggaaugug acuucc
<210> 68
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 68
ggaagucaca uuccuugcu
<210> 69
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 69
caaggaaugu gacuuc
<210> 70
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 70
gaagucacau uccuugcuc
<210> 71
<211> 16
<212> RNA

<213> Artificial Sequence

oin
1]
Jm
el

Synthetic

16
Synthetic

19
Synthetic

16
Synthetic

19
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<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 71
gcaaggaaug ugacuu
<210> 72
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 72

aagucacauu ccuugcucu

<210> 73
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 73
agcaaggaau gugacu
<210> 74
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 74
agucacauuc cuugcucug
<210> 75
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oin
1]
Jm
el

Synthetic

16
Synthetic

19
Synthetic

16
Synthetic

19
Synthetic
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oligonucleotide
<400> 75
gagcaaggaa ugugac
<210> 76
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 76
gucacauucc uugcucuge
<210> 77
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 77
agagcaagga auguga
<210> 78
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 78
ucacauuccu ugcucugca
<210> 79
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 79

omn
1]
Jm
el

16
Synthetic

19
Synthetic

16
Synthetic

19
Synthetic
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cagagcaagg aaugug

<210> 80
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 80
cacauuccuu geucugcag
<210> 81
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 81
gucccugeee ugaaga
<210> 82
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 82
ucuucaggge agggacaag
<210> 83
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 83

ugucccugee cugaag

oin
1]
Jm
el

16
Synthetic

19
Synthetic

16
Synthetic

19
Synthetic

16
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<210> 84
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 84
cuucagggca gggacaagg
<210> 85
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 85
uugucccuge ccugaa
<210> 86
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 86

uucagggcag ggacaaggc

<210> 87
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 87
gcaccugugu cugguc

<210> 88

oin
1]
Jm
el

Synthetic

19
Synthetic

16
Synthetic

19
Synthetic

16
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<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 88
gaccagacac aggugccag
<210> 89
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 89
ggcaccugug ucuggu
<210> 90
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 90
accagacaca ggugccagg
<210> 91
<211> 20
<212> DNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

primer
<400> 91
gagtcaacgg atttggtcgt
<210> 92

<211> 20

oin
1]
Jm
el

Synthetic

19
Synthetic

16
Synthetic

19
Synthetic

20
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<212> DNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

primer
<400> 92
gacaagcttc ccgttctcag
<210> 93
<211> 27
<212> DNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

primer
<400> 93

aagttatttg tttacaaaca gcgacca

<210> 94
<211> 22
<212> DNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

primer
<400> 94
ggaagaatgg caaatatcgg ct
<210> 95
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 95
uuggucugga agucacauuc ¢
<210> 96
<211> 31

<212> RNA

oin
1]
Jm
el

Synthetic

20
Synthetic

27
Synthetic

22
Synthetic

21
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 96
uuggucugga agucacauuc cuugcucuge a
<210> 97
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 97
ugugacuucc agacca
<210> 98
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 98
uggucuggaa gucacauucc u
<210> 99
<211> 31
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 99
uggucuggaa gucacauucc uugcucugea g
<210> 100
<211> 16
<212> RNA

<213> Artificial Sequence

oin
1]
Jm
el

Synthetic

31
Synthetic

16
Synthetic

21
Synthetic

31
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<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 100

gugacuucca gaccaa

<210> 101
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 101
uuggucugga agucacauu
<210> 102
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 102
uuggucugga agucacauuc ¢
<210> 103
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 103
ugugacuucc agacca
<210> 104
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oin
1]
Jm
el

Synthetic

16
Synthetic

19
Synthetic

21
Synthetic

16
Synthetic
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oligonucleotide
<400> 104
uggucuggaa gucacauuc
<210> 105
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 105
uggucuggaa gucacauucc u
<210> 106
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 106
gugacuucca gaccaa
<210> 107
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 107

uuggucugga agucacauuc ¢

<210> 108
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

19
Synthetic

21
Synthetic

16
Synthetic

21
Synthetic
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<400> 108
gugacuucca gaccaa
<210> 109

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 109
uuggucugga agucacauuc ¢
<210> 110
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 110
gugacuucca gaccaa
<210> 111
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 111
uuggucugga agucacauuc ¢
<210> 112
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 112

oin
1]
Jm
el

16
Synthetic

21
Synthetic

16
Synthetic

21
Synthetic
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gugacuucca gaccaa
<210> 113

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 113
uuggucugga agucacauuc ¢
<210> 114
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 114

gugacuucca gaccaa

<210> 115
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 115
uuggucugga agucacauuc ¢
<210> 116
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 116
gugacuucca gaccaa

