S50l 10-2375607

_|H¢‘:E|_

L

O (19) YN =ZE3HH(KR) (45) F1gA  202203€17Y

(11) 3393 10-2375607

(12) 55533 H(B1) (24) 32U 20224039142
(51) AEHEF(Int. Cl.) (73) &34
CI2N 15/113 (2010.01) A6IK 31/7088 (2006.01) =] FE ol A
CO7H 21/04 (2006.01) Ul WAL =T 02142, AEE A, 50 §IY 2~
(52) (PCES 2 ETE
CI2N 15/113 (2013.01) (72) &=}
A6IK 31/7088 (2013.01) o}zl o)
Ch) =dds 10-2021-7014582( &) ) AR EF 02142 PHElH) HE ~EDE
(22) QLA (FA)) 20133044259 300 3¢t E=9
A TFLA 2021906914 A g7t
(85) MAZAZLA 2021905414 n mjAFERA 23 02142 ABE A HE AEZE
(65) F/MHZ 10-2021-0059799 300 3¢t E=9
(43) &7NLA 2021305425 (R A=)
(62) 9= E3 10-2020-7021811 (74) d=gl
VELLA(=A) 2013'304€ 25 3E
A FA2E 20203082259
(86) =A|Z=YHSE  PCT/US2013/038218
(87) ZFAZ/NAZ WO 2013/163430
=AFALA 2018d10¥31L
(30) Oz\isqzﬂ
61/638 952 20121304€262 W= (US)
o] A2:)
(56) **637] ZAEF
US20080152661 Al
US08071291 B
02010081878 Al
US08106022 B
AR 7Y 5 F 43 & A BEE
(54) ¥Heo] W3 SERPINC1 i RNA ZAE 2 19 o]& H'4
(57) 8 ¢F
B oo RNA, o2 E9, o]F-7t B AH(dsRNA), Serpincl FAAES TAH o2 dl= ZAE 2 Serpincl
g g 59, d

of WS AAEr] 918 ol=|g iRNA, & E°], dsRNA, A= o]& W, 4 A Hoff, A&

S-S Zhe gAY xR Wl ek Aol
=/ - %1

orf o
gj, Hor® /&
K~ > ‘ (

TR g m g Bx
~ . | BMoR W
T<T°J §§ i o o et |
THT)T L& - T w1
= LT ‘s‘EAA/ HE

o / [ mugg =
5 CE o'l \.H
s TE
\\g LW 3~
w sy,
© £
o s %9
= 2o
» TP
: s et
b w2 w
N ]
&




S=S0 10-2375607

(52) CPC53] %5 (30) A3
CO7H 21/04 (2013.01) 61/669,249 20123079094 w]=-(US)
Y10S 530/828 (2013.01) 61/734,573 20121129072 1] =(US)
(72) =gzt 13/837,129 2013103¥152 W= (US)

E$ERE AT} o)z}
o3k wjA}EA EF 02142 BEER] HE REFE
300 3¢t Z o

XAH Y=

o3 wjA}EA EF 02142 BEER] HE REFE
300

Y2 2R/ E

o3 wjA}EA =T 02142 BEEA] HT REFE
300 3¢t] TR0

HezE Bdo|d

"l ufAEA =S 02142 B EA] HE 2EFE
300 3¥t] Z=29

ulo]d| 2 ml=€l

nla wjALEA =T 02142 ABEERA] A= REFE
300 3¢t T o

TN 8-~

nla wjALFEA =T 02142 ABEERA] A= 2EFE
300 3¢t TR0

FA WA ALEofu)gofut

nla wjALFEA =T 02142 ABEERA] A= 2EFE
300 3¢t] TR0

FA B ZIAEEE A,

u =k wALREA =T 02142 BEEA] HE 2EYE
300 3¢t] TR0

wl:3gk F-Ejo}

nla mARSEA 2T 02142 BHER] AE ~EFE
300 3¢t] TR0




S=50dl 10-2375607

g Al A
FrE
A+ 1
Az 7her 9 QFE Al 7hehs 238k o] F—7he A AH(dsRNA) R AR A,
7] QFElAl Zhere] SERPINCI mRNAO] tieh R/ 49 Estar, o7|A 7] dEA 99 A 5'-
UUGAAGUAAAUGGUGUUAACCAG-3" (W E 562) ZHE 37] o]ate] w2 QE| =7} Aoldt Holx 197]9 A% FF
doEEs ¥t
71 Az Zher g 7] QFEJAlA There]l 747 m Ao R 19 UlA] 2570 |QE]= Aojojn,
7] Az Jhere] AAA o RE FEHLEHE B 7] el vhee] AFAoR RE FEHLEET ¥

o
=
in

7] dsRNA #2171 Y=g F71E £8ste, ole-7Me gl R 4k(dsRNA) #A}.
AT 2

A 13kel A 8 ° = X4 5'-UUGAAGUAAAUGGUGUUAACCAG-3' (M5 562) ZH-F]
278 olste] U QB =TE Zold Aol 1970¢] A% wEU LB =S E3eh=, dsRNA 24t

2T% 3

A 13}

A 3 ' ~UUGAAGUAAAUGGUGUUAACCAG-3" (M EH T 562) ZH-H
170 olste] ‘I‘T":éLEﬂ_?_E]Eﬂ— Arolat Holw 197]9] Az

45
FEHLEHES T3, dsRNA 7).

A1l oA, 7] FRA F9e] wEULEE AE 5'-UUGAAGUAAAUGGUGUUAACCAG-3' (M EW 3 562)S X
ek, dsRNA 2.

A3 5

A4grol] QloiA, 7] AR 4ol wEHLHE MY 5'-UUGAAGUAAAUGGUGUUAACCAG-3' (M EW S 562)= ©
Fo] A=, dsRNA 4.

)

A7 6
A 18] oI, 7] dsRNA EA7F A9 5'-GGUUAACACCAUUUACUUCAA-3' (AW E 294)& ¥ &8l Al 7fet
9 A 5'-UUGAAGUAAAUGGUGUUAACCAG-3' (M dW 3 562)S E3381= QtEJAlA 7behe ¥331=, dsRNA 23},

A3 7

A1gel JoAA, F7] A= tee] BRE g LEE 9 A7) e A~ Jiee] BE gEHE =Y WyE
S QEI=2], dsRNA ##}.

%

A7 8

A7l ol , A7) Az 7hgol HE 5' - GfsgsUfuAfaCfaCfCfAfulfuAfcUfuCfadf - 3' (HEW3E 941)& *

geta A7) SHEJAlA 7heto]l ME 5 - usUfsgAfaGfuAfaAfugeUfgUfuAfaCfesasg - 3' (M EHE 960)S Egs}

o, 9714 a, ¢, g, € o 47 2'-0-HE (2'-0Me) A, C, G, ¥ UelaL; Af, Cf, Gf, 2 Uf& 747} 2'-2F
=

g, = U—
L2 A, C, G, 2 U0, s& EAXZE|QOE AF, dsRNA 3},



AT™ 9

Aggel AolA, EFF=7F dsRNA &2 Al 7hghe] 3" wrtke] AFAIO|ER =, dsRNA &4},

AT 10
A9&el JolA, =sk N-olE 2 EA (GalNAc) =490, dsRNA &4},
A3 11

A 103k Qo] A, dsRNA Bx7} 81718 E &8, dsRNA &%}
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A118kel] Aef A, dsRNA A7) sh7]e] Zalo] vrebd upel o] gzt=ol AFAIO|EE =, dsRNA A}

A7) Aol A, X 0 i S},

A+% 13

A28l oA, X7F 021 dsRNA A}

AT 14

Al1gell oA, ARA gol 19 W] 237) e LE= o2l dsRNA ¥4},

AT 15

A1l oA, Holx shfe] Zlgo] Hojx 1719 wEHLEE=e 3' W3 (overhang)S EF3l=, dsRNA

At

AT% 16

Al1g el gloix, Hojm shfe] shto] ol 279 wEFAUQE =] 31 WS Titehe,
AT 17

A1l ol A, EZF=7)F dsRNAS] A~ 7heke] 3' wke)] AFA O] ERE, dsRNA #4}.
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A7 18
A7 oA, ERPETF N-opAl D 22 EARR (GalNAc) Fri=A|Ql, dsRNA 4t
AT 19

A 188k 2loi A, dsRNA #27) 81718 X EslE, dsRNA £3}:
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AT 22

A1 WA A21d T o= & Foll 9lo]A, dsRNA EA7F ARFA FEIQl, dsRNA #A}.
7% 23

A13F WA A218 F o] 3 o 9ojA], dsRNA 217t 9 efel, dsRNA &4},

AT 24
A1 WA #2218 5 o= & o] dsRNA A1) oA fFaEH 9 gstqom FEHE gAE Ldes, AY
Yy = BE Foule] oA XAE Few ae QzF A AF 9 wE BY F9wol oty

Azasol gloiA, 47 eFsha myBol QA $F AF(PBS)E T, oFobH AT
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[0003]
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[0005]
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A4
273 53
A
273 54
A4
A7% 55
A
2 7% 56
A4
A% 57
AHA
X T% 58

AL

gige] 41y

7] & & of

#d &9

E E98 20129 49 260 9% vz E5 71EY HIE 61/638,952%, 2012 79 9Yd| EUH v]= 53
7IEY WE 61/669,249%, 2012 12€ 79l EUE "H 55 =Y W3S 61/734,573% 2 20139 3€ 15
doll &Y% vx 53 71EY HIT 13/837,12959] $AES T, 4] Y ZH7be] AA g Z
Az2 xEY)

Hl 4 7] &

Serpincle AW ZR2H oA A A (serine proteinase inhibitor; serpin) A#e] T4 Yolt}l. Serpincle
EZd 2 2F(coagulation) Al=Ele] tE A3} AH ZRyolx], o Sof, ox X, IX, XI, XII %
VI AA ek, olo] wel, o H FAAo=(cascade) S FZHdE FF ZREokA A AT (A=

=
o], = 1 #Z). Serpincl? 3}¢H g4
FIAM =] EA o3 F

QL'

I3h2, B EEWGERN(AD) B3] 942 F047E 7]

FaR2l=
AR e FHE S8 Folv FHI g Sa(clotting) 7t EA8= A3H(condition)e]th. o &
Eo], @982 AAe 9 $1 e $H 2d s &4d A4 284 Fd Fele aFolth. A &
$HE VA 3 AR VIIIY AYE Stsls EA X A -BE 4 Folloln, -1 Al#le] 80%el A
F3th, BY d9HE V|ed S A IXe ZAYE Futeles 94 X SAA-F" f-4 Hojo|tt. BY 94
& g9 Atglel U 209 AT, (8 e V)ed S AR X19 AoE FubelE AgAA #A
Fefolt). €Y 92 sl Edo] ofddl, ole oFAY MAE =3 F7HE 28& Hol7] wioltt

g J§
ddstel= A

s A AT A AR S WAL, B S0 A, AF B, 4T ATHAN A4 VI
o M FYor 2AY & dvh. 2et, U SgelAE aEolA ATHE WA Aol thstel A
(LA HAS, ol e, O S A4l G BEAG] AT, me, el AN FAE A

et x=dd 5 jiv.



[0006]

[0007]

[0008]

[0009]

[0010]

[0011]

[0012]

[0013]

[0014]

[0015]

[0016]

S=50dl 10-2375607

dE Eof, Az VIII ¥ 7]} &3 T97F AAA ] HRAS e Kz Mg A FHT
olvl, 28] AEE w9 ofHA ®ETE. @A, ol gidAdA E8E BFEA e Fde dEge 93
Z+-8-A) (bypassing agent)", & 5o}, AA] 3] &4 <A} 8(factor eight inhibitor bypass activit
FEIBA) 2 &3} A=3 <A} Vii(activated recombinant factor VII; rFVIla), &g udE, AL

Al 2 WS BE A EHE AREskE slolH, o] F o= Ak S g¥AolA] gk, wepA, A4 4
of, & 5o, WS b= didAd digk diA X 57} a9 ol H 8},

e
2
2
E)
rsi'

[

w9 dd T
wrge] 8ok
Serpincl 47| RNA ZM}%?J RVA-frie 5

vy 2
N A ZsE iRNA ZAHES

A<
&) = AoR F¥HE IS 2POH, g5 5o, =84 XJOH, l 01 g5 % e
gAlE A=EH7] 91k 2 el RNA 2AEC] o4 Wy 9 19 §E5 AFet).

GElA, 2 IHE Serpincle] THES A AT olF 7Y 2R ALH(dSRNA) S AlE gk,
o2 SEQ ID NO: 1¢] wEAHE=E A€ 3
N elste] wEHLEEI) Aoldt Aol 15719 A& wEUHLHEE ¥y, dEAls ZbE-2 SEQ ID NO: 5
o] FEHIEE Mgz J5te] wEAE =7 Adolst ol 15719 A& wEHLE=E E9sit).

o el < AR AR olF 7he 2R (dsRNA) S AlERTE. dsRNAE
Al 7k 3 OPFMV Vg 2@ee, QrEAl sbee i3, 4, 8, 11, 12, 14, 15, 20 ¥ 21 ¥ ol skt
of AAE A A F of= shube} 370 ofste] wEALE| =T Adoldh Aok 157]e] A& I EHE
= Tshs 4R 99E g

=

3 FEG) A, A D e AL 7eRS AD-50487.1, AD-50477.1, AD-50483.1, AD-50475.1, AD-50495.1, AD-
50476.1, AD-50499.1, AD-50478.1, AD-50489.1, AD-50501.1, AD-50507.1, AD-50484.1, AD-50515.1, AD-
50540.1, AD-50528.1, AD-50549.1, AD-50539.1, AD-50534.1, AD-50527.1, AD-50514.1, AD-50509.1, AD-
50529.1, AD-54944, AD-56813, AD-57205, AD-57214 R AD-57213, 2 3 3, 4, 8, 11, 12, 14, 15, 20 % 21
ZF o] it EAE ANG BE 5 A9 Holk 95%, 96%, 97%, 98% HEE 99% YT Ad F o= 3}
2 FAE ForRH Auxs 9SS £33 B odwo 54 pddolA, dsRNAE Hox dhuel wdd
TEIALEESE Xttt 3 fFdHdolx, ¥y FEYLEE F FHow sy 2'-0-WE WE
ZHeHE, ¥ FU2HE fFEA Ee ZURHE v 2
2RH Adudd, g2 FEdeA, vy wFU e
5 =, 7= (locked) ¥ Eﬂolﬂ‘:, =
FEALHE, REEYx 7EHLH

omyY dgg,

dsRNA9] Ar A oo Aol 177) FEFH L= Zo], 19 A 217 FFH e = Zo] = 197 w2

3 T oA, dsRNAY 7} 7}k 3070 ©]&te] FwEH QL EE ZAolo|t},
dsRNA®] Aojm shte] 7hghe AHolw o] wEHLEE EiE Aok 279 wEHLE= 3 v
(overhang)S ¥33F 4= 9t}.

574 FdololA, dsRNAE it=E F7hR xgeth. g FddolA, k=i dsRNA9] Al shehe] 31 o]
A5 Aol EF T},

AR FHN A, BEE 27h B 37 B4 GAS Fal A s o] 49l N-opAR 2 EA (GalNAc) F
=Aeltt. 5A FddolA, gi=s



[0017]
[0018]

[0019]
[0020]

[0021]
[0022]

[0023]

[0024]

[0025]

[0026]

[0027]

[0028]

[0029]

S=S0l 10-2375607

A Pl A, RNAL ZEAlE S

oy

hea

NG
B
B

O F@IM, R A8AE 719 w4l vhehdl uks} o] gk AF el = etk

A7) Aol A | XE 0 T So|t}.

gk FEAA A, dsRNAS] drAd d9& 1 3, 4, 8, 11, 12, 14, 15, 20 ¥ 21 T o= sl <telAlx A
ZF ShiE A",

o2 Fddo A, dsRNAE = 3, 4, 8, 11, 12, 14, 15, 20 2 21 & ojx 3} AERRE MdxE= A
bt Ad® Y Alx vbe, 2% 3, 04, 8, 11, 12, 14, 15, 20 2 21 F o] e AIREE Auds
SHEJAl 2~ MEZ A% Al 7hee XS,

2 oA, E ubg e W dhgo] (sRNAE S-Sl AlEE AlFS)

T gE JgHolA, & #HHE dsRNAQl Aok st rteS Jd3dsie WEHE AT, o97]A, dsRNAE
Serpincls& Q1A= mRNAA Holm AdHo] digh AuA S T3, dsRNAE 3070 ol3te] A7 Zo]
o™, dsRNAE HuhS $18] mRNAE XA o2 3o,

rsL‘

ARA g Holr 157 wEUQEE o] T 19 UAX 217 FEHLEE dold 4 Q).

kel FEjol A, & e dsRNA9] Hojx e JleE Q1EYstE HEHE X s AXE AFTsi, o7
], dsRNAE Serpincle UAEYSHE mRNAS] Hojm= UXof 3t HRA Jd98 ¥8sla, dsRNAE 307] ©]shel
A7 dolola, dsRNAE S $3] mRNAS ¥FH o2 3},

A SFEjoll A, B dlmo K ubo] dsRNA By WEE X EEE Serpincl FAAe] @A S oJAlstr] 93k oksk

o
o =
A 2H=s AEd.

_10_



[0030]

[0031]

[0032]

[0033]

[0034]

[0035]

[0036]

[0037]

[0038]

[0039]

[0040]

[0041]

gk FAAol A, FEHA 2dES A AF, odF 0], NC3, SNALP = XIC AFS F71= EFelry.

e FEfol A, E e A Eo| M9 Serpincl BH A WHES AlFIch. V] WHE AEXE B duo
dsRNA T=E WEl e} AE2A7)]E= dA, @ BAPHE AEESE Serpincl A2 mRNA AALE ] BalS FE5&=d =
3k AIZE B FAAA, ool gall, MEddA Serpincl FHAY HES JAEE GAE XTI

ATE oA, oF o, A WA, AF Fol, FAY AN, B Hol, B9 %; Y A% hA

oA, Serpincl WL Hojx ¢F 30%, Hoj% oF 354, Ho]x oF 40%, Mok oF
oF 55, Aojx ok 60%, Ho]% ok 65%, Ho]® <k 70%, FHolx= <k 75%, FHo|lx
ok 85%, Aol ok 90%, Ho]x oF 914, HojE ¢k 924, HolE ok 93%, Ho]k oF 94%, H o]
T ok 96%, HolE ok 97%, A o]& oF 98% T Hol: ok 99971 A H T},

= oF 95%, %
T2 dEoA, B e Serpincl WY FAR FHE AL Ao, dE B0, A Hof, = Eof, &
FHS Z2E g3AY A5 BHS ATt AV He X84 fade] B oUWl dsRNA B HEHE i
Ao A Folste], olo & WAAE AR dAE L)
 FefolA, E LS Serpincl R FAE FIE AL Fol, dF 59, ¢S ze= gAY FH
& st T (symptom), dE B0, 9 oW WHS ATt 7] BHS A5H FaEaHY iRNA, 4
S 59, E ¥H9 dsRNA E=E HEHE dIdA A FoAste], olo] 93, Serpincl ¥ AR aE IS
el & 2t gdAdA o= st S-S dwste dAE g3
A7) Folls A Ao, oE Bo], d9¢Hd & Ay

A 2o dsRNAS] ol do) gare] F7F Y/HEE Serpincl ©¥E wE gl/ms HH o) 3

oot
flijet

v
Or‘
o

N o2
o 2
o >

e

T&Ado| A, dsRNAE o2 S0}, dsRNAY] A 7ol 3 -wdoA]  g7t=o] AFA o EHT. 3
Tl A, 7t== N-opE e EA (GalNAc) Aot}

B Lol A, dsRNAE 9F 0.01 mg/kg WA <F 10 mg/kg, = £, <F 0.05 mg/ke WA <F 5 mg/kg, <F
0.05 mg/kg WA °F 10 mg/kg, °F 0.1 mg/kg WA °F 5 mg/kg, °F 0.1 mg/kg WA °F 10 mg/kg, °F 0.2 mg/kg
WA oF 5 mg/kg, <F 0.2 mg/kg WA F 10 mg/kg, F 0.3 mg/kg WA 2F 5 mg/kg, <F 0.3 mg/kg WA <F 10
mg/kg, °F 0.4 mg/ke WA <F 5 mg/kg, °F 0.4 mg/kg WA °F 10 mg/ke, °F 0.5 mg/ke WA <F 5 mg/kg, °F
0.5 mg/kg WA °F 10 mg/kg, <F 1 mg/kg WA °F 5 mg/ke, °F 1 mg/ke WA <F 10 mg/kg, °F 1.5 mg/kg WX
°F 5 mg/kg, °F 1.5 mg/kg WA <F 10 mg/ke, <F 2 mg/kg WA <F 2.5 me/kg, °F 2 mg/ke WA <F 10 me/ke,
F 3 mg/kg WA <F 5 mg/kg, °F 3 mg/kg WA °F 10 mg/kg, °F 3.5 mg/ke WA °F 5 mg/kg, °F 4 mg/kg WA
F 5 mg/kg, °F 4.5 mg/kg WA °F 5 mg/kg, °F 4 mg/ke WA °F 10 mg/keg, °F 4.5 mg/kg WA °F 10 mg/ke,
F 5 mg/kg WA °F 10 mg/kg, °F 5.5 mg/ke WAl °F 10 mg/kg, °F 6 mg/kg WA °F 10 mg/ke, °F 6.5 mg/kg
2 ¢k 10 mg/kg, °F 7 mg/ke WA °F 10 mg/kg, °F 7.5 mg/ke WA °F 10 me/kg, °F 8 mg/kg WA <F 10 mg/
kg, °F 8.5 mg/kg WA °F 10 mg/kg, °F 9 mg/kg WA °F 10 mg/kg = F 9.5 mg/kg WA F 10 mg/kee] &%
o7 Folgth, A ghol gk T3] gk 2 WelE m3k B owwe] ARl Aow omHr).