<210> 117

omn
1]
Jm
el

16
Synthetic

21
Synthetic

16
Synthetic

21
Synthetic

16
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<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 117
uuggucugga agucacauuc ¢
<210> 118
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 118
gugacuucca gaccaa
<210> 119
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 119
uuggucugga agucacauuc ¢
<210> 120
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 120
gugacuucca gaccaa
<210> 121

<211> 21

oin
1]
Jm
el

Synthetic

21
Synthetic

16
Synthetic

21
Synthetic

16
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 121

uuggucugga agucacauuc ¢

<210> 122
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 122
gugacuucca gaccaa
<210> 123
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 123
uuggucugga agucacauuc ¢
<210> 124
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 124
gugacuucca gaccaa
<210> 125
<211> 21

<212> RNA

oin
1]
Jm
el

Synthetic

21
Synthetic

16
Synthetic

21
Synthetic

16
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 125
uuggucugga agucacauuc ¢
<210> 126
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 126
ugugacuucc agacca
<210> 127
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 127
uggucuggaa gucacauucc u
<210> 128
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 128

ugugacuucc agacca

<210> 129
<211> 21
<212> RNA

<213> Artificial Sequence

oin
1]
Jm
el

Synthetic

21
Synthetic

16
Synthetic

21
Synthetic

16
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<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 129
uggucuggaa gucacauucc u
<210> 130
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 130
ugugacuucc agacca
<210> 131
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 131
uggucuggaa gucacauucc u
<210> 132
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 132
ugugacuucc agacca
<210> 133
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oin
1]
Jm
el

Synthetic

21
Synthetic

16
Synthetic

21
Synthetic

16
Synthetic
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oligonucleotide
<400> 133
uggucuggaa gucacauucc u
<210> 134
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 134
ugugacuucc agacca
<210> 135
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 135

uggucuggaa gucacauucc u

<210> 136
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 136
ugugacuucc agacca
<210> 137
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 137

omn
1]
Jm
el

21
Synthetic

16
Synthetic

21
Synthetic

16
Synthetic
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uggucuggaa gucacauucc u
<210> 138

<211> 16

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 138
ugugacuucc agacca
<210> 139
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 139
uggucuggaa gucacauucc u
<210> 140
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 140
ugugacuucc agacca
<210> 141
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 141

uggucuggaa gucacauucc u

oin
1]
Jm
el

21
Synthetic

16
Synthetic

21
Synthetic

16
Synthetic

21

_79_

10-2727666



<210> 142
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 142

ugugacuucc agacca

<210> 143
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 143
uggucuggaa gucacauucc u
<210> 144
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 144
ugugacuucc agacca
<210> 145
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 145
uggucuggaa gucacauucc u

<210> 146

oin
1]
Jm
el

Synthetic

16
Synthetic

21
Synthetic

16
Synthetic

21
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<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 146
gugacuucca gaccaa
<210> 147
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 147
uuggucugga agucacauuc ¢
<210> 148
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 148
gugacuucca gaccaa
<210> 149
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 149

uuggucugga agucacauuc ¢

<210> 150

<211> 16

Synthetic

16
Synthetic

21
Synthetic

16
Synthetic

21

_81_

S=50l 10-2727666



<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 150
gugacuucca gaccaa
<210> 151
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 151
uuggucugga agucacauuc ¢
<210> 152
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 152
gugacuucca gaccaa
<210> 153
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 153
uuggucugga agucacauuc ¢
<210> 154
<211> 16
<212> RNA

<213> Artificial Sequence

omn
1]
Jm
el

Synthetic

16
Synthetic

21
Synthetic

16
Synthetic

21
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<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 154
gugacuucca gaccaa
<210> 155
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 155
uuggucugga agucacauuc ¢
<210> 156
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 156

gugacuucca gaccaa

<210> 157
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 157
uuggucugga agucacauuc ¢
<210> 158
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oin
1]
Jm
el