& Lo, dsRNAE 9F 0.01, 0.02, 0.03, 0.04, 0.05, 0.06, 0.07, 0.08, 0.09, 0.1, 0.2, 0.3, 0.4, 0.5,
0.6, 0.7, 0.8, 0.9, 1, 1.1, 1.2, 1.3, 1.4, 1.5, 1.6, 1.7, 1.8, 1.9, 2, 2.1, 2.2, 2.3, 2.4, 2.5, 2.6,
2.7, 2.8, 2.9, 3, 3.1, 3.2, 3.3, 3.4, 3.5, 3.6, 3.7, 3.8, 3.9, 4, 4.1, 4.2, 4.3, 4.4, 4.5, 4.6, 4.7,
4.8, 4.9, 5, 5.1, 5.2, 5.3, 5.4, 5.5, 5.6, 5.7, 5.8, 5.9, 6, 6.1, 6.2, 6.3, 6.4, 6.5, 6.6, 6.7, 6.8,
6.9, 7, 7.1, 7.2, 7.3, 7.4, 7.5, 7.6, 7.7, 7.8, 7.9, 8, 8.1, 8.2, 8.3, 8.4, 8.5, 8.6, 8.7, 8.8, 8.9,
9, 9.1, 9.2, 9.3, 9.4, 9.5, 9.6, 9.7, 9.8, 9.9 =¥ ¢ 10 mg/kg?] &F o7 TolE = v}, AFH 3t
ek F7he] 7k 2 HeE E3 2 i) dRQl o omHr.

2 FEdo A, dsRNAE 2F 0.5 WA 9F 50 mg/kg, F 0.75 WA <F 50 mg/kg, <F 1 WA <F 50 mg/mg, <F
1.5 WA ¢F 50 mg/kb, °F 2 WA <F 50 mg/kg, °F 2.5 WA °F 50 mg/keg, °F 3 WA °F 50 mg/ke, <F 3.5 U
A 9k 50 mg/keg, F 4 WA °F 50 mg/keg, °F 4.5 WA °F 50 mg/kg, °F 5 WA °F 50 mg/kg, °F 7.5 WA <F
50 mg/kg, °F 10 WA ¢F 50 mg/kg, °F 15 WA <F 50 mg/kg, °F 20 WA <F 50 mg/kg, °F 20 WA <F 50 mg/
kg, °F 25 WA °F 50 meg/keg, <F 25 WA °F 50 mg/keg, <F 30 WU1A] °F 50 mg/keg, <F 35 WlA] °F 50 mg/keg, <F
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[0042]

[0043]

[0044]

[0045]

[0046]

[0047]

S=54dl 10-2375607

40 WA ¢k 50 mg/kg, °F 45 WA °F 50 mg/kg, °F 0.5 WA °F 45 mg/kg, °F 0.75 WA °F 45 mg/ke, °F 1 W
Al ok 45 mg/mg, °F 1.5 WA °F 45 mg/kb, °F 2 WA °F 45 mg/kg, °F 2.5 WA °F 45 mg/kg, °F 3 WA oF
45 mg/kg, ©F 3.5 WA °F 45 mg/kg, F 4 WA °F 45 mg/kg, °F 4.5 WA °F 45 mg/ke, °F 5 WA ¢k 45 mg/
kg, F 7.5 WA °F 45 mg/keg, °F 10 WA °F 45 mg/ke, °F 15 WA oF 45 mg/kg, °F 20 WA °F 45 mg/ke, oF
20 WA °F 45 mg/kg, °F 25 WA °F 45 mg/kg, °F 25 WA oF 45 mg/kg, °F 30 WA °F 45 mg/kg, °F 35 WX
oF 45 mg/kg, °F 40 WA °F 45 mg/kg, °F 0.5 WA F 40 mg/kg, °F 0.75 WA F 40 mg/kg, < 1 WA F 40
mg/mg, °F 1.5 WA °F 40 mg/kb, °F 2 WA ©F 40 mg/kg, °F 2.5 WA oF 40 mg/ke, °F 3 WA °F 40 meg/ke,
oF 3.5 WA °F 40 mg/kg, °F 4 WA °F 40 mg/kg, <F 4.5 WX <F 40 mg/kg, &F 5 WA F 40 mg/kg, °F 7.5
WA °F 40 mg/kg, °F 10 WA ©F 40 mg/kg, °F 15 WA °F 40 mg/kg, °F 20 WA °F 40 mg/keg, °F 20 WA °F
40 mg/kg, °F 25 WA °F 40 mg/kg, °F 25 WA °F 40 mg/kg, °F 30 WA °F 40 mg/kg, °F 35 WA °F 40 mg/

kg, <F 0.5 WA
ok 2 WA °F 30
= ¢F 30 mg/kg,
30 mg/kg, °F 15
kg, < 0.5 WA
oF 2 WA °F 20
A ¢F 20 mg/kg,

°F 30 mg/kg, °F 0.75 WA °F 30 mg/ke, <F 1 WA °F 30 mg/mg, F 1.5 U1A] <F 30 mg/kb,
mg/kg, °F 2.5 WA °F 30 mg/kg, °F 3 WA °F 30 mg/kg, °F 3.5 WA °F 30 mg/kg, °F 4
°F 4.5 WA °F 30 mg/ke, °F 5 WA °F 30 mg/ke, °F 7.5 WA °F 30 mg/ke, °F 10 WA °f
WA oF 30 mg/kg, °F 20 Wi# °F 30 mg/kg, °F 20 WA °F 30 mg/kg, °F 25 WA °F 30 mg/
°F 20 mg/kg, °F 0.75 WA °F 20 mg/kg, o 1 W= °F 20 mg/mg, F 1.5 WA °F 20 mg/kb,
mg/kg, °F 2.5 WA °F 20 mg/kg, °F 3 WA °F 20 mg/kg, °F 3.5 WA °F 20 mg/kg, °F 4 ]
°F 4.5 WA °F 20 mg/kg, °F 5 WA °F 20 mg/kg, °F 7.5 WiH °F 20 mg/kg, °F 10 WA oF

20 mg/ke W OF 15 WA F 20 mg/kee] SO Folurh. AT ol T FaAe @t % WAE e ¥
Wl Qe Aoz e wur,

dE B9, A= X5H] iRNA, olE E9], ¢ 0.5, 0.6, 0.7. 0.8, 0.9, 1, 1.1, 1.2, 1.3, 1.4, 1.5,
1.6, 1.7, 1.8, 1.9, 2, 2.1, 2.2, 2.3, 2.4, 2.5, 2.6, 2.7, 2.8, 2.9, 3, 3.1, 3.2, 3.3, 3.4, 3.5, 3.6,
3.7, 3.8, 3.9, 4, 4.1, 4.2, 4.3, 4.4, 4.5, 4.6, 4.7, 4.8, 4.9, 5, 5.1, 5.2, 5.3, 5.4, 5.5, 5.6, 5.7,
5.8, 5.9, 6, 6.1, 6.2, 6.3, 6.4, 6.5, 6.6, 6.7, 6.8, 6.9, 7, 7.1, 7.2, 7.3, 7.4, 7.5, 7.6, 7.7, 7.8,
7.9, 8, 8.1, 8.2, 8.3, 8.4, 8.5, 8.6, 8.7, 8.8, 8.9, 9, 9.1, 9.2, 9.3, 9.4, 9.5, 9.6, 9.7, 9.8, 9.9,
10, 10.5, 11, 11.5, 12, 12.5, 13, 13.5, 14, 14.5, 15, 15.5, 16, 16.5, 17, 17.5, 18, 18.5, 19, 19.5,
20, 20.5, 21, 21.5, 22, 22.5, 23, 23.5, 24, 24.5, 25, 25.5, 26, 26.5, 27, 27.5, 28, 28.5, 29, 29.5

30, 31, 32, 33, 34, 34, 35, 36, 37, 38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 438, 49 F+= °F 50 mg/kgo]
Fol® & glrh. AFE ol o Fel @ R WAE EP B owge] dvel Aow drdr,

6% o], Ygrd] AFACIER dsRVAL F 18] Ei= 9 28 Aol Feld 4 gt

e el A, 2 wwe dAelA Serpincle] WHC] oAl WS ATACh. ) PHe AmH FAPY
© W) R M E Qe g, ole] oal, AL Serpincle] BAE AGE BAL
EA S

@ FdaolA, dsRNAE GlE Hol, dsRVAS] Al sbehel 3-wgeld elztmel AFAol=dd. @

TG A, FEE N-olAd A EA (GalNAc) FE A o|t}.

3 Aol A, dsRNAE F 0.01 mg/kg WA oF 10 mg/kg, A& E°1, <F0.05 mg/kg WA <F 5 mg/kg, °F 0.05
mg/kg WA °F 10 mg/ke, ©F 0.1 mg/kg WA °F 5 mg/kg, °F 0.1 mg/kg WA °F 10 mg/keg, °F 0.2 mg/kg WA
°F 5 mg/kg, ©F0.2 mg/kg WA °F 10 mg/ke, ©F 0.3 mg/ke WA °F 5 mg/ke, ©F 0.3 mg/kg WA °F 10 me/ke,
°F 0.4 mg/kg WA °F 5 mg/ke, °F 0.4 mg/kg WA °F 10 mg/kg, °F0.5 mg/ke WA °F 5 mg/kg, °F 0.5 mg/kg
WA ok 10 mg/keg, °F 1 mg/ke WA °F 5 mg/ke, ©F 1 me/ke WX °F 10 me/kg, ©F 1.5 mg/ke WA °F 5
mg/kg, °F 1.5 mg/kg WA °F 10 mg/kg, °F 2 mg/ke WA ¢F 2.5 mg/kg, °F 2 mg/keg WA ¢F 10 mg/ke, °F
mg/kg WA °F 5 mg/kg, °F 3 mg/kg WA °F 10 me/kg, °F 3.5 me/ke WA °F 5 mg/ke, ©F 4 mg/ke WA 9
mg/kg, °F 4.5 mg/ke WA °F 5 mg/kg, °F 4 mg/kg WA °F 10 mg/kg, °F 4.5 mg/ke WA °F 10 mg/kg,
mg/kg WA °F 10 mg/ke, °F 5.5 mg/kg WX °F 10 mg/ke, °F 6 mg/kg WA °F 10 mg/ke, °F 6.5 mg/kg WA
°F 10 mg/kg, °F 7 mg/kg WA °F 10 mg/kg, °F 7.5 mg/ke WA °F 10 me/kg, °F 8 mg/ke WA °F 10 me/ke,
°F 8.5 mg/ke WA °oF 10 mg/ke, °F 9 mg/kg WA °F 10 mg/ke =+ °F 9.5 mg/kg WA °F 10 mg/kgd] &FO=
FoJeth, g gholl digh Sk g B M E we 2 3ol gdRel ZloR orgr),

ol Eo], dsRNA®= ¢F 0.01, 0.02, 0.03, 0.04, 0.05, 0.06, 0.07, 0.08, 0.09, 0.1, 0.2, 0.3, 0.4, 0.5,
0.6, 0.7, 0.8, 0.9, 1, 1.1, 1.2, 1.3, 1.4, 1.5, 1.6, 1.7, 1.8, 1.9, 2, 2.1, 2.2, 2.3, 2.4, 2.5, 2.6,

™

3
5
5
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[0048]

[0049]

[0050]

[0051]

[0052]

S=S0 10-2375607

2.7, 2.8, 2.9, 3, 3.1, 3.2, 3.3, 3.4, 3.5, 3.6, 3.7, 3.8, 3.9, 4, 4.1, 4.2, 4.3, 4.4, 4.5, 4.6, 4.7,
4.8, 4.9, 5, 5.1, 5.2, 5.3, 5.4, 5.5, 5.6, 5.7, 5.8, 5.9, 6, 6.1, 6.2, 6.3, 6.4, 6.5, 6.6, 6.7, 6.8,
6.9, 7, 7.1, 7.2, 7.3, 7.4, 7.5, 7.6, 7.7, 7.8, 7.9, 8, 8.1, 8.2, 8.3, 8.4, 8.5, 8.6, 8.7, 8.8, 8.9,
9, 9.1, 9.2, 9.3, 9.4, 9.5, 9.6, 9.7, 9.8, 9.9 T ¢k 10 mg/kg?] &F o8 FTol=mk £ v}, AFH 7t
ek Fzkel gk 2 WeE me 2 odge] ARl oz o),

g FddolA, dsRNAE °F 0.5 WA °F 50 mg/kg, °F 0.75 WA °F 50 mg/kg, °F 1 WA °F 50 mg/mg, °F
1.5 WA °F 50 mg/kb, <F 2 WA <F 50 mg/keg, °F 2.5 WA °F 50 mg/kg, F 3 WA <F 50 mg/kg, <F 3.5 W
A °F 50 mg/kg, °F 4 WA °F 50 mg/kg, °F 4.5 WA °F 50 mg/kg, °F 5 WA °F 50 mg/kg, °F 7.5 WA °f
50 mg/kg, °F 10 Wix| °F 50 mg/kg, °F 15 WA F 50 mg/keg, °F 20 WA oF 50 mg/kg, °F 20 WA °F 50 mg/
kg, oF 25 WA °F 50 mg/kg, °F 25 WA °F 50 mg/kg, °F 30 WA °F 50 mg/kg, °F 35 WA °F 50 mg/kg, °F
40 WA °F 50 mg/kg, °F 45 WA °F 50 mg/kg, °F 0.5 WA °F 45 mg/kg, °F 0.75 WX oF 45 mg/kg, °F 1 W
A oF 45 mg/mg, °F 1.5 WA °F 45 mg/kb, °F 2 WA °F 45 mg/kg, °F 2.5 WA °F 45 mg/kg, °F 3 WA oF
45 mg/kg, °F 3.5 WX oF 45 mg/kg, °F 4 WA °F 45 mg/kg, °F 4.5 WA oF 45 mg/kg, °F 5 WA °F 45 mg/
kg, °F 7.5 WA oF 45 mg/kg, °F 10 WA F 45 mg/kg, °F 15 W*| oF 45 mg/kg, °F 20 W= °F 45 mg/kg, °F
20 WA °F 45 mg/kg, °F 25 WA °F 45 mg/kg, °F 25 WA oF 45 mg/kg, °F 30 WA °F 45 mg/kg, °F 35 WX
oF 45 mg/kg, F 40 WA <F 45 mg/kg, <F 0.5 A oF 40 mg/kg, <F 0.75 WA F 40 mg/kg, F 1 WA <F 40
mg/mg, °F 1.5 WA °F 40 mg/kb, °F 2 WA ©F 40 mg/kg, °F 2.5 WA °F 40 mg/ke, °F 3 WA °F 40 meg/ke,
ok 3.5 WA oF 40 mg/kg, °F 4 WA °F 40 mg/kg, <F 4.5 WX <F 40 mg/kg, &F 5 WA <F 40 mg/kg, °F 7.5
WAl ok 40 mg/kg, °F 10 WA °F 40 mg/ke, °F 15 WA F 40 mg/kg, °F 20 WA ¢F 40 mg/keg, ¢F 20 WA oF
40 mg/kg, °F 25 WA °F 40 mg/kg, °F 25 WA °F 40 mg/kg, °F 30 WA °F 40 mg/kg, °F 35 WA °F 40 mg/
kg, °F 0.5 WA 2F 30 mg/kg, °F 0.75 WA <F 30 mg/kg, °F 1 WA 2F 30 mg/mg, °F 1.5 WA <F 30 mg/kb,
oF 2 WA oF 30 mg/kg, °F 2.5 WA °F 30 me/kg, ©F 3 WA °F 30 me/kg, ©F 3.5 WA °F 30 me/kg, ©F 4 Wi
Al °F 30 mg/ke, ©F 4.5 WA °F 30 mg/kg, °F 5 WA °F 30 mg/ke, ©F 7.5 WA °F 30 me/kg, °F 10 WA °F
30 mg/kg, °F 15 W] °F 30 mg/kg, °F 20 WX °F 30 mg/kg, °F 20 WA °F 30 mg/kg, °F 25 WA °F 30 mg/
kg, °F 0.5 WA 2F 20 mg/kg, <F 0.75 WA <F 20 mg/kg, °F 1 WA 2F 20 mg/mg, <F 1.5 WA <F 20 mg/kb,
oF 2 WA oF 20 mg/kg, °F 2.5 WA <F 20 mg/kg, <F 3 WA oF 20 mg/kg, <F 3.5 A oF 20 mg/kg, F 4 W
Al °F 20 mg/keg, ©F 4.5 WA °F 20 mg/kg, °F 5 WA °F 20 mg/ke, ©F 7.5 WA °F 20 me/kg, °F 10 WA °F
20 mg/kg = oF 15 WA °F 20 mg/keo] &R FojHth. AFH gl o FHe] @ H HAE =g 2
wrgo] gyl Ao oiHr),

A5 Eof, A= A& EZFS] iRNA, d& 59, ¢F 0.5, 0.6, 0.7. 0.8, 0.9, 1, 1.1, 1.2, 1.3, 1.4,
1.6, 1.7, 1.8, 1.9, 2, 2.1, 2.2, 2.3, 2.4, 2.5, 2.6, 2.7, 2.8, 2.9, 3, 3.1, 3.2, 3.3, 3.4, 3.5,
3.7, 3.8, 3.9, 4, 4.1, 4.2, 4.3, 4.4, 4.5, 4.6, 4.7, 4.8, 4.9, 5, 5.1, 5.2, 5.3, 5.4, 5.5, 5.6,
5.8, 5.9, 6, 6.1, 6.2, 6.3, 6.4, 6.5, 6.6, 6.7, 6.8, 6.9, 7, 7.1, 7.2, 7.3, 7.4, 7.5, 7.6, 7.7,
7.9, 8, 8.1, 8.2, 8.3, 8.4, 8.5, 8.6, 8.7, 8.8, 8.9, 9, 9.1, 9.2, 9.3, 9.4, 9.5, 9.6, 9.7, 9.8,
10, 10.5, 11, 11.5, 12, 12.5, 13, 13.5, 14, 14.5, 15, 15.5, 16, 16.5, 17, 17.5, 18, 18.5, 19, 19.
20, 20.5, 21, 21.5, 22, 22.5, 23, 23.5, 24, 24.5, 25, 25.5, 26, 26.5, 27, 27.5, 28, 28.5, 29, 29.5,
30, 31, 32, 33, 34, 34, 35, 36, 37, 38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49 TE <F 50 mg/kgo)
Fold & k. Axd dholl digh S0 @ 2 HAE Te 2 o] 4Rl o R JEgrt.
o]

© N 01 W =

ol & 5o, zt=d AFAIOlEH dsRNAE Aol A 5 13 E+= 9 23] Fod 5 U,

T OE FHA, 2 2y 1 dye] S sty 9%k 7EE AlEsth. 3 FddoA], 2 UEe A
XA Serpincl o] HAE AASH7] gt FAFY olF JME RNAL ZEA9} MEE HFALOZHN A
XA Serpincly TS AAlet= WHES TS S JEE AT, V] E= RNAL FEA] D o] &5
st XA, 4 =2, RNAL FEAE ddAANA T3ty g s EEsit

e 7tg3 4

T 12 89 & AMaAel=e st

T 2a @ % 2bE 3E7]E iRNAQl ©rle] Fo] o Hep3B AMEZoA 9 Serpincl BEE AAE RAFE Y=
o|t}.
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S=50dl 10-2375607

% 3a ¥ & 3b¥ AD-50509 HEi= AD-19559] LNP A|EF e x7]E wpel ZE wde] Fo] 3of (D-1 whg-2e A9
Serpincl mRNA(a) % @A (b) HdHo AAE HoF+= g Xolb.

% 4a ¥ % 4bT AD-50509 HE AD-19559] LNP Alge] ©de] 1 mg/kg T 9 (D-1 vh-2=9]4 <] Serpincl
mRNA(a) 2 A (h) Bae] oA 7|7HS HolFe T Zoltl. & de= AD-50509 X AD-19552] LNP A& 9
dde) 1 mg/kg Fo] 39 (D1 w}9-2oA9) Serpincl &4 2 Serpincl @A o] oAE HoFE gz
o]t}.

= 5% GalNAco] AFACIER %7]|¥ iRNAY w9l 10 mg/kg Fo 9 Serpincl mRNA 2 whalza =30 Y-
t}2(knock-down) W82 HolFE I8 Xolt},

= 62 GalNAcol AFACIEH AD-549442] o] 5 mg/kg, 10 mg/kg, 25 mg/kg, 50 mg/kg 2 75 mg/kg Fo,
2 5%5 mg/kge] WHE Fof Fo] (57BL/6 vl9-20l 49 Serpincl T W] AAE HoF= Lo,

T 7a 2 & 7bE GalNAc ATFACEH AD-549449] C57BL/6 wl9-2=0)| 4 9] Serpincl ©¥ld =& o] oz 7|7k
ek HHE-Fojo] JEs HAFE T xo|r).

= 8 %2 & 9% GalNAc AstAIo|EE AD-549447} 04 57BL/6 up9-~o| A 9] Serpincl THE WEHo] &3
(s lencmg) 71kl Wigk #7]E 28-Fo] 8] @S BolFe agzen,

% 10a ¥ = 10b¥& ®7]E GalNAcoll ZFAlolE® iRNASl 9] 10 mg/keg(a) H¥ 3 me/ke(b) Fol $9
Serpincl @A 5] HY-th WSS HolFE I¥xo|t).