Synthetic

16
Synthetic

21
Synthetic

16
Synthetic

21
Synthetic
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oligonucleotide
<400> 158
gugacuucca gaccaa
<210> 159
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 159
uuggucugga agucacauuc ¢
<210> 160
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 160
gugacuucca gaccaa
<210> 161
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 161
uuggucugga agucacauuc ¢
<210> 162
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

oin
1]
Jm
el

16
Synthetic

21
Synthetic

16
Synthetic

21
Synthetic
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<400> 162
ugugacuucc agacca
<210> 163

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 163

uggucuggaa gucacauucc u

<210> 164
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 164
ugugacuucc agacca
<210> 165
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 165
uggucuggaa gucacauucc u
<210> 166
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 166

oin
1]
Jm
el

16
Synthetic

21
Synthetic

16
Synthetic

21
Synthetic
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ugugacuucc agacca
<210> 167

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 167
uggucuggaa gucacauucc u
<210> 168
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 168
ugugacuucc agacca
<210> 169
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 169
uggucuggaa gucacauucc u
<210> 170
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 170

gugacuucca gaccaa

oin
1]
Jm
el

16
Synthetic

21
Synthetic

16
Synthetic

21
Synthetic

16
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<210> 171
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 171
uuggucugga agucacauuc ¢
<210> 172
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 172
gugacuucca gaccaa
<210> 173
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 173
uuggucugga agucacauu
<210> 174
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 174
ugugacuucc agacca
<210> 175

<211> 21

omn
1]
Jm
el

Synthetic

21
Synthetic

16
Synthetic

19
Synthetic

16
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 175
uggucuggaa gucacauucc u
<210> 176
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 176
ugugacuucc agacca
<210> 177
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 177

uggucuggaa gucacauuc

<210> 178
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 178
aucuuuccua caacaa
<210> 179
<211> 21

<212> RNA

oin
1]
Jm
el

Synthetic

21
Synthetic

16
Synthetic

19
Synthetic

16
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 179
uuguuguagg aaagaucgag c
<210> 180
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 180
ucuuuccuac aacaac
<210> 181
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 181
guuguuguag gaaagaucga g
<210> 182
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 182
ggcccuuaaa aaugug
<210> 183
<211> 21
<212> RNA

<213> Artificial Sequence

oin
1]
Jm
el

Synthetic

21
Synthetic

16
Synthetic

21
Synthetic

16
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<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 183
cacauuuuua agggecacce u
<210> 184
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 184

gcccuuaaaa augugg

<210> 185
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 185
ccacauuuuu aagggecace ¢
<210> 186
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 186
cccuuaaaaa ugugga
<210> 187
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oin
1]
Jm
el

Synthetic

21
Synthetic

16
Synthetic

21
Synthetic

16
Synthetic
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oligonucleotide
<400> 187
uccacauuuu uaagggecac ¢
<210> 188
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 188
ccuuaaaaau guggau
<210> 189
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 189
auccacauuu uuaagggeca c
<210> 190
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 190
cuuaaaaaug uggaua
<210> 191
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 191

21
Synthetic

16
Synthetic

21
Synthetic

16
Synthetic
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uauccacauu uuuaagggcc a

<210> 192
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 192
ucguaacuug accauu
<210> 193
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 193
aauggucaag uuacgaagag g
<210> 194
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 194
cguaacuuga ccauuc
<210> 195
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 195

gaauggucaa guuacgaaga g

oin
1]
Jm
el

21
Synthetic

16
Synthetic

21
Synthetic

16
Synthetic

21
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<210> 196
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 196
guaacuugac cauucu
<210> 197
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 197
agaaugguca aguuacgaag a
<210> 198
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 198

uaacuugacc auucug

<210> 199
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 199
cagaaugguc aaguuacgaa g

<210> 200

oin
1]
Jm
el

Synthetic

16
Synthetic

21
Synthetic

16
Synthetic

21
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<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 200
aacuugacca uucugg
<210> 201
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 201
ccagaauggu caaguuacga a
<210> 202
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 202
acuugaccau ucugga
<210> 203
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 203
uccagaaugg ucaaguuacg a
<210> 204

<211> 16

oin
1]
Jm
el

Synthetic

16
Synthetic

21
Synthetic

16
Synthetic

21
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 204
aacaacaaca uagcca
<210> 205
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 205

uggcuauguu guuguugeuu a

<210> 206
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 206
acaacaacau agccaa
<210> 207
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 207
uuggcuaugu uguuguugeu u
<210> 208
<211> 16

<212> RNA

oin
1]
Jm
el

Synthetic

16
Synthetic

21
Synthetic

16
Synthetic

21
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 208
caacaacaua gccaac
<210> 209
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 209
guuggcuaug uuguuguuge u
<210> 210
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 210
aacaacauag ccaaca
<210> 211
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 211
uguuggcuau guuguuguug ¢
<210> 212
<211> 16
<212> RNA