118 %715 GalNAcol AFACIER iRNAS] w9l 10 mg/kg =& 3 mg/kg Fo] T2 Serpincl @& =
WESS HAFE g o),

Lo i
i
|
v}
Hot

L 125 #7149 GalNAcol AFACIESR iRNAY T 9] 10 mg/ke X 3 mg/kg T 9| Serpincl A9 Y-t}
& MEES HAFE zaﬁiolv}.
&= 132 AD-572139] @] Folo ik Fof JFF WS BolFE Lol

T 4e A 894 npeold dde 1 mg/kg, 3 mg/ke ETE 10 mg/kge] Fo] Fol, AD-57213% ARSI
Serpincl®] 53} 717+S HolFE g zot),

T 15% AD-572139] ©¥ <] 30 mg/kg, 10 mg/ke, 3 mg/kg, 1 mg/ks % 0.3 mg/ks £ F C57BL/6 w}-§-2=9
A1e] Serpincl mRNA @] JAE HolF= Lot}

% 16a WA = 16cE #7149 viep 22 oo Fo $9] AD-57213(a), AD-57205(b) 2 AD-57214(c) & AFE-3t
Serpincl®] 53} 717FS HolFE g Zot),

T 19% GalNAc 7&%71101‘5 AD-572130] fFof¥l C57BL/6 mh-2=0ll 4 €] Serpincl whulzd 2k e] 3
535} 713kl dig 27]dE £E-F S HolFE ¥ zolt},

2
T 202 HAt FAFolAL Serpincl @A o] 77k didt wU]E SFgE T Fo 2399 JIgS

o2

E 218 H|RIZE FGFFoNA 2] Serpincl @A W& o] 7|7k w3k GalNAcol ZAFAIC|ER AD-572139] ©@d F
o] 2399 Jas HolFE g Zolr),

% 22%F WAt FAFolAL Serpincl ©A o] 77k didk ®UE SFgE T Fo 2399 JIgS

232 HIQIRE FAFAAA ] dF FEFH (Serpincl) ol ik shgh= AD-572139] @ Folo] JEFS B

% 24a WA & 24de= vAZF FAFOAA EH FEFH (Serpincl) v I3 G EEN 5 d¢ W
3} 7re] #AAe] stk a) 1 me/kg, b) 3 mg/ke, ¢) 10 mg/ke 2 d) 30 mg/kege] FIFE AD-572139] o] Fof
o] JEgS HAFE Tgzo|tt, 33 EFHIY HS ®sE o)A y-H(FA)d EAIE o, FEEFH A
O e Ak y-F (Sl B Ut

= 255 A FEZW(Serpincl) FE3LY] SR A ¥z o] wj4: W3l FrEA AD-572139] F¥S B
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[0053]

[0054]

[0055]

SE=50l 10-2375607

T g xol),

T 262 ¥ X 26b BIATE FGAFAA @ FEFH ol dld Serpincl siRNAS] ths-83F FJ(0.5 mg/kg
aw, 1 mg/kg q2w, 1.5 mg/kg qw, 3 mg/kg q2w)e] WS HoFE= Tgxol, HolHAL I HT S YeR
i, oAk sl #E JAE YERAIT(N=3). (aw = F9EE q2w = 450k,

= 27a ¥ = 27bx H)CI7F GAFolA Y Serpincl IE3O F37 QS HoFE g Zo|t),

% 28ax wAd® #HolA £AH(microvessel laser injury) ¢ a3 EF o] )t Serpincl HAE3}e] JdF
S HoFE agxolt. agxe BE VPR S 2REHY S gs HolFEd.

T 28be WAEH ol &4 o FEA FFo gt Serpincl HESFO] JITES BT agzo|tt. 1)
T BE IR o2 He 1 s RAE

mlo
T
g
N
rir
H
=

T 29v A Ak gAe A AP skE s3hE AD-572139] Fo] $9] Serpincl®] HE3S}e] 7]7F

% 30a= & Al¥dl2~(Homo sapiens) AZ2F FEJTHA| JAA|, AST C(FEEH), 14 ‘%_J 1(SERPINC1) 9]
FYQE= AHHE(SEQ ID NO: 1)& HolFH; = 30bx w77 E2Feb(Macaca mulatta) AE2F HETHA] A A,
AZT C(FEEN), 749 1(SERPINC1) o] wEHLEI= A<E(SEQ ID NO: 2)& HoF11; = 30ce T2 F=

ZFF2(Mus musculus) A (EE A|2HQA) FETA AAA, AET C(FEEH), +A4Y l(Serplncl)J SRt
YL El=E ME(SEQ ID NO: 3)S HoFH; = 30de @52 =2H|X|F A~ (Rattus norvegicus) A2 HE]DPXﬂ

AAA, AT C(FEEH), AL 1(Serpinc)d FEFULE|= HA(SEQ ID NO: 4)& ihoL, 30e=
SEQ ID NO: 1¢9] 9 AR E(SEQ ID NO: 5)& RolFm; = 30f SEQ ID NO: 29 9 AR E(SEQ ID NO: 6)& K
o]Fa1; & 30g: SEQ ID NO: 394 o ARE(SEQ ID NO: 7)& ®AFH; = 30hi= SEQ ID NO: 49 o ARE
(SEQ ID NO: 8)2 HAF1; = 30it odrHed A24A NIS-8F HFE|=, RFGF2] o}vn]:=2t A <G (SEQ ID NO:
9); Al A1 RFGF f-AFA9] olm =2k A QG (SEQ ID NO: 10); HIV Tat @A o] olmx=2k A (SEQ ID NO: 11);
=243} ote|uHt]ol(Drosophila Antennapedia) @A 2] ojw Ak AH(SEQ ID NO: 12); H oAjHel =
B =-7]9ke] de7l53t A4 7] (Peptide-based Cleavable Linking Group)d] o}m:=AF A gS HolFEr},

3lbe FEFH 47 Add delA dab IX-udd A3 A EEW WS S7HI7I=

“1Ef ol

la %

=A 8

e K

s H
o ..

gy At et A &
A% A

E @ e Serpincl AR RNA AAFE 9] RNA-F = H53F EEA(RISC) -/l deS x#3F= iRNA FA4E
A F-3ke}k. Serpincl %241} AE, A= Eof, oA,

= AE B0, Az W] AE o &A1 F At
w3 E @S Serpincl AR HAE AL/ A Serpincl AR WO oA wE AR FHE
BE Foll, dE B, 284 Foll, dE 5o, S Z2e ddAE A= A, 2 dPe] iRNA 24
9] o8 WS ATt 2 WL Serpincl FAAFe] HH| oA T AR BHE S Hof, dE &
of, 284 Aell, & B, ¢S 2= ddAdA Y Aok dhe] T4, dE B0, 289 o Y
o Algsch

Woubg o] iRNAE oF 3070 olate] FEUQEE o], oE o], 15 WA 30, 15 WA 29, 15 WA 28, 15
2 27, 15 WA 26, 15 WA 25, 15 WA 24, 15 WA 23, 15 WA 22, 15 WA 21, 15 WA 20, 15 WA 19
15 W= 18, 15 WA 17, 18 W#] 30, 18 WA 29, 18 W= 28, 18 WA 27, 18 WA 26, 18 WA 25, 18 WX
24, 18 WA 23, 18 WA 22, 18 WA 21, 18 WA 20, 19 WA 30, 19 WA 29, 19 WA 28, 19 WA 27, 19
WAl 26, 19 WA 25, 19 WA 24, 19 WA 23, 19 W= 22, 19 WA 21, 19 W= 20, 20 WA 30, 20 WA
29, 20 W= 28, 20 WA 27, 20 WA 26, 20 WA 25, 20 WA 24,20 WA 23, 20 WA 22, 20 WA 21, 21
WAl 30, 21 WA 29, 21 WA 28, 21 WA 27, 21 WA 26, 21 WA 25, 21 WA 24, 21 WA 23, EE 21 W
A 227 wEEUEE dolQl F9s zheE RNA ZFEH(TE Al Zbeh) & Eskebe, o] 492 Serpincl AR
mRNA AALE T Hojm dXo] AAHo=m AHHolt}, o5 RNAY o] &S ¥ FTENA Serpincl AL
mRNAY] FA3lE ®EeiE JeetA dok. B35, wl$ w3 839 Serpincl iRNAE RNA  7HA(RNAD)S
EOWOE g a8 oR wsfete], Serpincl fFHAFe] WA AEE AAE o 4 vk, B AW
5 =

£ Serpincls A O Z 3= iRNAZF Ad@Uol A, 2|z A4 RNAIE ui7lsted, Serpincl FAAFE]
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[0056]

[0057]

[0058]

[0059]

[0060]

[0061]

[0062]

[0063]

[0064]

[0065]

[0066]

[0067]

TdL A5
B fabe] WA oAl W/EE gaR EiE 9 AW 2 golE 2
hsd

I. 49
g B golets) oldlE 4 AR, 249 ot WA Aojdrh. wd, AulEe g mi kel

He F = + #
S7h FE Wi A, AT el B0 @ L WSIE EF L wye) Qv Jlow ouei: AL 15
shok g,
AR W "an)E wARS BWA dhgel 1) EE 1) 23HE, Aol® DY AL dvis] fia Belof
AgErh. o2, "She] aa'E el 94 T 1) vt R4 g Sol, ¥ae] 8% ouar).
gol "EFSE" o) F "EFShE ol FAHA @' Juiske AR Be] AGHY, olsh JEwast
53 AHgHT,

go} "Ere Fuldq Busl e JEA e @, So] "R/ERS oualt oz Bd A8
u, olsh AEMITFsEA AgHLH,

i)

= "Serpincl"& AEoA LHEE= EA ZYAEY=E @Irl, T3 Serpincle AME3 HE T
| JAA, A C(FESH), ALY 1; FEEW I11; AT3; FEEH; 2 a3 B2dx 125 deA ¢
t}. 27t Serpincl mRNA HAME S MDLE o & o], GenBank <=8 W& GI:254588059(NM_000488; SEQ ID NO:
DollA S 4 grl.  #HFA(rhesus) Serpincl mRNAS] AMEE& o2 E9], GenBank FE HWHZE
GI1:157167169(NM_001104583; SEQ ID NO: 2)ol4 2+& <= v}, vh$-2 Serpincl mRNAS] M EL oE B9,
GenBank <=EF W& GI1:237874216(NM_080844; SEQ ID NO: 3)ollA 2& <= v}, PWE(rat) Serpincl mRNA2] A
dLe o2 o], GenBank 48 W& GI:58865629(NM_001012027; SEQ ID NO: 4)ellAl 3& 4= i},

>>r

Tk, 2o AFEH= 8] "Serpincl" Serpincl F-3AFY] AA HA DNA A WHo], ol& £9], Serpincl
A e b4 FEAHE tdAdd o8] AEdA ddEHs 54 EYRE=E wekth. Serpincl 33k
e 428 SNPrE ElEQoen, oE E9, NCBI dbSNP(o|E E9], www.ncbi.nlm.nih.gov/snp_ 3rZ)oll A 2t
S 4 vk, Serpincl frEAF We] SNPe] H]AZHA Q] o= NCBI dbSNP B} W& rs677; rsb877;: rsb878;
rsb879; rs941988; rs941989; rs1799876; rs19637711; rs2008946; X rs22275860 4 2He 4= Qt}.

Boo A}gHE "HAH AIre da} HA}F A=) RNA 7FF (processing) 9] AFEQl mRNAZ ¥38}E, Serpincl
Y] AAF T FAAEE nRNA F2H] FEHSEHE A A s et ¢ FddolA, AEY &
A FIE Serpincl F-HAe] WAL Bk FAEE mRNA Ao FEHLHE AEe I FEAA e O A
oA, AoJ& iRNA-F-% HAdS 93 7[d2A A8H7] FE3 714_ A o)t}.

A AMEL o 9 A 367 wEELHE dol, dE 9, & 15 WX 307 wEUHE ZJ_O]E A, 4
2 Zo], A Age ok 15 A 3071 FEHLEE, 15 WA 29, 15 WA 28, 15 WX 27, 15 WA 26, 15
WA 25, 15 WA 24, 15 WA 23, 15 WA 22, 15 WA 21, 15 WA 20, 15 WA 19, 15 WA 18, 15 WA

17, 18 Wix] 30, 18 WiA| 29, 18 WA 28, 18 WA 27, 18 WA 26, 18 WA 25, 18 WA 24, 18 WA 23, 18
WA 22, 18 WA 21, 18 WA 20, 19 WX 30, 19 WA 29, 19 WA 28, 19 WA 27, 19 WA 26, 19 WA
25, 19 WA 24, 19 WA 23, 19 WA 22, 19 WA 21, 19 WA 20, 20 WA 30, 20 WA 29, 20 WA 28, 20
WA 27, 20 WA 26, 20 WA 25, 20 WA 24,20 WA 23, 20 WA 22, 20 WA 21, 21 WA 30, 21 WA 29,
21 WX 28, 21 WX 27, 21 WX 26, 21 WX 25, 21 WA 24, 21 WX 23 T 21 WA 2270 FEYLEE
dold = vk, 7] Awd Mol % Aol Wigh T3ke] W9 H Aok EF i wwe] Rl Aew iy

A S 7}2}”% A %aﬂﬂgﬂ-‘:— HREHE ARSHe] dHE MER VlssEe
=

2, ohld, HvE % et
FeoE e ol7t A4 o



[0068]

[0069]

[0070]

[0071]

[0072]

[0073]

S=S0] 10-2375607

FAE] Bl WY R LHE B B8 Al BolojE(moiety) = EF YERE 4 lvks Aol olsiE A
olth(ellE B, & 2 Fx). FdAE= Fobd, AEA, obuld g g-2hde] offd oAl Koo E = e
deBles sk SPlanIdeE s Q718 4 SAS dEAAoR wAsH fond gE FEoR
AE 5 vk S 2 dASaL Ao HIARA O dE Bol, 19 dVIEA olxAlS e EUL
= otdid, AEA Es ebdE 2dshs wEUlE R AU1Ee AT 4 ok wEk, el A
5743td dsRNAS] Ul QEl= AMEolAM ek, Fobd EE otulds ¥t wEULEHEE dE 5o °
=AE Egehs R E = o diAlE = o g delA, SlawIdeHE Wel ofuE ofdid
2 AEALS 7b7h Fobd 9 SR giAlEe], T4 mRNA®E G-U F8 (Wobble) 971%4S HA4T = rt. ol
g Al RololEl S Xl MEe B el SAskd 2A4E 3 Ul Adsit),

el FeusrbsstA AFEEE 8o "IRNA", "RNAL ZHE&A", "iRNA ZHEA", "RNA TH FEA"E L &
7b 2l Aele wheh 22 RNAE FHrabr, RNA-frie 53 HRARISC) A=E &3 RNA dAbEe] F43)
d AdS mifcte A8AE Eerh. iRNASE RNA ZHE(RNAD o2 24" AAS Sake] mRNAS] M E-5ol% &
e =gk, iRNAE= A, dE 501, Tfes oAt 22 ddA e AEeA e Serpincle] LS
x4, dF 50, A

§ F@elol M, ¥ ue] RVAI A= A RN AD, o2 Sof, Serpincl EA nRVA NG FEA Gl
A RAS RS fESHE 9 sl RAS EFWT. o Bol o8 Al A @ha, AL =9
S

o]F 7} RNAE Dicer® FAFo] e 1113 dmirZalobAldl 93 siRNAR 235= 3oz o7
[Sharp et al. (2001) Genes Dev. 15:485]). Dicer, X e otAl-1II-FA} E4E dsRNAE 5322l 27) &

71 3" WS zt= 19 uiA 2370 471789 &2 7] RNAR A Sk (¥ [Bernstein, et al., (2001)
Nature 409:363]1). L Uh&, siRNAE RNA-f-= 53} BA(RISOE E35 1, o714, st o)ty et
Al (helicase)= siRNA FEHAE Fo] Ui, AJRA AE A 7tde] 34S QXA b (Z& [Nykanen, et
1., (2001) Cell 107:309). RISC Wl<] 3l o)de] dmwEdolAl= Adgt T4 nRNAZ Q] A Ao, ®F
ajste], AE3E FE3t(E3A [Elbashir, et al., (2001) Genes Dev. 15:1881). whelr, 4 Fejoi A,
e A el A, RISC H3tAlel 84S 2dste], 4 K42, =, Serpincl XA HEsE
1 7}h9] RNACsiRNA)ol #3k Zojt). weha], €] "siRNA"E E3, A<d vlel 22 RIS X3

7] &l ol AhgH.

.

o b rig ao
&
Q‘L
rlr
i
mO

o
a

i
U
o
2
=2
x
=
=

=

o X
fo
kY
rlr

g AE e F7IAZ SY95o], 3 mRNAS JAsE dd-71Y siRNAY &= 9
= gt ow 15 WA 300 wEHHECW, sEgHor HYPHEAT. Wd-71 siRNA9
2 Alge v 53 H3E 8,101,348% 2 & [Lima er al., (2012) Cell 150: 883-894]°l 71Aj=o] <)

o] HFo] Eol Fx= T Edo VA" HHAl~ FEHLHE AE F o= e
| 7148 vkl 2o GA-7hek siRNARA A& H AW, E&[Lima et al., (2012) Cell 150:883-894]0l 7]
Wi oF gt ow WEgE  Qrt.

2 e o px O

oo B o

oft L L
ox o rfu
N

al., (2002
=738k, 2 RNasel A ARS8 42

]

=
= %F 156 WA oF 307 srEElQElE deld g flom, FA Aol ARA HES Zet. 4
T p 2~

e FAdelA, & e 245, &5 4 W ARESH7] 918 "IRNA"E oS -7k RNACIH, Ele] "olF
7FeF RNAL ZH&A", "o]F-7}=F RNA(dsRNA) E4}", "dsRNA ZH&-A]" Hi= "dsRNA"Z A=t €o] "dsRNA"&
A RNA, =, Serpincl F&Atel] tigte] "aAlzs" W "QIE AL WS Zle Zo® AFEHE 279
Heolm, AdAor Fugl Wi 7S xdete wEYA FR2E e YR 22 SFAE wek
Ii FAd A, o]F-7+e RNA(SRNA) = el A RNA 7H] E&= RNALE A HE A4S 74
55 B3te] B4 RNA, dlE E°], mRNAQ] & FEA70C)
£

FEAL 9L RISC ARE Foe] auus B4 RNAY Held Rag 3
o, ok 9 WA 3670 971 Zole] W, el Fol, ok 15 WA 3071 A1 Ael. AF Eel, o9, 10, 11,
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[0074]

[0075]

[0076]

[0077]

[0078]

[0079]

S=54dl 10-2375607

12, 13, 14, 15, 16, 17, 18, 19, 20 ¥ 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35 &=
3671 93714 Ao, oE S0, ¢F 15 X 30, 15 WA 29, 15 WA 28, 15 WA 27, 15 WA 26, 15 WA 25,
15 WA 24, 15 WA 23, 15 WA 22, 15 WA 21, 15 WA 20, 15 WA 19, 15 A 18, 15 WA 17, 18 WA
30, 18 WA 29, 18 WA 28, 18 W] 27, 18 WX 26, 18 WA 25, 18 WA 24, 18 WA 23, 18 WA 22, 18
WA 21, 18 WA 20, 19 WA 30, 19 WA 29, 19 A 28, 19 WA 27, 19 WA 26, 19 WA 25, 19 WA
24, 19 WA 23, 19 WA 22, 19 WA 21, 19 WA 20, 20 WA 30, 20 WA 29, 20 WA 28, 20 WA 27, 20
WA 26, 20 WA 25, 20 A 24, 20 WA 23, 20 WA 22, 20 WA 21, 21 WA 30, 21 WA 29, 21 WA
28, 21 WA 27, 21 WA 26, 21 WA 25, 21 WA 24, 21 A 23 == 21 A 2270 9718 dojd 5 rt.
A7] 9" A9 2 dolol gk Sk WY % dol®: mek E de] YRSl om o AZIT.

FEAA F2E JAsE F 7ES shue Bk g 2 RNA B Aoldl R £ 97y, 25 JiE RNA
A 4 Qdvk. 7 7hge] shue] o & Ak Aol o] whel g rpge] 3'-"uky} thE vl 5'—‘1‘1’4
b wEHELE =9 ¥ed (uninterrupted) AFEC] 93] A E o FEHEA FXE PYASt], A4 RNA AME
"FojE R A HEY. dojdl BEE S JAA Fe Ho® st wEYULEEE X °‘Tﬂr
AF Fddol A, sl FxE A4S A E2 Hojr 27, Hox 37, Hox 47, Hox 57, Hox
671, Holx 77], Holx 87, Holx 97], Hol% 107], Hol= 207, %L 237 L 1 oo KL
=g X% + Uy

dsRNAS] 27e] HAH oz AR Al slgo] JH RNA &b THE A, 25 EAE ¥4 2dE daos
PN, FH A 5 dok. T Uhge] g siee] 3 -wdy) Zbzpe] ohE siee] 5 -dd ke wEHE L EE
of HH k& o]9e] e o) FH AFHC, FEH: FRE JAHse BF, 1 dE TR "HAR
JZHTH. RNA 71EHe S8t AY Aoldt o wEEE =S 7 4 vk HAdl 2718 A5E dsRNAY] 7
e e O wEEQEEA FEE e EAlHE Ao oS A Jlgoltk. RNAIE FEEA TR
Hate], st olde] wEHSHE WS 3 4 vt

Belo A AMgEE go] "FEUQEE 9B S iRNA, ¢ Eo], dsRNAY FEZEs FxERE EEsE F
L oahe] s P B2 wEUHEE AT oE 5o, dsRNAY g 7hHe] 3'-wdo] thE he
o] 5'-weS dojMA dAFHE A e v A, wEdeH= ende] EATrE. dsRNAE AHol=
oHH TEFUE=S ewdyS e ¢ glon; ot or omae Holw 2719 FEFULE=, Holx 3
Mol FEFULE=, Hojr 4719 FFHULE =, Holx 57 T 1 oo FEYULE =S ¥Ie & Q.
SULEE oL gSAFIUEE/FEHLAEE X wEULHE/ UL 15 A E 9
AU o] FdE & Ark. e¥a(E)S Al Ty, el e e 259 9o xFtel EAE 4 9
(£)% dsRNA®] QFEJAlZ HE= Al 7he 5 o] shute] 5'-weh, 3'-wd

o we, ouYe) e eEs
= o wee] AT 5 vk,

rl
i
b
-m

gk FEA A, dsRNAQ] STEJAl2 7iee 3 - 9/EE 5 -l A 1 WX 107 wEHSEE, 1%— =S
1, 2,3, 4,5,6,7,8, 9%E 109 FFUdLE=9 oWaghS zh=th, 3 F3do]A, dsRNAS A~ 7hee
3'-=gk /= 5 -gdgo A 1 A 107 FEUQEE, 48 So), 1, 2, 3, 4,5, 6, 7, 8 9 &= 107H4
FEHLHES eHIyS ztet. & FadedA, EE el sl ole FEHUQEEE FEH AL E
O 3L

dsRNAE #x= 2o 285+ vtet 22 8o "EdE(lunt)" B8 "EHE dd"2 FoJX1 dsRNAS] Hd
Fe FHA e RRALHE EE FRALEE FAAL B4 @S, F wRUeH= ovdgel 4
B4 e olnldth. dsRNAS S} Ei E mTe] wuhe BUEY £ gtk dsRNAS ¥ BTe] weke] 2
E9l 49, dsRVAE ZUE Buel glow Adelrt. B s] Sls), "RUE TE dsRiAL B BT @
ol M BeiEa oulso] EAlaA e dsRNAolTh. 71 5}

o] "otEj Al JhE" EE "ol =(guide) 7FE"R ¥4 MY, ol £9], Serpincl mRNAC] AA Moz n A
9l JHS ¥k iRNA, olE E0], dsRNAQ] 7}ehs wetth, EYo] ASE& whep 22 gof "FRA g9
S A, dE B9, ¥4 AL, dF Eof, B Aod ule} & Serpincl FEULEE Mdo] AFzHo
2 ARAQD YA Zhe el Jos Btk AEA FHo] 4 Aol ds] AEA A &2 AN, H|

L dd G EAFE & Advk. dubdor, i &5 n A s

2~u x| (mismatch) 7} 219 U4 w2 2o
iRNA9] 5'- Bl/m&= 3'-weke] Uk g, dF 59, 5, 4, 3 =& 27/ wEULHE W EAgT).



[0080]

[0081]

[0082]

[0083]

[0084]

[0085]

[0086]

[0087]

[0088]

[0089]

SE50d 10-2375607

ol ARgE = whel 2 gof "Ml sbe e "Ial A (passenger) ZFE"S 1 &o]7F Eo] AojE wuie}
2L Qe Al i) Joo] AdAddom A F9S £8H= iRNAY 7MES TEk),

ool AbgEy 2] YehgA g g, S0 "AEAJA"E A2 FEFULEHE Mdd & Al wEEE=
AMEs Adsty] g8 AT Ao, ddAL oldlshe uiel o], Al wEHEHE AEs X¥eE &
AFEYLEHE B FEFEUlEE 54 23 stelA A2 wEULHE MES Xt SEawIEe
He e ZopEdeysst EAsste] FEas 722 d4ss o8S Ui, o3 21, oS 59
AAs =21d F on, oriA, JdA% 2L S 238 4 rh: 400 mM NaCl, 40 mM PIPES pH 6.4,

1 mM EDTAZ 50C HE& 70CeolAl 12 WA 1641 AHE & MFH(dE 59, &H["Molecular Cloning: A

Laboratory Manual, Sambrook, et al. (1989) Cold Spring Harbor Laboratory Press"] ZFZ). #7]A ol A

AL F Jde AYsHor F43 Ay 2e ogE AR FE8E = . IAE XY mEULEE
S

o FHHQ S8 weh T Qe AuA Aol b A4 2 AES AT F e Aol

iRNA Wle], dlE Eof, 2ol 71AlE vke} 22 dsRNA W] ARAd A4
= Hqde] AR o] AH Al FEYQLEE HMES 2EE &

FHULEE NES xFete 2PawIdUL
3 HGLe Bdo M=o sl
dof| uiaf "dAHoz A"
Hdl 30702 2719 §F
3} mAujx] A7

o], RISC H53}AE 53

o 17] oo @ AL 9H3
i s R Rl =

=
[o
Jo o

waUe
| de ey
of

2o AMEHE
(Watson—Crick)®d <
ol Row YgE F

‘O,
>
rong
flo
i
o
&
et
1o
o
o,
o

=
ofk
o,
S
kel

o
i)

(Hoogstein) <37]

Hho} Zro], dsRNAS] A2 7heks} QbE]AlZ 7beh Abo], i iRNA ZHgAle] QFElAlZ Zheka} A M Abo)e]

71w el sl A8 5 ot

oAl ARgE = w414 RNAGRNA) @] "Hoje Aol AAHow FRA" el L =s th4 mRNACY]

£ 5o}, Serpinclg A== mRVA)S] A% Rio] AdHom FuHel = =

Sol, ZeF2UE=E Aol Serpinclg IFHIHE nRNAS) Bl-thd RRo] AdHom uolEy,

Serpincl mRNAS] Aojm UXo AR = olt},

NA = vks} o), 7t

gk st oo M-gEFE Y eHE, oE o], USAYRFEYLHE Y/E
Z

TEUQEEE T 4

o o
&
o,
4r
iy
o
o
[
rlr
Ach
f
r
Y
&
to
uj
(11
o,
+
r
o,
2
ox
o

T A

3 do] ANHAG FYAN FAH] Y BE FP) WS TG & Atk iRA B3
ALgEE ksl e Qo] olud WMEe oledd A ¥ ST AL S8 iRl E3Eh,

AR, TARAINE", SRR, AN 9 )

Aoll AlgEE= ukel e oGt "Serpincle] W] oJA|"= ]9l Serpincl FHA(AE Sof, mpg
Serpincl 4}, BWE Serpincl F4xF, ¥%0] Serpincl F&A TE 27t Serpincl F42F), % Serpincl

g A S QA FY Sl Serpincl FAAFY] WHolA e SAHoAe HH o AAE ELE3T,

"Serpincl 78] wHe] oA Serpincl F7He] Aele] FEe) oA, @S Sol, Serpincl FuA @
= 1

el Ao <l 0%, Aol oF 15%, Zol= <F 20%, Zoj%

A=
AR oA, AE 5ol, Aol oF 5%, Hol= ¢
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[0090]

[0091]

[0092]
[0093]

[0094]

[0095]

[0096]

[0097]

[0098]

S=54d 10-2375607

ok 25%, Holm= oF 30%, HoJw= oF 35%, Holw= oF 40%, HoJE <F 45%, Holw <k 50%, A% ok 55%, Z o]

= ok 60%, Hol= °F 65%, A= oF 70%, A= °F 75%, Holx= ok 80%, Ho]= °F 85%, Holx= °F 90%, A
= oF 91%, Aoj= <k 92%, Holm= oF 93%, Ho]= °F 94%, Holx= oF 95%, Ho]= °F 96%, A= °F 97%,

Mol oF 98% Wi Hol= oF 99%7tA| o] ojAlS X&),

Serpincl Aol wHg

o, Serpincl @9d F£F = oE

AlZE, Z2EEN AZHPT), 4% Ag 2/%

= = 21
S St el tEE el dE olF WA F Skt olael vl Ex Al $E) Bael o WokL 5
Atk AT $ES Gl AgsE Aol 89 da E, AF Bol, A-Fol JEMN £E, we
AL DAY GRS So], BEe 9EA fre mi B84 g4 re)o AdE S g
A AE EE AERYE 249 22U F A
3 P& oA, Serpincl FAAe] WF Holm FEA A= Serpincl FHAIF AAEY, Al AE T
AZe] 183 AAHoT EAdAe, @A AYHR L A2 AL T AT TE(WRT AEL) B
o], Serpincl Ao Wao] LR AuE Al A i A¥e AFowVH PUAY 104 A%

@ % 9l Serpincl nRNAS] o] Zhiel ofs) Wrbgth. olAle] AEE thest gol EAW 4 Utk

(M= AENA] mRNA) — (A9 AENA 2] mRNA)
(A== AES1A ] mRNA)

*100%

2ol AMEE= Akel 22 o] F, dsRNASF 2 "RNAD ZHEAI9F MEE HFAT|E"S
3 AES HE2A7E AL 233, AES RNAL ZeA9 HEAZE AL AF B
A7l A, B BAUCA AEZE RNASE FHFA7]= s 239, 52 AH A
qd 4 k. wEA, oS Eof, RNAI FHEAE AEF 2 3 Al
& al, T gigkd o RNAD #EAE a7l AxH
}6]'

=
Fol 59 % ek,

il

o o
g

el e Ao HEE S 501, AEE RNAL Z8Ae fteleldA o s deid 4= vk, A
o AEe) AEL2 e B0, At 91X AR = 0 FHRY RNAL ZHEAS TPl 8, E=

o] RNAD ZHgAle] F]lel ofs] WA 4= girk. el& 5ol RNAL 2&AlE 2Ri=, o]& 5o, RNAL A8AE
o2 AFATI= GalNAc3E Frstal/7Av 2ol AERE = Ak Agdd ® AA
W AHE e Wes =E JHsEith. dE 5o, A¥s I AFAWAA RNAL ZEAsh HFH L, o

3 o)A, MES RNAY HEE AEZY Z4(uptake T=¥ absorption)S 3}

3 iRNAS] AlE W2 AYr e "="s ¥l iRNAY FE vlExR M EE v AE 34S 5
3, e HEA e B G o8] WA = Q. iRNAS] AlERS] =91 Iy 2

o]FoA 4 gt} dE B9, AU =P sk, iRNAE 27 19 UZ FAFHAY dal FoE
AN g2 g we-2F0 A8 A 2F

35 /) W& 2005/0281781% ) 7AW AL
SHeth. Alx W2 Adad =S Gl

S5 & (electroporation)
R YEA A (lipofection) s 3T, F7ke] WS &

7]
FAA N TAH Ut

fo] "AAE VwgA" EE LNP'E oEhA g4 Bl o F So], Al B oS So], {RNA E=E {RNAYF A
AEE Z2ganeE guslelsE (@SS £3elE A (vesicle)o|th. INPE dE So], mlE EF W
6,858,225%, 6,815,432%, 8,158,601% ¥ 8,058,069% ] 71AEH, 19 HA W& 2o Hxz ¥
o},

2k

i fol

rlo

£0] "SNALP"E ¢tAE aal-x A JAS L3kl SNALPE iRNA T=E iRNAVE AAlEE Zefsn=9f
S 2gete ZAad 4 USRS Zgste AFEY Lot NALPE dE B9, vx E3] &9
200602400933, 200701353723 % A 53 &9 I/ HE W02009082817% 0 7] A= ] o, =L
L Boo] Hxg ¥IHEY. "SNALP" AF ] oE 7l 1A= Ut

L o
=
= E 2
oo foi

2

ol
Bl ARgE = vkeh Zo], "AA"E =, dE 5o, GEF(AE 501, AzF, MR GFF, dE o1,
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10-2375607

a2 &

s==s4
o

79 QIZF; Serpincl

&

of 71A1% wle} 72 Serpincl &

af

5

(guinea pig), il

oy

Serpincl

/e

QIZF;

bt olgel 9l

o

i

k)
o

Yol g

=

VE___‘E_(H
= =1,

Tk o

T

=
=

121
2

o o
2
Fds

on
h

+od

o

of ¥l

to] "ETh u

HA]

=
i

S

3

A1A ¢ks}(palliation)
=
3]
uy

ol
o], Hol% 105, Mol 205, Ao 308, Hol= 40% i 1 o] F

o)

=

o
=3o]

L
L

sk} o]

TC

s

[<)

i

l

A
1ol AR&-¥= wkel o], Sertpincl Ak

=
=

=

= =

o %)

Zt= ZRAoll A

gl A
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R
=

e

[0099]
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=

=
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Serpincl AR LS ASt= iRNAZE 2ol 7IA® T, g FddolA, iRNA ZHE8Al= AlX, dF 59,
A, dE Eol, TREE, A& B9, 8 G, dF 5o, 14 I FolE zteE A U9 A=
ol A Serpincl FAAFe] HEHE JAIst7] A olF 7MY HEIAH(AsRNA) #AHE EFHSTE. dsRNAE Serpincl
GAA] BEHAA A= nRNAC] HojxE X Ar A %EM gL zt= otglAlA 7ieke x kst AF
HA g9 oF 307 o3t wEHULEE dol(dE 59, ¢F 30, 29, 28, 27, 26, 25, 24, 23, 22, 21, 20,
19 == 187) o]3te] FEHQEE Zo])olt}. iRNAE Serpincl Trﬂx}e I st= Axete] HEA, AdE &
o], PCR X+ #4% DNA(DNA)-7]Wke] ®bwio] ofsf W= whulz-7|nke] whye] o5, dF 5o, =8 &£
Y (Western Blotting) ¥ FAIXESA 7le& AMEste A9F3F 22 9 A4 Serpincl FHA(ANE &

é
of, Iz, ¥, HI-FF ET 7 Serpincl FHAD O WAL Aok of 10% At

f
e
=

dsRNAY, A olu] EABEH o], dsRNAZF AHEE 27 FelA] FEes £ 2 =
etk dsRNAS] & lE(QtElAl e e FH Ade] AAHoz guAeln], Ao A 4 izﬂ.ﬂ
HuA Qe TPUT. 4 AL Serpincl FAAY) WA Bk P = 3
o the b JlEhe el vheel grA delg Edee, 44d 23 seld 2HEE

5 slete] BAsketn FEEs pxE 94 duh R ge 3ol A48 I T8 veh P
Ao = ©

dubygo g FEHEA T 15 WA 3070 471 do], dE 5o, 15 Ux] 29, 15 x| 28, 15 WA 27, 15
WA 26, 15 WA 25, 15 WA 24, 15 WA 23, 15 WA 22, 15 WA 21, 15 WA 20, 15 WA 19, 15 WA
18, 15 WA 17, 18 WA 30, 18 WA 29, 18 WA 28, 18 WA 27, 18 W= 26, 18 Wx] 25, 18 W] 24, 18
WA 23, 18 W= 22, 18 WA 21, 18 WA 20, 19 WA 30, 19 WA 29, 19 WA 28, 19 WA 27, 19 WA
26, 19 WA 25, 19 WA 24, 19 WA 23, 19 WA 22, 19 WA 21, 19 WA 20, 20 HA 30, 20 HA 29, 20
WA 28, 20 WA 27, 20 WA 26, 20 WA 25, 20 WA 24,20 WA 23, 20 WA 22, 20 WA 21, 21 WA 30,
21 WA 29, 21 WA 28, 21 W= 27, 21 WA 26, 21 WA 25, 21 WA 24, 21 WA 23 == 21 HA 227 <
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717 doleoltt. 7] dwd W
o

AR, A Ml FEA d9e 15 A 307 wEHEHE o], ¢dE =], 15 WX 29, 15 x| 28,
15 WA 27, 15 WX 26, 15 WA 25, 15 WA 24, 15 WA 23, 15 W1x] 22, 15 WA 21, 15 WA 20, 15 WA
19, 15 WA 18, 15 WAl 17, 18 ulA] 30, 18 Wix] 29, 18 WA 28, 18 WA 27, 18 Ul#] 26, 18 WA 25, 18
WA 24, 18 WA 23, 18 WA 22, 18 WX 21, 18 WA 20, 19 WA 30, 19 WA 29, 19 WA 28, 19 WA
27, 19 WA 26, 19 WA 25, 19 WA 24, 19 WA 23, 19 WA 22, 19 WA 21, 19 WA 20, 20 WA 30, 20
W= 29, 20 WA 28, 20 WA 27, 20 WA 26, 20 WA 25, 20 WA 24, 20 WA 23, 20 WA 22, 20 WA
21, 21 WX 30, 21 WA 29, 21 WA 28, 21 WA 27, 21 WA 26, 21 WA 25, 21 WA 24, 21 WX 23 ==
21 WA 227) srE el E = dololrh. Y] Awd Wl B oo Fxhe] Wl B Aoj® EI & wwe] AN
?l Aem ndY.

pue)
(i)

ool it Tkl R

pue)

Aol HF o] ARl Aow ud

A FEelolA], dsRNAE oF 16 WA oF 207 FEHQEE o], E= oF 25 WA o 307 Ul E= el

Oh. ANk o2, dsRNAT Dicer BAE A% 7IFR AV]e] $23] Ak, dE 51, °F 21 WA 2370 w2
SE= dojutt ¢ 71 dsRNAZF Dicer® 919 7142 4288 5 glgo] Gl Qe gAH vk, =, F
QA7 A4 AAY, ds oo E43HE RNAS] 99 EohAls Bk & RNA 24k, TF mRNA #Ake] -
. AE3 73, nRNA EA ] "HES RNAI-fE AE(S, RISC F2E T AW)S A% 7o) ¥

el Z3a Zole] mRNA 9] A% Ado]t},

el

e
)
o
T

T3, FHAE FEUs Foo] dsRNAY] dab 7l FiE, dE Eof, oF 9 WX 3671 2718, dlE B, oF
10 WA 36, 11 WA 36, 12 WA 36, 13 WA 36, 14 WA 36, 15 WA 36, 9 W= 35, 10 WA 35, 11 WA
35, 12 W= 35, 13 WA 35, 14 WA 35, 15 WA 35, 9 WA 34, 10 WA 34, 11 WA 34, 12 WA 34, 13
WA 34, 14 WA 34, 15 WA 34, 9 W= 33, 10 WA 33, 11 WA 33, 12 WA 33, 13 WA 33, 14 W= 33,
15 W= 33, 9 WA 32, 10 W= 32, 11 WA 32, 12 Ulx] 32, 13 1A 32, 14 WX 32, 15 1A 32, 9 WA
31, 10 W= 31, 11 W= 31, 12 WA 31, 13 WA 32, 14 A 31, 15 WA 31, 15 WA 30, 15 W= 29, 15
A 28, 15 1A 27, 15 WA 26, 15 WX 25, 15 WA 24, 15 gA 23, 15 HA 22, 15 YA 21, 15 YA
20, 15 WA 19, 15 W= 18, 15 WA 17, 18 WA 30, 18 WA 29, 18 WA 28, 18 WA 27, 18 W= 26, 18
WA 25, 18 U1A 24, 18 Wl=] 23, 18 x| 22, 18 WA 21, 18 WA 20, 19 WA 30, 19 WA 29, 19 WA
28, 19 WA 27, 19 WA 26, 19 WA 25, 19 dA 24, 19 WA 23, 19 WA 22, 19 WA 21, 19 W= 20, 20
W= 30, 20 WA 29, 20 WA 28, 20 WA 27, 20 WA 26, 20 WA 25, 20 WA 24, 20 WA 23, 20 WA
22, 20 WA 21, 21 WA 30, 21 WA 29, 21 WA 28, 21 WA 27, 21 WA 26, 21 WA 25, 21 =] 24, 21
WA 23 = 21 WA 2270 471 FEE s d9dS 4 Aotk whEhA, & FdAeA, «dF B9, 15
WAl 3070 @719 71eAd FEEaE AYEa, dus 98 aWEHE RNAE X402 s 3, 307/ 239
A7) FEE~ 949S ZE= RNA A EE RNA 29 H3AIE dsRNACT). whEbA], FhAbE g FE g

o143k Aolth, & FdEdo A, dsRNAE A A miRNAZE ot} & F& oA,
Serpincl W& FH o2 di=v] F&3F iRNA Z&AE B}k 2 dsRNAS] ddte] ols] T2 AlzolA A XA
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dsRNAT 38l7]e] F7F2 =o]fl upe} ko], o & £o], Biosearch, Applied Biosystems, IncZHE JPAo=
Ya7bs et 253k DNA 944719 Abgel ofs] Tl A5 9= ®E el ofs e o o
o] iRNA ShRbee 2-9Al AAE AREste] Alxd 5 Aok WA, olF Zhe RNA EAke] Ui e )
2 Azt 2 vg, HEIE(component) 7S o]dHAZITEH, siRNA 3EY fE Jlge §A-AF TE
AAE 7] H e w BFE ARkl AlxE g v #7] A2 WA e WY wEUeEHESE X
et eI LEHE Thge] folstAl Alxd o e olde Aledt. & 2w v vy &YaarE
AeEEs S e uA-F 77 4 Be = BFE ARt Axd 5 v
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A Ffell A, & @] dsRNAT Aofi 2749 %T%EMFJ A, Al A 8 QHE-Adls MdS 29
Az b F 03, 4, 8, 11, 12, 14, 15, 20, % 21 F o]: dhjo] AT Do) aFo2RE Hgsn,
Az 7yee] gt el Zhehe ® 3, 4, 8, 11, 12, 14, 15, 20 ¥ 21 F o= s} AMde IFow
T e 198 GElelA, F AL T stbe T oD tE ML drAHem, MY F shus

. ©°
Zke] oA B E = mRNAS] A Ao HA#ow gGHAHo|rh. o]sh o], o]2fgh FEjelA,

o}
Serpincl 4 <)y

dsRNAE 7+ SElayEdlQH=E 233 zlojn, of7|A, e SElawIdeE=E i 3, 4, 8, 11, 12,
14, 15, 20 2 21 = ol sluolA A= stdow AAEY, A2 LLFIUeE == ¥ 3, 4, 8, 11, 12,
14, 15, 20 2 21 5 oJ= sluollA Az 7hebe] ASslE etElAla stgo g J A", 3 Fa oA, dsRNA
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g
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1-:0
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(11
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1—&1 o,

o ddHoR Yu

2
-0,
>

shElth, t2 FAAolA], dsRNAS] HEF o= A

¥ 3, 4, 8, 11, 12, 14, 15, 20 2 2104 Ao ARy} W /= AFAO|EH AIEA 7| A H A1,
b o] jRNAS] RNA, o Eo], B o] dsRNAZ HEE A &a/AYy AFACEL X &ar/AL B 717
| Az AolsiAl WEE /7%% AGACER 3, 4, 8, 11, 12, 14, 15, 20 @ 219 7[A® Ad Z o]
3}