<213> Artificial Sequence

oin
1]
Jm
el

Synthetic

16
Synthetic

21
Synthetic

16
Synthetic

21
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<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 212

acaacauagc caacau

<210> 213
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 213
auguuggcua uguuguuguu g
<210> 214
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 214
caacauagcc aacaua
<210> 215
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 215
uauguuggcu auguuguugu u
<210> 216
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oin
1]
Jm
el

Synthetic

16
Synthetic

21
Synthetic

16
Synthetic

21
Synthetic
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oligonucleotide
<400> 216
aacauagcca acauaa
<210> 217
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 217
uuauguugge uauguuguug u
<210> 218
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 218
acauagccaa cauaaa
<210> 219
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 219

uuuauguugg cuauguuguu g

<210> 220
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

oin
1]
Jm
el

16
Synthetic

21
Synthetic

16
Synthetic

21
Synthetic
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<400> 220
auagccaaca uaaaug
<210> 221

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 221
cauuuauguu ggcuauguug u
<210> 222
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 222
uagccaacau aaauga
<210> 223
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 223
ucauuuaugu uggcuauguu g
<210> 224
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 224

oin
1]
Jm
el

16
Synthetic

21
Synthetic

16
Synthetic

21
Synthetic
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aaucucucaa auuuug
<210> 225

<211> 21

<212> RNA

<213> Artificial Sequence

omn
1]
Jm
el

16

<220><223> Description of Artificial Sequence: Synthetic

oligonucleotide
<400> 225
caaaauuuga gagauugguc u
<210> 226
<211> 16
<212> RNA

<213> Artificial Sequence

21

<220><223> Description of Artificial Sequence: Synthetic

oligonucleotide
<400> 226

ugcacucugu uugcga

<210> 227
<211> 21
<212> RNA

<213> Artificial Sequence

16

<220><223> Description of Artificial Sequence: Synthetic

oligonucleotide
<400> 227
ucgcaaacag agugcauggu u
<210> 228
<211> 16
<212> RNA

<213> Artificial Sequence

21

<220><223> Description of Artificial Sequence: Synthetic

oligonucleotide
<400> 228
gcacucuguu ugcgaa

<210> 229

16

- 100 -

10-2727666



<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 229
uucgcaaaca gagugcaugg u
<210> 230
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 230
cacucuguuu gcgaag
<210> 231
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 231
cuucgcaaac agagugcaug g
<210> 232
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 232
acucuguuug cgaaga
<210> 233

<211> 21

Synthetic

21
Synthetic

16
Synthetic

21
Synthetic

16
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 233

ucuucgcaaa cagagugcau g

<210> 234
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 234
cucuguuuge gaagag
<210> 235
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 235
cucuucgcaa acagagugca Uu
<210> 236
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 236
ucuguuugcg aagagg
<210> 237
<211> 21

<212> RNA

oin
1]
Jm
el

Synthetic

21
Synthetic

16
Synthetic

21
Synthetic

16
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 237

ccucuucgea aacagaguge a

<210> 238

<211> 16

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

oligonucleotide

<400> 238

cuguuugcga agagga

<210> 239

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 239

uccucuucgc aaacagagug ¢

<210> 240

<211> 16

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 240

uguuugcgaa gaggaa

<210> 241
<211> 21
<212> RNA

<213> Artificial Sequence

. Synthetic

. Synthetic

. Synthetic

. Synthetic

- 103 -
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16

21

16

oin

Jm
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<220><223> Description of Artificial Sequence
oligonucleotide

<400> 241

uuccucuucg caaacagagu g

<210> 242

<211> 16

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 242

guuugcgaag aggaau

<210> 243

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 243

auuccucuuc gcaaacagag Uu

<210> 244

<211> 16

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 244

uuugcgaaga ggaaug

<210> 245

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

. Synthetic

. Synthetic

. Synthetic

. Synthetic

. Synthetic

- 104 -
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16

21

16
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Q
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oligonucleotide
<400> 245
cauuccucuu cgcaaacaga g
<210> 246
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 246
uugcgaagag gaaugu
<210> 247
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 247

acauuccucu ucgcaaacag a

<210> 248
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 248
ugcgaagagg aauguu
<210> 249
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 249