£ 5o, 21/ 47189 FEYs FERE ZHs dsRNAZF RNA (M S =)
Ae 2 2 Ibashir et al., EMBO 2001, 20:6877-6888]).
Z2E E3 g8420 AL AR ELA[Chu and
t Bi 7] Z1AE FEeol A,

gy, o2 olE2 Wk AAY Hrh 21 RNA FEY
Rana (2007) RNA 14:1714-1719]; 3 [Kim et al. (2005)

¥ 3, 4,8, 11, 12, 14, 15, 20 2 21 5 o slo] ATH a7 LE

AE dsRNAE H A 200 wEUlQE=e] ol Hojx shte] 7tes XFT
gk Ao AFe FEULE=E A F 3, 4, 8, 11, 12, 14, 15, 20 2 2
Zb= Hoh #S wEY27E A7) 71AE dsRNASE Blaste] frAbetAl mE AR Alo] BHEEtAl didE & A
webd, ¥ 03, 4, 8, 11, 12, 14, 15, 20 2 21 & o= &}y Ad F staE2RE fdd Hol= 15, 16,
17, 18, 19, 207} H+& 2 o]Ate] % FEHUQE =Y MES 7AW, Serpincl AL 2&HE A s o
=S¢ o] 23 IS F3slE dsRNASE oF 5, 10, 15, 20, 25 & 30% o|ake] AINFE Aol dk dsRNAZF
ool M o] e Zle® ).
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% o= 3dhifell AlFE RNASIA] RISC-wi7le] &
Serpincl @A}% 14%91 %ﬂ—%(%)i QOL FB} 19} o], & WL o5 F-9 F bt Wl EH5HE= iRNA
g Ft2 5EHo= Fth. 2o ALgH ulel o], iRNAE iRNAZF 54 -9 uu ot E MAEe dds
v, RNA dAbze] 54 9] dlelA fH4ste = Aom BHv. o3 iRNAE dWHH o= Serpincl vﬂ
e dee gt AR ety HIA Fbe] wEUeE = Adl ﬂ%%% ¥ 3, 4, 8, 11, 12,
T Stz REH] Holx of 157 & FEUeH=Es XIS

O

34 AEe dubor o 15 WX 3070 wEHSE= Aololut, q1efo] Aled EA RNAS dAvhs Fia7]
st A7l 1Y Ul 54 Ade] A3 VM ARLE WEyl EA%, B UdE tgd AZE Y
712 B xF o] ¢l X%l%% A mAe digk HAHe A Ao FlS fg hulE AlFE, AlTH
A7) (HATFAQA o2, 2119 FEALE =) "AE S (window)" EE "ufAF(mask)"E EF RNA AL A
2 AR e AgHoR(dE 5o, o A A(in silico)E X33 YAXNA, 857 Adw 283 5 9}
= a7 W9 e NS Felets AdA el mmdk aE gk ME "AES'E HE 24 A9 9A
oA shbe]l FEHSEERN J2ER EE e rEYOR HHoR olFAfloan, MEH o] AT
H 24 A7) g8 7tee Ade] g MEZE 1" wj7hA] thEo(next) FAH ®H A do] AldE &
Atk HHozZ Hgsh= A7 AES FUAshr] g e Ad (g ZAES AAY 7 Eobell FAE wh
oF 22 AAE o&) AAH FH L APH AEFHE A7) FAHLS iRNA AR ZAS = A 2A
TR FEe HA AAE vislshs RNA DS g8 5 ok, mebr, dE S0, & 3, 4, 8, 11, 12, 14,
15, 20 B 21 F o= dpufellA BlE Ade] @Al B AMdolv, FeaAY Ko U oA 54& 2t
= AEe sy A8 el FEUEHETE ATE Mde J2EY T tgerEdow HuHdom v
A5 B (valking the window)"AZ1 o 2M A &5 F7F HA37E G442 5 dsol aLgdnt

FAE, B Bo], ¥ 3, 4, 8, 11, 12, 14, 15, 20 E 21 & o= sljolA Zelx Jojo] Ao e wr}
AAY 1o g2 A4S A4A717] S8 mEae AAM oz FrAetAY AASAL, 7] A SR RE
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A RNA 9 EE oldlE gvlng AU #E av)e) AESE naAPess A4 A4S Aagenn
b AA3L @4E S Agel meRd. B9, AEe TR EAS YA AT 47 Pt G Lol
FAHe Qa/Av Belel JIAR whsh 2 oA APeIAe BAH DL 22 @ RS Ete] UE MY
& AZYANE Ae oAl madAel Fbe] AAe WA F Q. b2 E=@, 47 A4sd
Ade, dF Eol, ol JAHD/ AL F Hool FAH ule} e WPE FRAeE=e] £, e )
o 37} mE Wa, mE 3d AAZA BAE 3 AR Bol, 9F I wE =8 W] F
o A b, U A e, 54 9 mE X fdoe] BAs, Qus A% asse 4o
& 371, AmgomiHY WE FHAINY A F bl FAHL/AAY Belo] w=ol@ vis} e the
weol o5 241 4 At

welo] J)Ag vheh 2 RNAE EH Aol i@ sht ol vanAE §HE & Atk @ FaHAAA, B
Ao 7148 vheh g iRVAE 371 olste] MamlAE HEETH iRVAS) QHElAs Fhete] HA Aol U@ v
suAE GRee A, MamAe Ggo] uy G9el FAel A8 g Aol whgrAste. RNAS o
a2 shetol EAH Aol @ vAAE Fiek A9, MauAst guy 9o 5 EE 3 dhony
B vhde 57e] R eE s vl EASES AsEE Rl vgastt. A% Sol, 237 FEUASHS iR
Ao QolA, Serpincl A4 ol FuA shge Ao FA AoEE el ofu

& v auAE R B

L .

=

=l 71AE

= S35l iRNAZF Serpincl AA}e] e S
_]

. 53], Serpincl fxdz We] 54 drA
Serpincl FAFe] EAE fAlsh=t] oA

I11. & T3] ¥y E iRNA

3 FEH oA, B o] jRNAS] RNA, <& &
3 Bl 7)AEe] )

o

e

iRNAS] RNA, dl& E9°], dsRNAE= A =

oA EAste A HREA B ¥
Beaucage, S.L. et al. (Edrs.), John Wile
A g gE5E W o FAdEI/HA

>4
o,
il
o ‘
e =
i ox
o 2 oox MR

&7 -3 A
M3 3,687,808
5,276,01935 ;
5,455,23335;
5,563,2533;
6,169,17035 ;
6,531,590 ;

ﬂ.\.u\J

e
2

i
i

ﬂd

=y

b

n
N
m

[

o I
oo
oo
L2

U 5
D:?L'__\—l(_"

o
m

N
)

Fo Azs wAdE GEA VT S5 47

%5 4,469,863%;

5,278,302%;
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E ZAXETE Qo]
AE B9, 3'-¢Zd

S I 2

4,476,301%; 5,023,243%; 5,177,195%;
5,286,717%;  5,321,131%; 5,399,676%; 5,405,939%;
5,476,925%;  5,519,126%; 5,536,821%; 5,541,316%;
5,587,361%; 5,625,050%; 6,028,188%; 6,124,445%;
6,239,265%;  6,277,603%;  6,326,199%; 6,346,614%;
6,608,035%;  6,683,167<; 6,858,715%; 6,867,294%;
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g 5AE SX141717] 93l st o= vyHnt, 2 o
5= &3 ["Current protocols in nucleic acid chemistry,"
ons, Inc., New York, NY, USAlel 714" A3 32 & Eofd
o, Hye, dF o], Zd ¥y
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=, Qe 4%
sEUe agE g, 9719 AA(FE]
B g AP (A B, 2

N
n oz L
2 N ool o v

[>

)

[T
[

>4
4
(m
o0 W 2 (m ko

o
-
sy
=
9

N

p

-~

Aol FreA Vel LFHE v 53
5,188,897%; 5,264,423%;

5,453,496%;
5,550,111%;
6,160,109%;
6,444 ,423%;
6,878,805%;
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7,015,3153%; 7,041,8163%; 7,273,933%; 7,321,029%; % W= E3] RE3946435E E8tsl}, o]o A A=

T

= 5 . -
Eﬂwo]%a wEUeAE ARl oo FHHE WEe 2ed. o)5e meZen AR(FRUoAs B
SRomNE HEAow WAE)S 2= wE; Ama wE; 4A¥E, 4EAS 9 AE WE; EEolY o
HoxEohid Wi v TEobAY % HeXEobAY R A e W; Ashulo]E Wi wedol
w2 HgAE Ee e Wi AEde]E 2 dFohuE Wy ofu= WMR; w 38 N, 0, S L CH, 4

gearade s AxE wAS: dEA 1% 53 Ao Ao FreA Beld TaHE ¥
H 5,034,506%; 5,166,315%.; 5,185,444%; 5,214,134%; 5,216,141%; 5,235,033%; 5,64,562%;
5,264,56435; 5,405,938%; 5,434,257%; 5,466,6775; 5,470,9673%; 5,489,677%; 5,541,307%;
5,561,225%; 5,596,0863%; 5,602,240%; 5,608,04635; 5,610,289%; 5,618,704%; 5,623,070%;
5,663,312%; 5,633,360%.; 5,677,437%; % 5,677,439 5 XSS, o|&2 ASHE X = &=

o
-

1.0{1
P

g2 FEdo)A, iRNAOIA AMgelE Ao ® meEE 2dd RNA 2 (nimetic)olA, & 2 FZFH QA
Az, =, wEUSHE &9 wEe Aargk 712 giAlfn. 9] g9l Adg gk 14 ssHE R
st 98l fHEd. & A7) gYad FPEQ] S EA5) 5SS Z2E o= ezl RNA BEUAE
= #AH(PNA) SR Adtl. PNA 8gHEolA], RNAS T WL ojn|= ghf Wi E3) o}ﬂli EEek
o= AL, A7 E FAFHIL, Yo] ofn= Ko ofx} WA dxjel] A b
PNA S3tE9] AlZ2E wAshe tiA wl= 538 77 Hdio] xEA o E?HE lj? 53
5,539,0825; 5,714,331%5; % 5,719,26255 XEFsiut, o]o] AgE A= Zerh. & D] (RNAO ARE-EH]
o] Astal F71e] PNA 3gES, oE 59, 3 [Nielsen et al., Science, 1991, 254, 1497-1500]<l 7]A&

- !
e T oox Y
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A o=
- A=
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-
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el SAE AR Fdde RAEREQCOlE WIS Zhs RNA R SH R M, 53] 4] e
v 58 WE 5,489,6773°] ——CH--NH-—CH-, —=CHy=-N(CHy)—-0--Cll—— [l A (o] 5) EE= MMT e
2 3481, ~~CHy=~0--N(CHz)——CHy==, ~~CHy=-N(CHz)=-N(CH;)~—CH,~= % =-N(CH;)~—CH,~CH;—[¢]7]4], #el 3
SEYe]AHE WMEE —0--P-0-—Cll,—-2 FAE], 3 47l A58 v= 53 W& 5,602,240%9] ofv]= )
e ze SYanIdess 0. O AN, 2dd 541 AT 37 dFE v 53] W
5,034,506%9] FEE e ME FxZ 2ten
HPE RNA= 3 s o] A&ke 3 RoloHE e & Stk 4ol SA4E iRNA, oS 5o, dsRNA
£ 2" 919 O; F5 0-, S-, BE N-27; 0-, S, EE N-AES 0o, §- BEE N9V EE 0-2E-0-%
A F shtE 2EE ¢ A, A &, Ald 8 YIde AREAY wAEE G A G EE Ee G
A Co @7d 2L 7Idd vk AARD AR w2 0[(CH),01,CHs,  O(CHy) ,0CH;,  O(CHy).NH,

O(CH,),CH;, O(CHz),ONH,, % O(CHy).ON[(CHy).CH3) 1,5 E3atir, 94714 n & m& 1 WA °F 1000, ©& 54
ool A, dsRNA= 2' $1X|ell € WA Cp A &, g AT 4, d3opd, of2d7, 0-¢Iokd & 0-
o}= o7 SH, SCH3;, OCN, Cl, Br, CN, CFs, OCFs, SOCH;, SO.CHs, ONO,, NO., Ny, NHy, &E]lZAto]EF2d 3
Hl2AtolZ 2 g0t opn| ol ZEjddon| e, X3k A™, RNA A 7], gx2H 7], JEAH <]
Hl (intercalator), iRNA®] &34 54& /WAA7]7] 9 7], &£+ RNA«] oFdsld EAS JMAAIFY] $1%h
7], B AR 5A4E Ze e A3 T shvE 2T dF FEAdA, WY 2 -w B Ao FA (2" -0—-
CH.CH0CH;, 2'-0-(2-vl&EAllE) H& 2'-MEER 3AE)(EA[Martin et al., Helv. Chim. Acta, 1995,
78:486-5041), &, LFA-LFAVIE xS, T U2 oA Wy 2 -tudolu Ao 5A], ZF, 7]
B AAlefel 71AE nkel 22 2'-DMACEZE= &A1 0(CHy)ON(CHy), 71, B 2'-tjw| o] ol F Ao FA]

(2'-0-tu ol e Aol e = 2'-DMAEOER %= 3 Zofdll 3AE), &, 2'-0-—CH,~—0--CH,—-N(CH,)z0] T},

*

g2 Wyge 2w EA(2'-0CH;), 2'-ob) =X 2 ZA] (2 -0CHCHLCHNL,) 2 2'-Z5 02 (2'-F)E xaal), &
3k WM3o] 3 [RNAS] RNA Ao T2 917, E3] 3' ¥t HFIHLEE A = 2'-5' AA9 dsRNA ¢ 39

rlr
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[0135]

[0136]

[0137]

[0138]

[0139]

S=S0l 10-2375607

3914 05 WE wEALE S 5 GANA olFold = k. RNAE EF AEFehed G halo] Aol
ZEYY RolojEst ge ¥ EWAIE /bY 4 Atk Y] WER 9 7xe) ARE wAs: BEd UF 5
3= v B3 W& 4,981,957%; 5,118,800&; 5,319,080%; 5,359,044%; 5,393,878%; 5,446,137%;
5,466,786%; 5,514,785%; 5,519,134%; 5,567,811%; 5,576,427%; 5,591,722%; 5,597,909%;
5,610,300&; 5,627,053%; 5,639,373%; 5,646,265%; 5,658,873%; 5,670,633%; % 5,700,920 %
TS, olol ABHAL 23, Y] 55 F 54 S L 299 W FEow svAd. 4] 53 7
o] AR F2EA 29 EFE,

RS E9 9971(FF, F FoblA "Qr'w s AFE) WY Eb A8S TIY 5 Ak BUolA
AEEE vk 2 AFEA et EE A 9971 Fu 97 ohld(A) R Tohd(G), % deiud o
7] EED), AR 2 S0 T3t AgE 997 ge 34 2L Ad 997, dE Sof, 5
YAEA (5ne-C), 5310 EEAME AR, AR, shol£4HE, 2-olvlxoleld, 6-vY % ofdld ¥ 7
ohdle] the 47 fFEA, 2-X2F W ohdld R Fohull vhE % FEAl, 2-E e, 2-El Qw1

2 E]

HoANEA, 5-825-apd 9 AEA, s-22dd -2pd 94 AEA, 6-olx §-2Hd, AEA 2 gAY, -4
FEEA), 4-He e, 8-FE ) 8ol 8-FHE, HLegd, 8-stol=imd ¥ thE 8-X3kd oluld
g Fold, 5-%E, 53] 5-HERR 5-EEFoRMYE Y oE 5-X3d g 9 AIEA, 7T-dHEqeld o
7-dgoluld, g-ofAlgtobd W g-olxpotdld, 7-vjopRtTrold A 7-tholxtolEd W 3-rlopApgtold B 3-to}
Zlotdd-g EgH3it}. F7b ddrs n= £33 HE 3,687,808 JMAE A, EA[Modified Nucleosides in
Biochemistry, Biotechnology and Medicine, Herdewijn, P. ed. Wiley-VCH, 2008]e] 7|Al® A, & [The
Concise Encyclopedia Of Polymer Science And Engineering, pages 858-859, Kroschwitz, J. L, ed. John
Wiley & Sons, 19901¢l 7HAl® Z, A [Englisch et al., Angewandte Chemie, International Edition, 1991,
30, 6131 7HAl" A, 2 FH[Sanghvi, Y S., Chapter 15, dsRNA Research and Applications, pages 289-
302, Crooke, S. T. and Lebleu, B., Ed., CRC Press, 1993]¢] 7fA € RS X33ttt A7) A7) = E4 3
A717F & LA 5A-E &y s = 75_%" A& F7HA71Ed 53] &3ttt o] 5-X3E ¥
g 6-opAtgEnd 2 N-2, N-6 2 0-6 X$H F, dE 5o, 2-opp|x=Z2gotdd, 5-Z 23 d g
D -2 UAEAS X3t 5-EAEA] X]@fo Ak FEHx MHAAS 0.6 WA 1.2T7HA F7HA17]
RnoZ W HAL(EH[Sanghvi, Y. S., Crooke, S. T. and Lebleu, B., Eds., dsRNA Research and
Applications, CRC Press, Boca Raton, 1993, pp. 276-278]), °l& ©< ¢ E3] 2'-0-WEA]ddE & H¥3}

e = Aol dAAQl 7] X Foltt.

i

fr o

A7) AFE WEE A9 Bu ole ve vy Ay 3 54 999 AxE wAse g v 5
e Azte] Apel FxmA Eee T Y] AFH WF 585 WS 3,687,808%; 5,750,602%

4,845,205%.; 5,130,30%; 5,134,066%.; 5,175,273%; 5,367,066%.; 5,432,272%; 5,457,187%; 5,459,255% ;
5,484,908%;  5,502,177%; 5,525,711%;  5,552,540%; 5,587,469%; 5,594,121%, 5,596,091%;
5,614,617%; 5,681,941%; 6,015,886%; 6,147,200%; 6,166,197%; 6,222,025%;  6,235,337%;
6,380,368%; 6,528,640%; 6,639,062%; 6,617,438%; 7,045,610%; 7,427,672%; 2 7,495,088%F
FEesh, olel AFE A= B

iRNA®] RNAE =gt sl o] A= (locked) |AHINA) S E3elEs WEd & Aok, 5 A4t
ololEI7} 2" H 4' BtAE AZAITE oA HRA(bridge) & EFSE HIEE R A
YeEl=olt), o]y F2E 3'-¢d% 24 FH U9 ZRAE g3iygoer "z sk

Are] F7h= dA el e] siRNA fb8AS S7RA7IaL, EA 9l (of f-target) G35 A= Ao=m Bl
SH(F&[Elmen, J. et al., (2005) Mucleic Acids Research 33(1):439-447]; &% [Mook, OR. et al., (2007)
Mol Canc Ther 6(3):833-843]; 3%l [Grunweller, A. et al., (2003) Nucleic Acids Research 31(12):3185-
31931).

e b FEULHESY AFXE WA SE dEAd va 53 Z24H7be] AAdlgo] xRz A B EghEE=
u= E3 W3 6,268,490 ; 6,670,4615; 6,794,499%; 6,998,484%; 7,053,207%; 7,084,125%; A
7,399,8455 5 23S, oo AgE A= &

rl

RNA -} weke] ofgh FAA tAs WS N-(ofAEotn] w2 o )-4-3fo| EFA| L& 2] = (Hyp-C6-
NHAC), N-(FIZ2YU-4-3lo]|=ZEZAZZ &= (Hyp-C6), N-(olAE-4-3}o]| == A X =25 (Hyp-NHAc), Elm]d-2'-0-
HEAIHH A (HZ), N-(opv| =7tz 8 )-4-3to] EFA &2 35 (Hyp-C6-01] ), 2-EFA=Y-9-2d-3"-3%
2FolE, ME 7] dT(idT) 5& X8 4 Aduh. o]zt wde] MAINES PCT F7] WO 2011/005861 % ol A
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[0140]

[0141]

[0142]

[0143]

[0144]

[0145]

S=50d 10-2375607

£ o] iRNAS] RNACS] I vl WEFH S RNAo| iRNAS] &4, Al¥ X, FTE FAIIE sk o
do] Bzt=, BolojE] E AFACEE Ao AAA = S EFeTE. o]Eg RolojElE AF Kol
olg], d& B9, Fe=EE Zo]oE] (& [Letsinger et al., Proc. Natl. Acid. Sci. USA, 1989, 86: 6553-
6556]1), ZAF(&3 [Manoharan et al., Biorg. Med. Chem. Let., 1994, 4:1053-1060]), E]QoE|Z, & E9,
WP -S-E2HE] S (E3 [Manoharan et al/., Ann. N.Y. Acad. Sci., 1992, 660:306-309]; +3l[Manoharan et
al., Biorg. Med. Chem. Let., 1993, 3:2765-2770]), E]Q.Z# 2~E|=(E3 [Oberhauser et al., Nucl. Acids

Res., 1992, 20:533-538]), A= AlL, o o], UYL == $dA 27 (E3 [Saison-Behmoaras et
al., EMBO J, 1991, 10:1111-1118]; 3%l [Kabanov et a/., FEBS Lett, 1990, 259:327-330]; 3%l [Svinarchuk
et al., Biochimie, 1993, 75:49-54]), QA A, oE £, Y-t d-rac-2HE £ EFdE-d=EH

1,2-t)-0- A b A ~rac-F A Z-3-E A E U] o] E(E-&# [Manoharan et al., Tetrahedron Lett., 1995, 36:3651-
3654]; &3 [Shea et al., Nucl. Acids Res., 1990, 18:3777-3783]), Zzlo}ql L= Zdgddl & AME
(¥& [Manoharan et al., Nucleosides & Nucleotides, 1995, 14:969-973]), i o}t}utet o}lHEX(EH
[Manoharan et al., Tetrahedron Lett., 1995, 36:3651-3654]), Zulgl Ro]oJE](E& [Mishra et al.,
Biochim. Biophys. Acta, 1995, 1264:229-237]), Ei+ ZEgdoldl k= ddoln|--7l2 RIS A2 2HE
ToloJE] (& [Crooke et al., J. Pharmacol. Exp. Ther., 1996, 277:923-937]1)& XEgalt}, oldl] A= A=

o)1
16 - .

@ pAdOA, Bt BHEE R A8 BE, R4S Eb Sue WA, vierad Tadeln,
s, dF Fol, oud Uxusl RAsH: Fol uld) AuE EH, o Sol, B4, AL T AL F
P, T3, B Bol, AL T W 7, 24, /% TE A4 9o W F¥R AR AFIT
AR e FEEssE 92 e FEN s g Z6) Felsa %e Aol

PRrEE A WAl BA, o Sof, WMA(dE Sol, %k 83 ATH(HSA), AWE ALEWA(L), =
SRR BRRE(dE Sof, 9aEd, EF¢ullulan), VW, JIEL, oFd, Ao|FRYsE,
SMAGAAEAY EE FATEMN); B ALS TFT 5 Uk, A0St BF ARG B FY 24, 98
Bol, B4 FHA, AF Bol, FY Felohl:miY £ k. Eefoprmate] o Sl U(PLL), Ee L-
ofiTtEEN, Fo L-2TEN, AHdA-2HA 4R FEGA, Bl SEE-n-292Ys) $EEA, O
N elHE-we TRE FEWA, N-2-stol s Az ve Aol = FERAGNPY), EeldPd 22

3L

M, Eelokl, R =-2
o % Al

ohilel, ZREpY, o

-
r

WLy

g A

m_‘ (-

%3

Mo &
fetl

el ‘i'

“ 2

% Ll

rm i

9

ol -

o >

£ m
1)

b=

N rr

e l-;i

off N

= 2

N k:t;l

_LL.4

g

o

= L

> o o ofo

o

N

Ll 2

Ll

i

- 2

©

T,

ofl

ay)

=

i)

By

i)

3

rr

Ru)
=
o

o Im
i
k)

) 2
[>
1%}
=

to g de 9=, FAAE B9, okadd), 7tuA(dE &9, =W (psoralene), W Ew}o]il
C), EXE=3-(TPPC4, AT F (texaphyrin), A @ (Sapphyrin)), ZgAtelEd WIS vslsi(dE 59,
¥ u}Z (phenazine), Tldlo]== s 59, EDTA), #HA4

2, dE 5o, FxEE, Z4b, oitnbd ol EL, 1-¥# FE]|EA, Uto|ERE|AEAHE, 1,3-H]A-
oA g A E, AgdSA A7, AgASYUAE, REUS, 98, 1,3-Z290L, Jegar), =
v EsL, vl 2B, 03-(ZU )Y EZAL, 03-(L ) ZA, tuEAEDE, T HHAzl) 9 FE=
AFACIE(E E0], JdHv# ol (antennapedia) FE =, Tat HEE), GAs A, ET2HolE, ofnw, w3}
&, PEG(el& E°], PEG-40K), MPEG, [MPEGl,, ZEejotv]=, &, X&d o4, WA A9 vir], a4, §

HdE 50, Bled), /& FAA(AE 501, ok=v™, HER E, ), §4 iy Edorl(dE

e
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10-2375607

s==4
AFANE, HEeobavia

=
=

,omaE SaE, okadd-ovt

=
LA

g}

or
oA
o

il

[0146]

il
il

To°

)
o
ok
T

o
E

veel

X
wjr

0|

B

o

e

e
5}, PK

k)

=°1, Al
A, PEG, e

=

=

2ol (phalloidin), 2=

iR
=

AAPK 2HHE 2§

A PO ZH o

=z

=]

5

=

Alo] E7FebAl (eytochalasin),
[}

%9 A(latrunculin A),
v] @ A" (myoservin)

E

L

-

W &gl ~¥ (vinblastine),
T

= (japlakinolide), F

1t} =4l (indanocine),

RS

iRNA®]
H 0]

o

R

)

F

A
<

=
=]

j=5

Zo] iRNA #HgAle] FE S
=4

X
=
=

[e]

2]

2]= A(swinholide A),

W32 ~% (vincristine),
< (lipophile),

HAIA, Al

-
X

2]

A

5 e, Eeol rAe upep #

Z2907, Bt FEX, gt ZdgES, N-oE-ZZEA | N-o}A

EF<=(taxon) ,
(nocodazole), At
o

o]
=4

[0147]
[0148]

2]

el
Plo

15

k)
o

toba 2 Ale]

23
el

E

2078] @719 ZEalE

‘_
T=

°F 570e] @471, 1070e] 471, 15709 %47

L
L

a5}

2|

5.0
s

2

B

[<)

2]

A

1l

oz

3ol

o], Applied Biosystems (Foster

3.

[<)

=
=

ML

=

=

°

wdel 71AlE Al PK =2 2tER AR
o]

E3

L &

ek sherel )

[0149]

2]
2]

Pl

[N

[N

té]—

sl 253t

S

T ES AME

o]
=4

5= (building block)S AF&3}o]

-
X

[0151]
[0152]

W

jzel
R
3

of

371l

A A7 B

A A Aol E
T el

i

k)
w

[0153]
[0154]

A
)

1

_29_



[0155]

[0156]

[0157]

[0158]

[0159]

[0160]

[0161]

[0162]

[0163]

S=S01 10-2375607

UE %Al (naproxen) i of2sIRle] AgE F drk. Ad EE AL-IW DEE (a) AFAIES Ealf
e e T2 d/AAY, () BA AE EE Azvome] A5 mt gue 747 & 9dn
/AL, (o) BF WA, AF Fol, HSAl @ AFS WS s e & Ak,

i
Ad A s g4 250z AFAEY AR oA, A ol
£ E°], HSA9 o= % 3 Z

ARz FaE b5yl A%

AFACNES FH311]7]17] 98] A

s =
Exd Zolt. AF Ax= A4stH s v RolojErl Egk Ad Tuk k= Al &

E O e, Prim A AR, A8 So), FAse Axel g8 F4HE Roloje, A o, ue
Holth, olEe, ol Eol, oY E H-oby 3, A8 Ho}, GAEY UA @t AL 34 5oz 3
v golg Amsid 58 4830 dAF WERS wEY A, B, 9 kE EgAT. O dAF v
HEb B, ol o], 99, Bl2, eluEelul, wow, Ry wmi EA AX, dF Sol, % Axel o
F4EE O v £ 9UsD TPtk Ed, HSA 2 ARE AdeuL)e] T

, T 28A, v AE 28 ME-F3 ZgAolth, v AE, 4
wjAdolt}. dAa)F ZgAE FE=, oE 59, tat B otel =¥ t]o}(antennopedia)©]t}. A

2k 8-A7F ME = A9, ol FE YA (peptidylmimetic), QAW E™ (invertomer), H|-FEE = =
-FE= 23, 9 D-opr|xAte] AMEE xFehe vhel o] Wy 4 Qvh. wiEsAle, AYd AEAl= vt
HA 8= R4 B AfA (lipophobic) &5 z2be a-ZeZt 2-gA o]t}
FeE PHE Ev FHERYAY 5 Ak, FEERYA(EDAA SYIPEHERTARZE A ) e Ad
FE =9k FAbgE A" 32 FERE EEE F dv BX0Ith. iRNA AEARe] FEHE 9 e =RA 9
Bae  oE Bo], AE A E EFE FFAAZIORA RNAY st B ¥ oS nE £ dr. FE=
T FAHERYA FolojgE oF 5 WA 50719 ofr|x4t deol, dF& &9, ¢ 5, 10, 15, 20, 25, 30, 35,
40, 45, W= 50709 opmi=At dold = A,

FE =, FuAd FAHE, T

PEE e FEERGAE, oF B0, AZ T3 FE=, Fol 24
FE=(AE 501, =2 Tyr, Trp B+ Phe2 748U =

HE =(constrained peptide) Hi= 7hld FEE=U 4= vk, & vE dictellM, JE|= RolojE= 244
A9 AANIS) S 238 F Qlvh. o AH &4 MIS-FF e =% ofv] =2k A9 AAVALLPAVLLALLAP(SEQ 1D
NO: 9)& 2= RFGFelth. &5/ NISE §Hishs RFGF fFARAI(dlE 5o, obv|:=At Ad AALLPVLLAAP(SEQ 1D
NO: 10))7F HRE A3 RolofHd 4 Sk, JEE RojojE= Axds rtEA=ZE JHE, SHansde
g, g dids y3sks 2 54 248 7 ol "HE fHE=d F Qv s 5o, HIV Tat &
2 (GRKKRRQRRRPPQ(SEQ ID NO: 11)) ¥ ==k (Drosophila) SFe|vst]el v (RQIKIWFQNRRMKWKK(SEQ 1D
NO: 12)2HHe] Mde A JEezA 2483 5 Sl Jdow wen. A -tazde] solny, E=
1-H]=-1-3}9H= (0BOC) =5 tolueje]=5H shele fej=gr e = E= P == DNAS -2+
Aol ofsf Amgd 4 ATH(EF[Lam et al., Nature, 354:82-84, 19911). AME #A st 545 98 3=
A 99lE Soke] dsRNA AHgAldl A&E JE = EE JEEREA ] o of2r|d-Zeil-ofag 2 ELL
(RGD)-FEI=, Hi= RGD ZgAlolth. E|= RoJojEli= of 570¢] ofvmit Wix] oF 407]9] ofwait dofe] ¥
A F Ak, FEHE RololEHE, odF o, HAAS ITMIIAY YA &
FE M 5 Ak a7 ZIAEE A MY dole] Wde] ofgd & it

12 ox oX
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SE=S0 10-2375607

AcHN 5 il
Ho (OH
Q
HO. o\/\/\“/N/\/\N o
AcHN & H H bl ]
HO. HO
HO Q
HO!
o) o]
\/\O/\/O\/\N
HO—_HO H
HO -Q
HO o)
Q.
O\/\O/\’O\/\N/\(\/ \%nw

38k 111,
Ho
o
HO. 0\/\0/\,0
NHAc
Ho O .
HE O g ™~AO
NHAc 3}sk2] v
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% Bol, Age AP m= QAN AXE B oude] iRNAg AEAPeEA FdE & Atk EH,
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[o

AW AGE RV, GIE Eol, dRAE e 2YEL A Folgons 47 98 >
Aoz, RAE AP o] WAL fEakt s} ool WHE Felgony Ay Ade

S99 5 Ao, olF Tigke Hld IR w=olH,

At o2 - dlAk Balg ddste (AT = AAY) gdele] WHe] o] jRNASF] AMS-S 8 =F
5 gdri(eE So}, HA Yfo] HxA B XY= £ . (1992) Trends

)

Cell. Biol. 2(5):139-144] 2 W094/02595% Zz). AW ALS 9sle], iRNA BAE Ad3tr] 98] 183

méi_i

A
s

o>

o
=
w
)
=}
o,
—
=
o
=}
=
—

S
oF & aglol o2 Sof, ddE BAe] AREA g4, wSold muel WA, % EA =4 o dgw
v Edo] maHT. iRNAS HMSold E¥:, olE Sof, Howme] ANA FA} E o]Ad] o =
= AAE SA Foldtd o@ A Fold od AaH® 5 olv. Aw PR Fa R g wa
BEE AUEAa, AeA od 9 £ 5 A, HEAE B + Qe di Ao 2g
A edg AVEHL, QR 4] wel e A gago] el G elel @el R F2 el
A% 24 A=) e Yreo HHAT. oS Sof, AfolwmE T2 (cynomolgus) HEololA ]

= Fr
AN FAHE#H [Tolentino, MJ., et al (2004) Retina 24.132—138]) 1 nl9-2o Ao wWust FANES
ch, SJ., et al (2003) Mol. Vis. 9:210-216]) 9]¢k VEGF dsRNAS] <tHdl g2 & EF7F dA#-#4
abwge] A9 RdoA AAEAFTAS WA= AoR WE T, TS, mpgoA 9] dsRNAS] A T
U FAbe T B9E2 gaA7| (&3 ([Pille, J., et al (2005) Mol. Ther.11 :267-2741), F%& zt= npg
29 AES AN F JY(EF [Kim, W., et al (2006) Mol. Ther. 14:343-3501; &3#[Li, S., et al
(2007) Mol. Ther. 15:515-523]). RNA ZHd& 3t 25 FAlol] 9)d (NSE2e| =44 HALD(E3H[Dorn, G., et
al. (2004) Nucleic Acids 32:e49]; % [Tan, PH., et al (2005) Gene Ther. 12:59-66]; &% [Makimura, H.,
et al (2002) BMC Neurosci. 3:18]; #3%l[Shishkina, GT., et al (2004) Neuroscience 129:521-528]; &3
[Thakker, ER., et al (2004) Proc. Natl. Acad. Sci. U.S.A. 101:17270-17275]; & [Akaneya,Y., et al
(2005) J. Neurophysiol. 93:594-602]) 2 wW Fojo 23t #H=Z9 =4 AL (7 [Howard, KA., et al
(2006) Mol. Ther. 14:476-4841; %@ [Zhang, X., et al (2004) J. Biol. Chem. 279:10677-10684]; &
[Bitko, V., et al (2005) Nat. Med. 11:50-55])& o]&3lo] AF2Ql Aoz Wz, AWy Xu&

IRNAE H2l FoJ3t7] 913, RNA= W3 HAY ks A9 A 2" o] &3te] fitAos Add
T 279 WS AR dEwmEdoldl 2 diyrEdobAle] o3 dsRNAS| A&E s WX
S 3t} RNA T oFehd dhalle] Wy % Z 5
ael FHE 7heA & Stk iRNA A=
S AHA 7129 gstd HFAel el o ¥E .
o]E¥ ApoBell Wzl fr=H iRNAZF mh9-2of 4l FARE AL, 3F
N Z (3 [Soutschek, J., et al (2004) Nature 432:173-178]). SYeEF® &9 iRNASl AFFA ]
o] mpg-2~ mEo A FTF *é%}% Ak, T 3AE wivlete Ao R B A THEH [McNamara, JO.,
al (2006) Nat. Biotechnol. 24: 1005-1015]). gk diQbA F&edjolA], iRNAE ke A A|&H, & &
wgAt, dege, SFA, YgEE, B ol dY AlaES o] &ete] ddd Qv AR st
713, T3 Ao FAE A EI A

J

24 AF A AHLS (RNA EXH(ESA o R )%
F4E bl A goled AW, wEn, Ex FF

f

w

RS
o

s 1
K
o

U

r
rlo
5
gg

~
oo N & oL

u}
2
ot fo AL o B

u&mzémijzoborf
rlo
)

D
~

AQ

Age HAA

=

2 q4)
FEAEE WEAIA, Aol Jﬂ iRNAS] =A<l
A iRNAGl AEE S AU, FEEY IRNAE BT A T vd(nicelle) S AT 5 dH(AE B
o] ¥3%l[Kim SH., et al (2008) Journal of Controlled Release 129(2):107-116] #=x). AX &= njAo] g

< A2l FAEE A iRNAY ESE FUME gA . Fol A -iRNA EULX*]% Azstal Folahs WS
83 Ao 58 Yot (dE Bo], AAUEo] FxEA EAo| ¥3E= F[Sorensen, DR., et al
(2003) J. Mol. Biol 327:761-766]; ®%&[Verma, UN., et al (2003) Clin. Cancer Res. 9:1291-1300]; &
[Arnold, AS et al (2007) J. Hypertens. 25:197-205] Z+z). iRNAY HAl Ao F8&3F & A A|2=E Q]
AX v AFA < o= DOTAP(A”] & [Sorensen, DR., et al (2003)]; 471 &3 [Verma, UN., et al
(2003)]), Oligofectamine, "XA ik A& YA"(F&[Zimmermann, TS., et al (2006) Nature 441:111-
114]), 7)o@ (E& [Chien, PY., et al (2005) Cancer Gene Ther. 12:321-328]; &3 [Pal, A., et al
(2005) Int J. Oncol. 26:1087-1091]), Z&d#:Mo]T1(Z&[Bonnet ME., et al (2008) Pharm. Res. Aug 16
Epub ahead of print]; &% [Aigner, A. (2006) J. Biomed. Biotechnol. 71659]), Arg-Gly-Asp(RGD) HE|=
(=@ [Liu, S. (2006) Mol. Pharm. 3:472-487]), 3l Ze]opn]Xzelnl([Tomalia, DA., et al (2007)
Biochem. Soc. Trans. 35:61-67]; & [Yoo, H., et al (1999) Pharm. Res. 16: 1799-1804]1)& ¥ &3sit}h,
5 e, iRNAE A FoE 3] Alo|FRdAEd EGAE AL, iRNA 9 Alo]SFRYAEF 9]
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[0226]

[0227]

[0228]

[0229]

[0230]

[0231]

[0232]

SE=S4 10-2375607

of Wy Bl oy A= AAUEe] FEEAM < 23EE v

o

5 M3 7,427,605 4 wAE

Serpincl FXAE FH SR S iRNAE DNA Hw RNA WHZ A¢d dAF S925EH 3384 4 dv(adE &
o], =¥ [Couture, A, et al., TIG. (1996), 12:5-10]; PCT &78 WO 00/22113%(Skillern, A., et al.), PCT
71 WO 00/22114%.(Conrad) 2 vl=r 53] W3 6,054,299% (Conrad) #Fx). W3S A5 E4 AAE
(construct) B 3F4 %7 B AE F3o] wal A Z (e BRI WA EF)ol A A&LA (EF WA 24
T 71 o9 V)

2
N EER L

E EdxfAA(transgene) = A8 ZAE, 98 FgAv|=, T dlo]y
t E 5EEHA &gt 9HY 4y, EdAfARE T3 JAA 9

E
A eE: A" 4 AvH(E [Gassmann, et al., Proc. Natl. Acad. Sci.

(e
w2
=
—~
—
©
©
2|
~—
©
\G]
—
\]
©
\]
Pt
~—

iRNAS] A 7he s 7peES O Wy Ao TR RRYH dAb k. 27)9] A9 Thge], dE
=01, dsRNAS A7 =5 @ solof sk A, 2709 WUl 2E WEY 14 AR o5 E9d(dE
of, EdlaA M (transfection) == el 93H=E 4 v, wiobH o=, dsRNAS] Z4z+e] 7§ A 7he2 5
] mFoll ols) dAbd g Slvk. @ FAdolA, dsRNAE "7 EEl
e vk ZelsrEd =R BENo], dsRNAE ¥ B B g zhet

=

i)
r U
s g

B gduld oz DNA Zelxus i nlolgls WE ot AR A ¥} 48Adel 4 wE
Sl of 71A1%l wie} e iRNAS] WES 93 Azt A
[e]

)]
=)
N
o o= o
ol ox
Ho >
o X
ol
4 =
U
>
o, oo
olo i
N
N
olr
ol
ol
o
ot 2
ox
X
o
fr

o
o

o

17] WE7L AFE. iRVA 2E 9 el
= a =

[ R o e
el H do & o @ =
B
N
m
S
o
r o
2L ot
me
LA
1 1o
o 2
.
il
A
A

%
=
)
=

(

:

SHAVEE FolAd A Al (AE £9], Oligofectamine) W& H]-%Fo]24] X &-7|0F A (4
, Transit-TKO™)¢te] E3AZA] 54 Ax=2 Edxddd 4 Qrh. 15 5 1 ool 7|7k AX
RNAS] T}t 99& AR 3he iRNA-ui/l] Yrheg g v Ad EdsddMo] Fe & 4w
nHET. S5 AEEY WHo AFAQ =] e ¥

o, dAA ER=IEL ZEH, odF 5o, % oA, dE =2l

Protein, GFP)& ©]&3to] 4lsshd < k. AA QoMo Mo tgd ERNAIHL 54 344 ad(d&

= RS [ [ N T
=°], @A & )l td WA, dE =01, solamrieldl B S e EdAAAE AxES Agshs

N
2

]

me 1o B
%

o,

ol X
to I

2ol 7IAE By 2 2A4=H @A o184 & uho]g{ 2 WE A|AEL (a) ofdmulolz WE]; (b)
dEatolel 2~ WY, E24Y Frd WE@H nlo]gx E35h, ol ATEHA = 2E dEZbfoly A WE;
(¢) ofl=-# wpojzz WH; (d) Wes 22 nlolzz WE]; (e) SV40 WE; (f) ZE]omt Hlo 2~
WE; (g) F7F vleldz WE; (h) JZvvtelels ¥WE; (1) Fautolgjs By, & 5o, LEEZR~,
E 5o, &7 volls ¥y e 2/EA, GE 5o, Jhbgel B EE a0 9 (§) RE-EY B®
= 7714 oldxnto|H s XFE, old ATHAE Zerh. HA-EF vlolEzvt B fFEld 4 ).
theFst WE 7 AEe Alged FEEAY ZFEA g Aolth. AAELS QA ERNALAES 3 vlojg
AEE 238 ¢ Jrh. dikH ez, AAlE2 d3E JA7F 7hse Wy, ol £, EPV % EBV WH=E T
Tk, iRNAS] A= TE %4 A Eo]M iRNAS] 2

=

S & 23 RAs7] fsl 9ty o= %
So], T2RH, QI T& daz T Fo|t}, Wy H A

aeskE tE FE7E el

iRNA9] el f-83 Y

A4 5)e £FE Aol
o]

iRNAS] I3e oS Eo], EX Aty xHA}t, oF Eo], £33 FFIAA FF, BE ZTE2X g3
T4 2E AMEE olgstoazn AUSHA 2dE 4 AuH(EA[Docherty et al., 1994, FASEB J. 8:20-24]).
AE Ee EFeEolA dsRNA 3ol Zdd Agst 7] =4 @ Aage, oE o], Jdus
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[0234]
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(ecdysone), AN=E=ZA, T2 AHE, HEZRA o] Z7, o|gAste] 3184 FE2ixt, & o]AXZ2d-3-DI-F
SAFEIAHEAE(IPTG) ] 9 24E x3stt;, GAA= iRNA EdAfARe] ord fo] 7] %3k &
Ao 2d/Z2 WY IS A9 4 98 Aot}

iRNAE Q1393 A AEs §ste mloldlz WE7E AFEE o vk, & Eo], dE=Znto|2ix WE7}
AeE 4= i (Ed[Miller et al., Meth. Enzymol. 217:581-599 (1993)] #=x). olE& #HEZnlolg|~ WEH =
vholg 2~ Aol g3t 7] P S5 AE DNAR O e dash AES et iRNAE 1ZHsteE At
Ado] gz o] k] AYE golsHAl f= sl oY WHE FRYET. dEREntolelx WE e #g o
S AFANE, & B0, e g WAl EVMEE Axsr] 98 28 E7AEE ndrl FAAE
Adslr] 93 dEZulolejx HE o] AMES 7]ASt= £ [Boesen et al., Biotherapy 6:291-302 (1994)]9]
A aEE oAk fAA aRlel A P ERRtolE s WH Y AME-S dAlEtE e FEREdS L [Clowes
et al., J. Clin. Invest. 93:644-651 (1994)]; &&I[Kiem et al., Blood 83:1467-1473 (1994)]; #&
[Salmons and Gunzberg, Human Gene Therapy 4:129-141 (1993)]; ¥ #%[Grossman and Wilson, Curr. Opin.
in Genetics and Devel. 3:110-114 (1993)]¢|t}. Al&o] mH =& #AERlolH = WHE, oF 59, FZ2A
ol 23E= var 53 W3 6,143,520%; 5,665,557%; E 5,981,276%.¢ 7|AE HIV 7|9k HEE E3ht

rf

o}
£ wsl iRel Al AL8E] Al ohdirol el S v, obdlerioll

=, d8 59, =

7l AR fFARE Agsty] g 53 wgA] vgEelth. ofdlmntolEl s SE7] A9E AdFHoR
FAA7I5L, A7)A o] 7M. AWS of7|AIZIt}. old|wufolel A TIRE A /\1i%‘°ﬂ gk &2 3242
7r, SFAAA, WF AE, 9 250, oidxmrlolgaE FEIA G AEE XA F e FHE %
t}. F&[Kozarsky and Wilson, Current Opinion in Genetics and Development 3:499-503 (1993)]eA+= o}

dlxzvlo] g 2~-7|gk {2 e o] AAlE] v}, E#[Bout et al., Human Gene Therapy 5:3-10
(199) ol A= dles deole 557 A9E FHAE dLstr] A% ofvlmuto]gj s ¥WE o] Abgo] HAHF o]
A, AR Qoo ofdmnfole] o] AlEo] TFE o= F3&[Rosenfeld et al., Science 252:431-434
(1991)1; =% [Rosenfeld et al., Cell 68:143-155 (1992)]; =% [Mastrangeli et al., J. Clin. Invest.
91:225-234 (1993)1; PCT &70 W094/12649%.; 2 ¥ [Wang, et al., Gene Therapy 2:775-783 (1995)]oA
Ad 4 vk, 2 4w 5AE RNAZ Z@AAI7]7]o Ajber AV WE, AxF AV 9EHE ZAE] A
WL 2 A Alxe AEE Adgstr] 99 W E¥([Xia H et al. (2002), Nat. Biotech. 20:1006-
10107l 71A =] Art.