omn
1]
Jm
el

21
Synthetic

16
Synthetic

21
Synthetic

16
Synthetic
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aacauuccuc uucgcaaaca g
<210> 250

<211> 16

<212> RNA

<213> Artificial Sequence

oin
1]
Jm
el

21

<220><223> Description of Artificial Sequence: Synthetic

oligonucleotide
<400> 250
gcgaagagga auguuu
<210> 251
<211> 21
<212> RNA

<213> Artificial Sequence

16

<220><223> Description of Artificial Sequence: Synthetic

oligonucleotide
<400> 251
aaacauuccu cuucgcaaac a
<210> 252
<211> 16
<212> RNA

<213> Artificial Sequence

21

<220><223> Description of Artificial Sequence: Synthetic

oligonucleotide
<400> 252
cgaagaggaa uguuua
<210> 253
<211> 21
<212> RNA

<213> Artificial Sequence

16

<220><223> Description of Artificial Sequence: Synthetic

oligonucleotide
<400> 253

uaaacauucc ucuucgcaaa C

21
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<210> 254
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 254

gaagaggaau guuuaa

<210> 255
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 255
uuaaacauuc cucuucgcaa a
<210> 256
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 256
aagaggaaug uuuaaa
<210> 257
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 257
uuuaaacauu ccucuucgca a

<210> 258

oin
1]
Jm
el

Synthetic

16
Synthetic

21
Synthetic

16
Synthetic

21
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<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 258
agaggaaugu uuaaau
<210> 259
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 259
auuuaaacau uccucuucgc a
<210> 260
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 260
gaggaauguu uaaauc
<210> 261
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 261

gauuuaaaca uuccucuucg ¢

<210> 262

<211> 16

oin
1]
Jm
el

Synthetic

16
Synthetic

21
Synthetic

16
Synthetic

21
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 262
aggaauguuu aaaucu
<210> 263
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 263
agauuuaaac auuccucuuc g
<210> 264
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 264
ggaauguuua aaucuc
<210> 265
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 265
gagauuuaaa cauuccucuu ¢
<210> 266
<211> 16
<212> RNA

<213> Artificial Sequence

omn
1]
Jm
el

Synthetic

16
Synthetic

21
Synthetic

16
Synthetic

21
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<220><223> Description of Artificial Sequence

oligonucleotide

<400> 266

cuugaacugg ccaguu

<210> 267

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 267

aacuggccag uucaagauge a

<210> 268

<211> 16

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 268

uugaacugge caguuc

<210> 269

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 269

gaacuggcca guucaagaug ¢

<210> 270

<211> 16

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

. Synthetic

. Synthetic

. Synthetic

. Synthetic

. Synthetic
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oligonucleotide
<400> 270
ugaacuggcc aguuca
<210> 271
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 271
ugaacuggcc aguucaagau g
<210> 272
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 272
gaacuggcca guucag
<210> 273
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 273
cugaacugge caguucaaga Uu
<210> 274
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

16
Synthetic

21
Synthetic

16
Synthetic

21
Synthetic
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<400> 274

aacuggccag uucaga

<210> 275

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 275

ucugaacugg ccaguucaag a

<210> 276

<211> 16

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 276

acuggccagu ucagaa

<210> 277

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 277

uucugaacug gccaguucaa g

<210> 278

<211> 16

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 278

. Synthetic

. Synthetic

. Synthetic

. Synthetic
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cuggccaguu cagaaa
<210> 279

<211> 21

<212> RNA

<213> Artificial Sequence

oin
1]
Jm
el

16

<220><223> Description of Artificial Sequence: Synthetic

oligonucleotide
<400> 279
uuucugaacu ggecaguuca a
<210> 280
<211> 16
<212> RNA

<213> Artificial Sequence

21

<220><223> Description of Artificial Sequence: Synthetic

oligonucleotide
<400> 280
uggccaguuc agaaag
<210> 281
<211> 21
<212> RNA

<213> Artificial Sequence

16

<220><223> Description of Artificial Sequence: Synthetic

oligonucleotide
<400> 281
cuuucugaac uggccaguuc a
<210> 282
<211> 16
<212> RNA

<213> Artificial Sequence

21

<220><223> Description of Artificial Sequence: Synthetic

oligonucleotide
<400> 282

ggccaguuca gaaaga

16
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<210> 283
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 283
ucuuucugaa cuggecaguu ¢
<210> 284
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 284
gccaguucag aaagaa
<210> 285
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 285
uucuuucuga acuggecagu u
<210> 286
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 286
ccaguucaga aagaac
<210> 287