B, ofbdl-w whole] 2~ (AAV) HE 7} 2 wE o] RNAE HdEshy] flEl AREE S ATH(EH [Walsh er al.,
Proc. Soc. Exp. Biol. Med. 204:289-300 (1993)]; m= E3& W3 5,436,14635). 3+ F& o)A, iRNAE, o
E 59], U6 =& H1 RNA T 2RE, T Alo|EvZdazulo]g] (V) ZE2EHE zte QXS AV 9 EH Z25EH 9
271 #Ae R dd-7le RNA A2 ddE = k. B Aol 5HE dsRNAE TEA7] 7o A7t
gk AV HE ARG AV HEE ZAE] s iy, B 24 AxE WEE ddshy] e e, AA A
Wgo] I EYo] 5= 3 [Samulski R et al. (1987), J. Virol. 61:3096-31011; +3%l[Fisher K J
et al. (1996), J. Virol, 70: 520-532]; ¥#& [Samulski R et al. (1989), J. Virol. 63:3822-3826]; w|= &
3] M3 5,252,479%5; W= B3 WHIE 5,139,9415; FA 53 =Y WIE WO 94/13788%5; 2D A E—tﬂ =4
H3E W0 93/246415.0) 7]1AE o] ).

2 o] {RNAS] el Aet = ThE uwlolgl A WEHE £ ulolg|a, ol 5o, WA|Yo} Hlolgl A, o E
o], o=y WAoo}, oE Sof, AP vlolal A Il (Modified Virus Ankara, MVA) B NYVAC, &7
Z o8 Bo], F£F kE Fhtglel wr ot}

vhol 2~ WE o] & (tropism)& TFE vlo|H A2 HE 9 9u oy ke T 39 Fdo=
o]33 (pseudotyping) AlZ1 AV, Adgh A9 thékst nfolejx A= dwld S XA o= A w3
dE &9, #Euto)H 2~ WEH = 2 FUE o] g 2= (VSY), FH
ZHEe ¥ dwAZ FxelolgE 4 u). AV WHE st A
2o B st AEXE RASEIESE Axd + Jdor, odF &
3l% = F&[Rabinowitz J E et al. (2002), J Virol 76:791-801]& =x3}2}.

HE o] oketd AAleE EHE IAA T WHE EZFF £ AAY, FHAA A A
(imbedding)¥&= AWd wjEZAE XE3S & o). dijbd o=, HE=Rutolejx wWHe e gbdst &
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o | s
&2 Serpincl FdAbe] B = A ddd AW e Ao, dE 5ol 94 o

Stk old e okabx B AY WAL V22 sol AFsAL. @ o

s =

Fd 93k ¥ AA(brain parenchyma)Zo] A5 HggoF =
2 Serpincl AR WHE oJAE] o TR &FORE Fold 5 gl
g 7 F T84 AF 29 9 . 0
28 3 AT AR F oF 1 WX 50 mge] W9 Y Belnk. dlE B, dsRNAE T &% F °F 0.
mg/kg, °F 0.05 mg/kg, °F 0.5 mg/ks, °F 1 mg/kg, °F 1.5 mg/kg, °F 2 mg/kg, <F 3 mg/ks, °F 10 mg/kg, <F
20 mg/ke, °F 30 mg/kg, ©F 40 mg/kg, T °F 50 mg/keo® FoH ¢ Urt.

19

& E°], dsRNAE °F 0.1, 0.2, 0.3, 0.4, 0.5, 0.6, 0.7, 0.8, 0.9, 1, 1.1, 1.2, 1.3, 1.4, 1.5, 1.6,
1.7, 1.8, 1.9, 2, 2.1, 2.2, 2.3, 2.4, 2.5, 2.6, 2.7, 2.8, 2.9, 3, 3.1, 3.2, 3.3, 3.4, 3.5, 3.6, 3.7,
3.8, 3.9, 4, 4.1, 4.2, 4.3, 4.4, 45, 4.6, 4.7, 4.8, 4.9, 5, 5.1, 5.2, 5.3, 5.4, 5.5, 5.6, 5.7, 5.8,
5.9, 6, 6.1, 6.2, 6.3, 6.4, 6.5, 6.6, 6.7, 6.8, 6.9, 7, 7.1, 7.2, 7.3, 7.4, 7.5, 7.6, 7.7, 7.8, 7.9,
8, 8.1, 8.2, 8.3, 8.4, 8.5, 8.6, 8.7, 8.8, 8.9, 9, 9.1, 9.2, 9.3, 9.4, 9.5, 9.6, 9.7, 9.8, 9.9 H= °}
10 mg/kge] &FCo= Fojd 4 vk, AFH #hel e @ H WeE ER 2 @] dRel AoR oy

o}

o FadelA, dsRNA= °F 0.1 WA °F 50 mg/kg, °F 0.25 WA °F 50 mg/kg, °F 0.5 WA °F 50 mg/kg, °F
0.75 WA F 50 mg/kg, % 1 WA ok 50 mg/mg, 2F 1.5 WA F 50 mg/kb, °F 2 WA <F 50 mg/kg, °F 2.5 W
A °F 50 mg/kg, °F 3 WA °F 50 mg/kg, °F 3.5 WA F 50 mg/kg, °F 4 WA °F 50 mg/kg, °F 4.5 WA °F
50 mg/kg, °F 5 WA °F 50 mg/kg, °F 7.5 WA F 50 mg/keg, °F 10 WA °F 50 mg/kg, °F 15 WA °F 50 mg/
kg, ©F 20 WA °F 50 mg/kg, °F 20 WA °F 50 mg/kg, °F 25 WA °F 50 mg/kg, °F 25 WA °F 50 mg/kg, °F
30 WA °F 50 mg/kg, ©F 35 WA °F 50 mg/keg, °F 40 WA °F 50 me/ke, °F 45 WA °F 50 mg/keg, °F 0.1 Ui
A ¢k 45 mg/kg, °F 0.25 WA °F 45 mg/kg, °F 0.5 WA ¢F 45 mg/kg, °F 0.75 WA °F 45 mg/kg, ¢F 1 WA
°F 45 mg/mg, °F 1.5 WA °F 45 mg/kb, °F 2 WA °F 45 mg/ke, ©F 2.5 WA °F 45 mg/ke, °F 3 WA oF 45
mg/kg, °F 3.5 WA °F 45 mg/kg, °F 4 WA °F 45 mg/kg, °F 4.5 WA °F 45 mg/ke, °F 5 WA °F 45 mg/ke,
°F 7.5 WA °F 45 mg/ke, ©F 10 WA °F 45 mg/ke, ©F 15 WA °F 45 mg/ke, ©F 20 WA °F 45 mg/ke, °F 20
WA oF 45 mg/kg, °F 25 WA oF 45 mg/keg, °F 25 WA °oF 45 mg/kg, °F 30 WA ¢F 45 mg/keg, ¢F 35 WA oF
45 mg/kg, °F 40 WA <9F 45 mg/kg, °F 0.1 WA °F 40 meg/ke, 2F 0.25 WA] 2F 40 mg/kg, °F 0.5 WA 2F 40
mg/kg, °F 0.75 WA °F 40 mg/kg, °F 1 WA ¢F 40 mg/mg, ¢F 1.5 WA F 40 mg/kb, °F 2 WA °F 40 mg/ke,
°F 2.5 WA °F 40 mg/ke, ©F 3 WA °F 40 mg/kg, °F 3.5 WA °F 40 mg/ke, °F 4 WA °F 40 mg/kg, °F 4.5
WA oF 40 mg/kg, °F 5 WA °F 40 mg/kg, °F 7.5 WA °F 40 mg/kg, °F 10 WA ¢F 40 mg/keg, ¢F 15 WA oF
40 mg/kg, °F 20 WA °F 40 mg/kg, °F 20 WX ©F 40 mg/kg, °F 25 WA ©F 40 mg/kg, °F 25 WA °F 40 mg/
kg, <F 30 WA °F 40 mg/kg, <F 35 WA 9F 40 mg/kg, <F 0.1 WA <F 30 mg/kg, °F 0.25 WX <F 30 mg/kg,
ok 0.5 WA °F 30 mg/kg, °F 0.75 WA °F 30 mg/kg, °F 1 WA ¢F 30 mg/mg, °F 1.5 WA °F 30 mg/kb, °F 2
W= oF 30 mg/keg, °F 2.5 WA °F 30 mg/kg, °F 3 WA °F 30 mg/ke, °F 3.5 WA °F 30 me/ke, °F 4 A oF
30 mg/kg, ©F 4.5 WA °F 30 mg/ke, °F 5 WA °F 30 mg/kg, °F 7.5 WA °F 30 mg/kg, °F 10 WA ¢F 30 mg/
kg, °F 15 WA °F 30 me/ke, ©F 20 A °F 30 mg/ke, ©F 20 WA °F 30 mg/ke, ©F 25 WA oF 30 mg/ke, ©F
0.1 WA °F 20 mg/keg, °F 0.25 WA ¢F 20 mg/ke, ¢F 0.5 WA F 20 mg/kg, °F 0.75 WA °F 20 mg/ke, ¢F 1
WAl oF 20 mg/mg, °F 1.5 WA °F 20 mg/kb, ¢F 2 WA °F 20 mg/kg, °F 2.5 WA °F 20 mg/kg, °F 3 WA oF
20 mg/keg, °F 3.5 WA °F 20 mg/kg, °F 4 WA °F 20 mg/kg, °F 4.5 WA °F 20 mg/ke, °F 5 WA ¢F 20 mg/
kg, °F 7.5 WA °F 20 mg/kg, °F 10 WA °F 20 mg/ke B oF 15 WA oF 20 mg/kge] &Fo=E Foldrt. <
T #e S0 F 9 HE T3 B ubyo] ol Aoz o),

ol & ¢, dsRNAE= ¢F 0..01, 0.02, 0.03, 0.04, 0.05, 0.06, 0.07, 0.08, 0.09, 0.1, 0.2, 0.3, 0.4, 0.5,
0.6, 0.7, 0.8, 0.9, 1, 1.1, 1.2, 1.3, 1.4, 1.5, 1.6, 1.7, 1.8, 1.9, 2, 2.1, 2.2, 2.3, 2.4, 2.5, 2.6,
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2.7, 2.8, 2.9, 3, 3.1, 3.2, 3.3, 3.4, 3.5, 3.6, 3.7, 3.8, 3.9, 4, 4.1, 4.2, 4.3, 4.4, 4.5, 4.6, 4.7,
4.8, 4.9, 5, 5.1, 5.2, 5.3, 5.4, 5.5, 5.6, 5.7, 5.8, 5.9, 6, 6.1, 6.2, 6.3, 6.4, 6.5, 6.6, 6.7, 6.8,
6.9, 7, 7.1, 7.2, 7.3, 7.4, 7.5, 7.6, 7.7, 7.8, 7.9, 8, 8.1, 8.2, 8.3, 8.4, 8.5, 8.6, 8.7, 8.8, 8.9,
9, 9.1, 9.2, 9.3, 9.4, 9.5, 9.6, 9.7, 9.8, 9.9 T ¢F 10 mg/kg?] &FH o7 Fojd £ v}, AFH %9
S7ke] 7k 2 W9 e E3k 2o ge] ARl Zlow omFr),

g FddolA, dsRNAE °F 0.5 WA °F 50 mg/kg, °F 0.75 WA °F 50 mg/kg, °F 1 WA °F 50 mg/mg, °F
1.5 WA °F 50 mg/kb, <F 2 WA <F 50 mg/keg, °F 2.5 WA °F 50 mg/kg, F 3 WA <F 50 mg/kg, <F 3.5 W
A °F 50 mg/kg, °F 4 WA °F 50 mg/kg, °F 4.5 WA °F 50 mg/kg, °F 5 WA °F 50 mg/kg, °F 7.5 WA °f
50 mg/kg, °F 10 Wix| °F 50 mg/kg, °F 15 WA F 50 mg/keg, °F 20 WA oF 50 mg/kg, °F 20 WA °F 50 mg/
kg, oF 25 WA °F 50 mg/kg, °F 25 WA °F 50 mg/kg, °F 30 WA °F 50 mg/kg, °F 35 WA °F 50 mg/kg, °F
40 WA °F 50 mg/kg, °F 45 WA °F 50 mg/kg, °F 0.5 WA °F 45 mg/kg, °F 0.75 WX oF 45 mg/kg, °F 1 W
A oF 45 mg/mg, °F 1.5 WA °F 45 mg/kb, °F 2 WA °F 45 mg/kg, °F 2.5 WA °F 45 mg/kg, °F 3 WA oF
45 mg/kg, °F 3.5 WX oF 45 mg/kg, °F 4 WA °F 45 mg/kg, °F 4.5 WA oF 45 mg/kg, °F 5 WA °F 45 mg/
kg, °F 7.5 WA oF 45 mg/kg, °F 10 WA F 45 mg/kg, °F 15 W*| oF 45 mg/kg, °F 20 W= °F 45 mg/kg, °F
20 WA °F 45 mg/kg, °F 25 WA °F 45 mg/kg, °F 25 WA oF 45 mg/kg, °F 30 WA °F 45 mg/kg, °F 35 WX
oF 45 mg/kg, F 40 WA <F 45 mg/kg, <F 0.5 A oF 40 mg/kg, <F 0.75 WA F 40 mg/kg, F 1 WA <F 40
mg/mg, °F 1.5 WA °F 40 mg/kb, °F 2 WA ©F 40 mg/kg, °F 2.5 WA °F 40 mg/ke, °F 3 WA °F 40 meg/ke,
ok 3.5 WA oF 40 mg/kg, °F 4 WA °F 40 mg/kg, <F 4.5 WX <F 40 mg/kg, &F 5 WA <F 40 mg/kg, °F 7.5
WAl ok 40 mg/kg, °F 10 WA °F 40 mg/ke, °F 15 WA F 40 mg/kg, °F 20 WA ¢F 40 mg/keg, ¢F 20 WA oF
40 mg/kg, °F 25 WA °F 40 mg/kg, °F 25 WA °F 40 mg/kg, °F 30 WA °F 40 mg/kg, °F 35 WA °F 40 mg/
kg, °F 0.5 WA 2F 30 mg/kg, °F 0.75 WA <F 30 mg/kg, °F 1 WA 2F 30 mg/mg, °F 1.5 WA <F 30 mg/kb,
oF 2 WA oF 30 mg/kg, °F 2.5 WA °F 30 me/kg, ©F 3 WA °F 30 me/kg, ©F 3.5 WA °F 30 me/kg, ©F 4 Wi
Al °F 30 mg/ke, ©F 4.5 WA °F 30 mg/kg, °F 5 WA °F 30 mg/ke, ©F 7.5 WA °F 30 me/kg, °F 10 WA °F
30 mg/kg, °F 15 W] °F 30 mg/kg, °F 20 WX °F 30 mg/kg, °F 20 WA °F 30 mg/kg, °F 25 WA °F 30 mg/
kg, °F 0.5 WA 2F 20 mg/kg, <F 0.75 WA <F 20 mg/kg, °F 1 WA 2F 20 mg/mg, <F 1.5 WA <F 20 mg/kb,
oF 2 WA oF 20 mg/kg, °F 2.5 WA <F 20 mg/kg, <F 3 WA oF 20 mg/kg, <F 3.5 A oF 20 mg/kg, F 4 W
Al °F 20 mg/keg, ©F 4.5 WA °F 20 mg/kg, °F 5 WA °F 20 mg/ke, ©F 7.5 WA °F 20 me/kg, °F 10 WA °F
20 mg/kg &= F 15 WA oF 20 mg/kge] §Fo R FojHth. 3 F@dolA], dsRNATE ¢F 10 mg/kg WA <F 30
mg/kge] &Fo 2 FolETt. AFHE Fholl Ul FHe # F WHHE T 2 Uy AR AoR omyr),

A B9, A= XFEH iRNA, oE £, ¢ 0.5, 0.6, 0.7, 0.8, 0.9, 1, 1.1, 1.2, 1.3, 1.4, 1.5
1.6, 1.7, 1.8, 1.9, 2, 2.1, 2.2, 2.3, 2.4, 2.5, 2.6, 2.7, 2.8, 2.9, 3, 3.1, 3.2, 3.3, 3.4, 3.5, 3.6
3.7, 3.8, 3.9, 4, 4.1, 4.2, 4.3, 4.4, 4.5, 4.6, 4.7, 4.8, 4.9, 5, 5.1, 5.2, 5.3, 5.4, 5.5, 5.6, 5.7
5.8, 5.9, 6, 6.1, 6.2, 6.3, 6.4, 6.5, 6.6, 6.7, 6.8, 6.9, 7, 7.1, 7.2, 7.3, 7.4, 7.5, 7.6, 7.7, 7.8,
7.9, 8, 8.1, 8.2, 8.3, 8.4, 8.5, 8.6, 8.7, 8.8, 8.9, 9, 9.1, 9.2, 9.3, 9.4, 9.5, 9.6, 9.7, 9.8, 9.9
10, 10.5, 11, 11.5, 12, 12.5, 13, 13.5, 14, 14.5, 15, 15.5, 16, 16.5, 17, 17.5, 18, 18.5, 19, 19.5
20, 20.5, 21, 21.5, 22, 22.5, 23, 23.5, 24, 24.5, 25, 25.5, 26, 26.5, 27, 27.5, 28, 28.5, 29, 29.5,

30, 31, 32, 33, 34, 34, 35, 36, 37, 38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49 F+= °F 50 mg/kg7}

Fold 4 qlvh. AFE @ Fe) @ L Ww =P B wye] el Ao g,
opstd xABE WY 18] FolR AL, iRAE 7 Al AR AA% (A0 2, 3, Ex o] oge] 39l
FHOR FolAL, 2 $E AYS B 954 F mE AUS Agst] Reld & vk 4] 49,
Z7ke] S9-gFol FHY IRNAE AA AL FolFe B A A3 o AoloF A, FolF Wil
EF, g Bol, £ szl A RS A% BES AFsHe FHA A% WE AGE o] gate] 5
off B3 AYEoR 2HW 4 A, A% WE AYS G Lokl Uel FAH] Y, ol 5 A
AgAe) Aol 53] fEsta, ofF Fol, ¥ wwe] gA I AgE & k. o FHANN, F
ofF Welt Fot vl 4 ¥ TR

OE FHAeIN, oFshy 2YBe] B §3E WA A%W 5 glol, 0¥ §3FL 3, 4, FE 5% oI5 3
4, EE 1, 2, 3, i 4F o5 (AR Toldth, R wnel An TANA, wa ] B Wy of
34 2AES F 13 Foluvh. ¥ wge] vE TN, wa §Fo B owge] ofshy 2YBL 244U
o Folgn,
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[0255]

[0256]

[0257]

[0258]

[0259]

[0260]

[0261]