<211> 21

omn
1]
Jm
el

Synthetic

21
Synthetic

16
Synthetic

21
Synthetic

16
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 287
guucuuucug aacuggecag u
<210> 288
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 288
caguucagaa agaacg
<210> 289
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 289

cguucuuucu gaacuggeca g

<210> 290
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 290
aguucagaaa gaacgg
<210> 291
<211> 21

<212> RNA

oin
1]
Jm
el

Synthetic

21
Synthetic

16
Synthetic

21
Synthetic

16
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 291

ccguucuuuc ugaacuggee a

<210> 292

<211> 16

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 292

guucagaaag aacgga

<210> 293

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 293

uccguucuuu cugaacugge ¢

<210> 294

<211> 16

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

oligonucleotide
<400> 294
uucagaaaga acggau
<210> 295
<211> 21
<212> RNA

<213> Artificial Sequence

. Synthetic

. Synthetic

. Synthetic

. Synthetic
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<220><223> Description of Artificial Sequence
oligonucleotide

<400> 295

auccguucuu ucugaacugg c

<210> 296

<211> 16

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 296

ucagaaagaa cggaua

<210> 297

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 297

uauccguucu uucugaacug g

<210> 298

<211> 16

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 298

aauugcaagu agcacu

<210> 299

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

. Synthetic

. Synthetic

. Synthetic

. Synthetic

. Synthetic
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oligonucleotide
<400> 299
agugcuacuu gcaauuuaug a
<210> 300
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 300
auugcaagua gcacuu
<210> 301
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 301
aagugcuacu ugcaauuuau g
<210> 302
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 302
uugcaaguag cacuug
<210> 303
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 303

omn
1]
Jm
el

21
Synthetic

16
Synthetic

21
Synthetic

16
Synthetic
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caagugcuac uugcaauuua u

<210> 304

<211> 16

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 304

ugcaaguagc acuugg

<210> 305

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 305

ccaagugcua cuugcaauuu a

<210> 306

<211> 16

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 306

gcaaguagca cuugga

<210> 307

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 307

uccaagugcu acuugcaauu u

oin
1]
Jm
el

21
. Synthetic

16
. Synthetic

21
. Synthetic

16
. Synthetic

21
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<210> 308
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 308
caaguagcac uuggau
<210> 309
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 309
auccaagugc uacuugcaau u
<210> 310
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 310

aaguagcacu uggauc

<210> 311
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 311
gauccaagug cuacuugcaa u

<210> 312

oin
1]
Jm
el

Synthetic

16
Synthetic

21
Synthetic

16
Synthetic

21
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<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 312
ugcceecuuu gaacuc
<210> 313
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 313
gaguucaaag ggggcacugu ¢
<210> 314
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 314
ucugggaaca uuucuc
<210> 315
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 315
gagaaauguu cccagaccea a
<210> 316

<211> 16

Synthetic

16
Synthetic

21
Synthetic

16
Synthetic

21
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 316
cagcaucaaa agaagc
<210> 317
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 317

gcuucuuuug augeuguuaa ¢

<210> 318
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 318
cacgugugaa aguauu
<210> 319
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 319
aauacuuuca cacgugcaau C
<210> 320
<211> 16

<212> RNA

oin
1]
Jm
el

Synthetic

16
Synthetic

21
Synthetic

16
Synthetic

21
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 320
gucucaccuc cacauc
<210> 321
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 321
gauguggagg ugagacagac ¢
<210> 322
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 322
ugucucaccu ccacau
<210> 323
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 323
auguggaggu gagacagacc C
<210> 324
<211> 16
<212> RNA

<213> Artificial Sequence

oin
1]
Jm
el

Synthetic

16
Synthetic

21
Synthetic

16
Synthetic

21
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<220><223> Description of Artificial Sequence
oligonucleotide
<400> 324

agauucaagg uacauc

<210> 325

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 325

gauguaccuu gaaucuuuug ¢

<210> 326

<211> 16

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 326

ggaaacacgc aaaccc

<210> 327

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 327

ggguuugegu guuuccagag ¢

<210> 328

<211> 16

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

. Synthetic

. Synthetic

. Synthetic

. Synthetic

. Synthetic
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oligonucleotide
<400> 328
uggaaacacg caaacc
<210> 329
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 329
gguuugegug uuuccagage ¢
<210> 330
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 330
uugagaaacu agaaau
<210> 331
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 331

auuucuaguu ucucaagacc ¢

<210> 332
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

oin
1]
Jm
el

16
Synthetic

21
Synthetic

16
Synthetic

21
Synthetic
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<400> 332

cuugagaaac uagaaa

<210> 333

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 333

uuucuaguuu cucaagacce u

<210> 334

<211> 16

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 334

aacauccguu gagaag

<210> 335

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 335

cuucucaacg gauguuauga g

<210> 336

<211> 16

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

oligonucleotide

<400> 336

. Synthetic

. Synthetic

. Synthetic

. Synthetic
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gugcccccuu ugaacu

<210> 337

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 337

aguucaaagg gggcacuguc u

<210> 338

<211> 16

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 338

agugccccecu uugaac

<210> 339

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 339

guucaaaggg ggcacugucu u

<210> 340

<211> 16

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 340

cagugcccee uuugaa

<210> 341

. Synthetic

. Synthetic

. Synthetic

. Synthetic
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<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 341
uucaaagggg geacugucuu u
<210> 342
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 342
ggaggauauc uuuuua
<210> 343
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 343
uaaaaagaua uccuccagec ¢
<210> 344
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 344
uggaggauau cuuuuu
<210> 345

<211> 21

oin
1]
Jm
el

Synthetic

21
Synthetic

16
Synthetic

21
Synthetic

16
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 345

daaaaagauau ccuccagccc u

<210> 346
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 346
acugaaccau gcacuc
<210> 347
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 347
gagugcaugg uucaguuuau a
<210> 348
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 348
ugaaccaugc acucug
<210> 349
<211> 21

<212> RNA

oin
1]
Jm
el

Synthetic

21
Synthetic

16
Synthetic

21
Synthetic

16
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 349

cagagugcau gguucaguuu a

<210> 350

<211> 16

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

oligonucleotide

<400> 350

gaaccaugca cucugu

<210> 351

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 351

acagagugca ugguucaguu Uu

<210> 352

<211> 16

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 352

aaccaugcac ucuguu

<210> 353
<211> 21
<212> RNA

<213> Artificial Sequence

. Synthetic

. Synthetic

. Synthetic

. Synthetic
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<220><223> Description of Artificial Sequence
oligonucleotide

<400> 353

aacagagugc augguucagu u

<210> 354

<211> 16

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 354

accaugcacu cuguuu

<210> 355

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 355

aaacagagug caugguucag Uu

<210> 356

<211> 16

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 356

ccaugcacuc uguuug

<210> 357

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

. Synthetic

. Synthetic

. Synthetic

. Synthetic

. Synthetic

- 131 -

21

16

21

16

oin

Jm

Q

10-2727666



oligonucleotide
<400> 357
caaacagagu gcaugguuca g
<210> 358
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 358
caugcacucu guuuge
<210> 359
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 359

gcaaacagag ugcaugguuc a

<210> 360
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 360
cugcaucuug aacugg
<210> 361
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 361

omn
1]
Jm
el

21
Synthetic

16
Synthetic

21
Synthetic

16
Synthetic
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ccaguucaag augcagugag a
<210> 362

<211> 16

<212> RNA

<213> Artificial Sequence

oin
1]
Jm
el

21

<220><223> Description of Artificial Sequence: Synthetic

oligonucleotide
<400> 362
acugcaucuu gaacug
<210> 363
<211> 21
<212> RNA

<213> Artificial Sequence

16

<220><223> Description of Artificial Sequence: Synthetic

oligonucleotide
<400> 363
caguucaaga ugcagugaga u
<210> 364
<211> 16
<212> RNA

<213> Artificial Sequence

21

<220><223> Description of Artificial Sequence: Synthetic

oligonucleotide
<400> 364
cacugcaucu ugaacu
<210> 365
<211> 21
<212> RNA

<213> Artificial Sequence

16

<220><223> Description of Artificial Sequence: Synthetic

oligonucleotide
<400> 365

aguucaagau gcagugagau u

21
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<210> 366
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 366

ucacugcauc uugaac

<210> 367
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 367
guucaagaug cagugagauu u
<210> 368
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 368
uaaauugcaa guagca
<210> 369
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 369
ugcuacuugc aauuuaugac g

<210> 370

oin
1]
Jm
el

Synthetic

16
Synthetic

21
Synthetic

16
Synthetic

21
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<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 370
auaaauugca aguage
<210> 371
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 371
gcuacuugca auuuaugacg a
<210> 372
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 372
cgucauaaau ugcaag
<210> 373
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 373

cuugcaauuu augacgaaag g

<210> 374

<211> 16

oin
1]
Jm
el

Synthetic

16
Synthetic

21
Synthetic

16
Synthetic

21
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 374
ucgucauaaa uugcaa
<210> 375
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 375
uugcaauuua ugacgaaagg ¢
<210> 376
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 376
uucgucauaa auugca
<210> 377
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 377
ugcaauuuau gacgaaagge a
<210> 378
<211> 16
<212> RNA

<213> Artificial Sequence

omn
1]
Jm
el

Synthetic

16
Synthetic

21
Synthetic

16
Synthetic

21
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<220><223> Description of Artificial Sequence

oligonucleotide

<400> 378

ugcacucugu uugcga

<210> 379

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 379

ucgcaaacag agugcauggu u

<210> 380

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 380

ucgcaaacag agugcauggu u

<210> 381

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 381

ucgcaaacag agugcauggu u

<210> 382

<211> 16

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

. Synthetic

. Synthetic

. Synthetic

. Synthetic

. Synthetic
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oligonucleotide
<400> 382
acucuguuug cgaaga
<210> 383
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 383
ucuucgcaaa cagagugcau g
<210> 384
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 384
ucuucgcaaa cagagugcau g
<210> 385
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 385
ucuucgcaaa cagagugcau g
<210> 386
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

oin
1]
Jm
el

16
Synthetic

21
Synthetic

21
Synthetic

21
Synthetic
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<400> 386

uguuugcgaa gaggaa

<210> 387

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 387

uuccucuucg caaacagagu g

<210> 388

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 388

uuccucuucg caaacagagu g

<210> 389

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 389

uuccucuucg caaacagagu g

<210> 390

<211> 16

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 390

. Synthetic

. Synthetic

. Synthetic

. Synthetic
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guuugcgaag aggaau

<210> 391

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 391

auuccucuuc gcaaacagag Uu

<210> 392

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

oligonucleotide

<400> 392

auuccucuuc gcaaacagag Uu

<210> 393

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 393

auuccucuuc gcaaacagag Uu

<210> 394

<211> 16

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 394

gaagaggaau guuuaa

. Synthetic

. Synthetic

. Synthetic

. Synthetic
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<210> 395
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 395
uuaaacauuc cucuucgcaa a
<210> 396
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 396
uuaaacauuc cucuucgcaa a
<210> 397
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 397
uuaaacauuc cucuucgcaa a
<210> 398
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 398
ggccaguuca gaaaga
<210> 399

<211> 21

Synthetic

21
Synthetic

21
Synthetic

21
Synthetic

16
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 399
ucuuucugaa cuggecaguu ¢
<210> 400
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 400
ucuuucugaa cuggecaguu ¢
<210> 401
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 401

ucuuucugaa cuggccaguu ¢

<210> 402
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 402
guucagaaag aacgga
<210> 403
<211> 21

<212> RNA

oin
1]
Jm
el

Synthetic

21
Synthetic

21
Synthetic

21
Synthetic

16
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 403

uccguucuuu cugaacugge ¢

<210> 404

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 404

uccguucuuu cugaacugge ¢

<210> 405

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 405

uccguucuuu cugaacugge ¢

<210> 406

<211> 16

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

oligonucleotide
<400> 406
ucagaaagaa cggaua
<210> 407
<211> 21
<212> RNA

<213> Artificial Sequence

. Synthetic

. Synthetic

. Synthetic

. Synthetic
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<220><223> Description of Artificial Sequence
oligonucleotide

<400> 407

uauccguucu uucugaacug g

<210> 408

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 408

uauccguucu uucugaacug g

<210> 409

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 409

uauccguucu uucugaacug g

<210> 410

<211> 20

<212> DNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
primer

<400> 410

tgceceecttt gaactcetttt

<210> 411

<211> 20

<212> DNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

. Synthetic

. Synthetic

. Synthetic

. Synthetic

. Synthetic
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primer
<400> 411
aaaaacaccc gcctcaaagt
<210> 412
<211> 16
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 412
gaagaggaau guuuaa
<210> 413
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 413
uuaaacauuc cucuucgca
<210> 414
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 414

uuaaacauuc cucuucgcaa a

oin
]
Jn
fel]

20
Synthetic

16
Synthetic

19
Synthetic

21
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