= Ee A P wRE U g flem, wel2Add 5 9dtt. o
= E, CHAPS, SEIFIAE, HSAFYIE 2 ez

U5, RNAD Z8A AAlE Ad TS Edeke vl HUn. A o] o
Ak, RNAL 28Al F=9lell S Ee] Bags A9, o Fell, AAE
7stel, RNAD 2H8A 9] 2% AAE ATt

R
Z >
i
Ky
£
o,
e
i
L
o
M

ne)d g BE?&, th

ZYFEU LB /ol NA BFAE FHAZ e ZEwEdE
= A Hs 2o A W dE 5o, 2 AA W&ol e Fx= EIH= W0 96/37194%5 F7HR 7]
A=l ok, 2lEH AYES w3k F[Felgner, P. L. et al., Proc. Natl. Acad. Sci., USA 8:7413-7417,
1987]; wl= 53 W& 4,897,355%; wl=r 53 W& 5,171,678%; ¥l [Bangham, et al. M. Mol. Biol.
23:238, 19651; ¥ [0lson, et al. Biochim. Biophys. Acta 557:9, 1979]; =3¥1[Szoka, et al. Proc. Natl.
Acad. Sci. 75: 4194, 1978]; =% [Mayhew, et al. Biochim. Biophys. Acta 775:169, 1984]; &&[Kim, et
al. Biochim. Biophys. Acta 728:339, 1983]; ¥ ¥3l[Fukunaga, et al. Endocrinol. 115:757, 1984]°l 7]A)
H oAAAQ B sl ool JElE EFE £ vk, AY H|F|ZFEA ARSIl AHg A7]e] A A
55 Az A8 E4HoR AMSEE Vled 250 2 sd-dlE EEs §ES XFEU(AE =
i Mayer, et al. Biochim. Biophys. Acta 858:161, 1986] #=x). d#A o= 231 (50 =] 200 nm) 2]
o8 Fdgk FH¥E B-onﬂi Aol MAFEs 7 AEE 2l
Acta 7751169, 1984]). o] W RNAL 2H8A] AAE BlEHor d71gsty] fl&l &olshAl 2w,

mln

PESS VhS PAAT BFZ AT, Fo84 HEES SH0E HAH A BAsh gl AQT

= A
E3AE FAdste FdoR ahdE gxfoltt. dAHoE shdE All/EEE BEFAE AR shdE Mx
ZH AFgste] dxdo] AgE . dxedH e 2 pH=E QI8 2iEFo] Fdste] o5 W&Eo] AxA
=2 WEHH (3 [Wang et al., Biochem. Biophys. Res. Commun., 1987, 147, 980-985]).

pH-RI7H ol AY S0 2 shdd HEES Iy AFAE FAFst7] Boe s Efgeirt. 4k 9@ A4
< BEF fARH sk Ee lern= | B3I FAHRoE dhdo] dojur)t, ok Esta IR ik o
E YdExFY A4 WF o EffEdEnt. pi-Rd 2SS o)&3te] Hyd JlvetAl fHAE 139 sk
S W S B AExE ddeiditt. 904 AR wdoe] 3A AEdA #ASHATHEE[Zhou et

Fo 49 F hle dxE ATl A EadEdd olgld dxde] zaEn. 4 Uxs =
HBE, o Sof Yulgsrd EaREDTADPG) i URvEd EadEd2A0P0) SRR E F48
ol goley dng Egue YtHom guldand EedydReATaty YYHs e fol
A g3 GEEe TR Oeded Ease ool (PR oY E FATt, E te 599 U2k =
e ¥ ZAM0), ol 5o 0F PC, % vhege) PCRFE FRHG. E e §9& AND 9/E

‘:/]j_ = i
A R/EE FesdEe EgERRE g4U

xS AFB 2 AW AER =487 93 T2 up o] do= v B35 W3 5,283,185%; 1=
E3s W3I 5,171,678%; WO 94/00569%; WO 93/24640%; WO 91/16024%.; & [Felgner, J. Biol. Chem.
269:2550, 1994]; & [Nabel, Proc. Natl. Acad. Sci. 90:11307, 1993]; &l [Nabel, Human Gene Ther.
3:649, 1992]; #&[Gershon, Biochem. 32:7143, 1993]; % &&[Strauss EMBO J. 11:417, 1992]¢] E =T},

ol gk k=] duelAe] &85 AR5t As, nl-olA BEE A&, 5] H|-o]2A AHEdA
2 FH2HES XSt AE w13 Al vk~ 95 R A FRAE-AE ddEtr] 93
Novasome™ I(ZEAE tletf-olE/Fe~uE/Z A EA-10-~8lol oHZ) B Novasome™ II(ZE Al
4 tzgoldolE/ZH2HE/EESANEA-10-2HoE olH2)E x3eteE Hlo]2A4 flXdE Aol o] &5
ATk, A= A7) vlo]lA gEE Azdo] FFo| tkdt Fo R Al|FREAEY A HAE FHXIgH=H|
A ALe GeEMNAT(E& [Hu et al. S.T.P.Pharma. Sci., 1994, 4(6) 466]).

YrEHS 23 "YAH R MAstR" fEEs eI, oA ARREHE 7] &olv EEHFOE FIHRHE
A9 53td Ade] A" gxFol ve] dgE 8 S DAATE S ol 53E AFE xFse
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[0263]

[0264]

[0265]

[0266]

[0267]

[0268]

Guse Uohit. GAHeE AAHE AR At AEEe AT-A4 AL FEO ARA (1) o4
o= = ne EeelAY, (B) sk o]de] % 1

gel S22 (PEG) RolofH & frmAlste Zlojtt. §lele] 54 olgom dAstaal shi= AL ofyAt,

oo
to

>~

[
{ep)

Zg o =

Aol FA=EleAs, 23avdd, = PEC-FEAstE AdS dFste dAdez Hgste 2o
s, 7] gAdez oAste B EF ddE &3 vl TAWIAIRES) S AlxRe HihH SR
H FiE= Aoz o Fopia AAFECH(ES[Allen et al., FEBS Letters, 1987, 223, 42]; &% [Wu et
al., Cancer Research, 1993, 53, 3765]).

Sl o] de] IRAS e vt gxEgo] o Eokoll FA|F o] v}, -3 [Papahadjopoulos et al. (Ann.

N.Y. Acad. Sci., 1987, 507, 64)]dl&= glx&e N W77 E NAAT = BRRAL2AFYUAE Gy, &g
EAHBRZAIE AFolE 9 IAFEYO| A EY FHo] Huxo] Q. o]g e FH[Gabizon et al.
(Proc. Natl. Acad. Sci. U.S.A., 1988, 85, 6949)]d 3ol 9l na E3 W3 4,837,028% 2 WO
88/04924%. (% R Allen et al.)olE (1) 2Fundd 2 (2) &= = = AHEMHBEEANE A
HolE o~H2% ¥3sle 2xFo] A Ao, v= 53 HE

APE st GEFol AMAIFO ATk, 1,2-sn-yHZ2EY
97/13499%. (Lim et al)oll 7WA|= o] Qlt}.

,543,1523. (Webb et al.)ols 2 an
Ar e dZHE X8t gEFOl W0

sk FAd A, Fol2Ad FEFo] ARGHETE. ol HESES AEY F3FE F Jde olHE Zerh. H-
FoleA FrsHe dFANY a&Ho2 FE & gIAR, AAUAA AT &) Ha A AL, RNAT 2HE-A
S g2 ddst=d AHeE S .

YrEE] F7He olHele Theol X¥ETH: A JIAHERYH 759 HExES ATl A dol;
EES LS B A & Fes SEANA ¢ A3 fEES O35 UiF 78 ue] sustE RNAL
AEAE A 2 BH2EEH 25 4 Qv (¥ [Rosoff, in "Pharmaceutical Dosage Forms," Lieberman,

Rieger and Banker (Eds.), 1988, volume 1, p. 245]). B|XE& APl A oA Fa3 1egdAigte g L9
A 2 Ask, &Y 27 2 54 R o).

ddos Hid @Y Gl A MECIUEAUSERA NN S dgny SRdels
(OIS AHEste] e dE4g BAT & Qom, ol Sia Audos Faggsel AL-9it B

[S]
= = 2 ek Al Aaete] Fgo= shild X]éhql & skel, RNAD #8419
WS o1 = k(& =, DOTMA R DNASH b7 “19] o]g-9] drof ths)A= & [Felgner, P. L. et
al., Proc. Natl. Acad. Sci., USA 8:7413-7417, 1987] R w|= 53] W& 4,897,3555 %),

2}
= A3, xA-A2

DOTMA -AFAl, 1,2-R]2=(ZddSA)-3-(EgHEdE Yol T2 3H(DOTAP) S AR &3} =H-8&3Fe] DNA-E3HA| s}
= 48k 4= dt}. Lipofectin™(Bethesda Research Laboratories, Gaithersburg, Md.)& 4 o2 34
ZYFEUSHES Ao R Ao Ao BEAE IA }L Fge= OHde DOTMA YEEHES E3HeE,
Z2 W AERS] ko] FolA WAk HEE ¢
g5 = A5, ol BHFAY] +Hdst= ik FAolnt. ozl WMAow ZﬂZEJ FHow B
Ae FH0E e AlE FWd ARAor Faun A §3FE L,
l 2 agAor Addv. gE FPHew dgted ol x]él, 1,2-H]
SrRyo}) X 2 ("DOTAP" ) (Boehringer Mannheim, Indianapolis, Indiana) 2%
= dlzdH 2ol o9& AAErt= oA DOIMASL Aolattt.

., of
o
oﬁt‘
%,
S_{(
4y

oo R oox i b
b
o
>
fo
i,

il

=4 AA SFES dE B0, 2/ K39 AH F hrtel] AFACIEE JtEEAAHERS
t TolojEd AFACIER AEES ¥, 3=, dE Eol, 5—7}357\]’\ ]‘E%_’%E]’d =)
"= ("DOGS") (Transfectam™, Promega, Madison, Wisconsin) % CT]ZvEUX
Hl2g-oln] =("DPPES") (el & &°], M= 53] W3 5,171,678% #x)E :IL'%

o oot ru
fiio
=
to
o
5 0o,
L
j,:
Auj
ut
=2
[
fiio
o

f
LT
O

A E= DOPES} A glx&o s AYstsE s Z el & ("'DC-Chol") S AR x]2

AstE EgS} (- [Gao, X. and Huang, L., Biochim. Biophys. Res. Commun. 179:280, 1991] #=).
DOPEel Al E ]7{: o2 AzxHe HrITgolile dHo EA e EALI M| gihA
AEAH(EH [Zhou, X. et al., Biochim. Biophys. Acta 1065:8, 19911). 54 AxFo] glojA],
K grste ols #EERES Huh W 548 YEh™, DOIMA-Fr 7‘*3%_“?_5} H
AoR Ao, e ddHeR dgvbedt doleAd A AlEFS DIRIE

o
2

_49_



[0269]

[0270]

[0271]

[0272]

[0273]

[0274]

[0275]

S=50d 10-2375607

5

2 DMRIE-HP(Vical, La Jolla, California) % @ XZePU(DOSPA)(Life Technology, Inc., Gaithersburg,
Maryland)& X8hslt. g ufZeQEl=e] Ado] A3 = o)A AL §O 98/39359% L WO
96/37194%.0 7] A o] A},

HEE AP T4 Fod 53] Ade, #fExEHS tE A3
FolHe 9w w2 HAA F9 #Add F 4 =3
= TEE xgst. A8 FddolA d3 MEZZ RNAL ZFEAE A ;
T 24, & Eo], HFRE] RNAI ZE&AS] AFE X717 f8 flExFo] AHgHT. dF 5o, g
< T4 A8E g U HEFORE AYstE oo JFR m4 Aol HAR VFH Jn(dE 59,
%38 [Weiner et al., Journal of Drug Targeting, 1992, vol. 2,405-410] % E3[du Plessis et al.,
Antiviral Research, 18, 1992, 259-265]; =& [Mannino, R. J. and Fould-Fogerite, S., Biotechniques
6:682-690, 1988]; & [Itani, T. et al. Gene 56:267-276. 1987]; & ([Nicolau, C. et al. Meth. Enz.
149:157-176, 1987]; % [Straubinger, R. M. and Papahadjopoulos, D. Meth. Enz. 101:512-527, 1983]; ¥
& [Wang, C. Y. and Huang, L., Proc. Natl. Acad. Sci. USA 84:7851-7855, 1987] #=).

EH, w-ol 84 UEE AxH, 53, w-oled ANBAA % TUAHBL EFehs Ax9e Asel, I
wzel okgel Agelde 15 §84& AASAT. Novasone [(ZAY Tlehselol=/2el 202/ E S
Aol -10-2lob ol el=) % Novasome [1(ZFEAZ v 2elobalo] =/ e 2ol &/F el %4 o @ 7l-10-2= el ob
g 2B EFehe v-oled JEE AYS gl FBE vhes 3R AvE Adaart. AL 4§

A Qi oleld AP N Fol g Anstd fa.

iRNAE X @3t fExEHES 152 HYP7estA whe 7 Aok, olgd MyPrteAdS FEse] Ha ARG o
2k xol(pore)E Sote] FEFo] HAFHA & F 3 dE E°], EdATE(transfersome)> 3 39
HEY7bsek fExfFoltt. ERATES A 7PFAE -S4 Al (edge-activator), HE AULIAE 2T HxFH
A= Ao Axd £ k. RNAL AEAE e EREFHEE A 5o, 35 U9 AAAME

2 RNAL #-&A1E ddstr] 98l

Aol oal dek AwE S vk, AW ETHER NPE BAs) 99,
4 2de AR A9 T FF A 22 50 m viwe] 43 2 AU v TolF B Fahalor

dd
A, ma, A 54 wRel, o Edsdse Ab-RASE S0, 9% Ul mEe Ayl A
A7 -E3E 4 glon | dHs glo] WHEA 159 HA Taslil, % A7-2Y (self-loading) @

o

oo Herlsd e A nF &Y HIE 61/018,6165 (YUY 2008 1€ 29); 61/018,6115.(5
A 2008 19 29); 61/039,748%(F YUY 2008 3€ 269); 61/047,0872 (&L 20083 4¢¥ 22¢) &
61/051,528%. (&9 2008 5¥ 8d)ol 7|AlEe] vk, wg, PCT &9 WS PCT/US2007/080331
2007 10€ 3¥)ell= 2 o] A&7Fse APl 7AEH drt.

X (o]
o g o
N

s}

1)

a
;:O

b
H
Ho,
{1/

ERsdEE dEge] E o f30l0, oE A9 nalFe ofd A T nEE WYskse A4

$ABolth, EdsNEe ool wuTt A4 Eold Fal Solshl AFEY 4 Yt WS LEZ A

AQ Mz AE 5 ot EdsdEe olFe] AgHE B30 A¥sHE & du, oF Hol, oL At
o3 ] 3%

-AHSEE e mFY POl APHH W, AF-BTFHD, FF GW} Qo] oY Bl mwsy, &
A-2RET. EAsES Az 98, EA AgE-aYA, BE ANBYAE BF dEF 2
Arkshs Aol shsstth, del B AW A A3 EdzuFol Agslel gk, BY dpwlel
s Gl Age ¥4 9¥Ng GReks §o9 va FANE BsEe Aow WA,

W

[m = o
dz

X!,

IR dA= AY, d5 5, Add(me]lazodAd

o)
= =4
5 BRo Wwe o3 #99) AuBYAe 5HE BRI TR Y T3 B4
=

Dosage Forms, Marcel Dekker, Inc., New York, N.Y., 1988, 285]).
ANEYA BA7E ol 2B @ A%, ol weled ANBYAZ BRAT. woley AUDYAL e}
A g wg AFol FHLeHA A8 a, FHLS pH kel 24X A} 2, o]&9 HLB 3t

[*]

159 3o whel 2 X oF 189 ®ele|t). o] AHEAA
=2 dadz, 22349 22F JdaHE, AR daHE, 2
FARA qaHE, g oE5dsty JdiHEs xFIT. Hlol2A dhsoin= B odlHE, dF 5o, AM



10-2375607

s=s3

23

3L

o %t/

q‘lo‘lrﬂiwﬂa o 7o o) mo s - 1r 7 y y
SeHE Lw o f PE B LG SgEeT AEB BT g gF 3
ol oo 2 = oW o= = o b X = gl T
= mE o Gl = . mo e o} =3 oL =
- X0 = = oWk S T A g, _ R B T
WE T2 owg 50 ammy AR AWy sT gTeE T A3 EE oy wT
- = = o _ = . | ; -
de®e A% % F TEE 2 S Ewy s =s P By ow¥a U 7 E
I ol ] _ Ay = - o — 0 i ol —_— T
o X . 3 g = %0 %W o T iy oy B 7 B P o W T )
‘o|drﬂ,1ﬂrr %m n m WLn_mozﬁ ﬂe eTiacmﬂpu‘_ﬂOtMM ) mrcﬂou_.dno WL. quMoﬂ,] T o5 Mo
So%® 3F dg E2 Sro szt eIEiy 25T &5 TEgx B To
< 4 o R WF B n P g oo Moo N O = o
ﬂi%ﬁl %,mu %Lﬁ o = mE S yAﬂ SERL o ™ = = = N e & T ol T
XE oo X R - 2R CgTE Aolp R S BT oW
CRE o w8 Gl TR o W R of W R X = R o E < w . w0 M
s owouid wmd 2y 3 Fog 72 BFLPre Mg 5z BE S5 EE N
s Pyne EP o@m E s ¥E S $P e ® Tadw T Rg U Bt g £
2 <U=% <. w3 wIT W L 2R T, prEw gFL 57 T4 own
° oﬁﬂmaﬁ,_ - m Al G wa_zfmn%], oy 9 ﬂwﬂaEzh = " muﬁ%% ° ﬁTz_o
2 T of =W ¥ F g % Woap RS BE Fppd <X $E ¥ o o ] =
" ﬁaaE,ux ﬁomr._ - M %ﬂﬁ @a%no*o.ﬂiﬂ@ﬂi_ s TE W WT ﬂéﬂ& Wmm o
No )] ; o - ox Mo - D oF W e = T < e M
o W I n o _ o oy - N o wn o S = ~ 5 ) oR
T RSl FE Y T2 T, T Rameggig® uE PwT N R
Y O = % o= B om g NN T g R O W e o= X o =
s S P E s W i A A e 7T, el LB ogpd
~ A =t w0 NS g oo EW o E N g o S ) RISl G I e NTom
e - - NS R Tpo L EET Tug e Eoa Bodswe 00 ol
~ 0 —_ 2 = — My —_ X X o o
K L oHT Rp TS G x%%mﬂmiwﬂ 3 - 5T N TR R om g o x
—_ [ e ) = o
I L) bﬁﬁ@%@ﬁquMﬂw1ﬂ%%woﬂWQﬂjﬂaQ%%%ﬁgieﬂ%
= ePMa®™ & um g PE ZTE*er i Teg® I TaToge $5 ozE
T oW ow = r e o9 o ol =) o w o T X 4w ol B X %o o _ﬁ mn W Mu 5
A - A S XE zTe R glugT T . AR - v U
N ST L el A LRI It P b, Tuige Y1 BT
ooy oo H B o BEE R % o e O 5 o o W E WL o LM 2T - L P
x° ﬂxWEL N o m RS o FYW E R T WE 4 S Emﬂ%u N %ﬁ o T m A
o Pog® N poes AR R M m T L M BT = =R
o %mﬂ@r% o o T o T4 BEogg R AW T o ot T BT T on S ow W
= o o o WR = o MM L R T I N s By mom oW S e R B e
s Mgy P R HU R S T - A W Doy o= &F
1 ] A
T o T g I B w TwUa 2 W R RS S E o E TR
I TIRSR 70 e T g M - S . zZ T g G o - RO
W/a oEﬂqyo,L.#OL So = =T o duﬂvq ol W= X Eq:._o NTOXC oy = oml o @ o T~ W W T
T Nio T . T oo, 8 E L om owms W s e Moy 2o o W g % o ¥ = Ao
BN T U wd I~ . BK g o W R e - oW lo 5 o=y o o
= K W = K0 NTE o R o g o oo & ANnMo%aa TMT A L = U T
= _ il _— f o o - k
mh "D o sz TR mmﬂam ) O#EEEWW%mﬂa RS £ g mﬂﬁnoaomh R T ﬂo@
UGS . R = =z .2 WL g gpo o090 2F '®% LE P N TRy g WM
F oot ooy wp B2 = F ool oy oy B TP gk 58T " o h
= ial T st R X — . = = ) o .

T TR EIE I T Y P ERac Y TP d caTRes 0 DY
P EIILNR EL Y EE i ale FoFae 5 E *T 5 ST s Ly A
=5 W T e ™= ! 5 X o~ e fst o oy S G O Tt =

R IR EERELY L R RSO IRE o820 242 05 Moy o g T
S BT e T mAE D K T %w X A
~ 0 x0T o N AR BN
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~ Ny 00 =y = —
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[0289]

[0290]

[0291]

[0292]

[0293]

[0294]

[0295]

SE54d 10-2375607

oA AFEEE o] "SNALP'E SPLPE X sle b Al dA-AA JAE ERdTE. Z2YolA ALEE =
§o] "SPLP"= A A el detshe EehAv| = DNAS EFehs dib-AE At

BAAHoRE Fold A, nl-Fol2g A, B JAe] 7S WA e AL (s %01, PEG- X]ﬂ 74 7ﬂ
E)S e, SNALP R SPLPE= A4l A&e wlg- f-8&d, o] olE°] AWuU(i.v.
3 vl E dJERa, 99 FAEE £, Fo 919 ﬂﬂ’ﬁ.ii golzl K-9])o] FH=7] HH%O]B}.
SPLP= PCT &7F W& WO 00/03683z ] 7|4 wie} e

My o o
T o o>

JE

b
A
Hy

it
njge:
ofo

2

|

%

2

I

i

i—",

il

e

e

gﬂ

e

o}
ok 130 nm, ©l¥ EAH o= ¢k 70 nm WA ¢F 110 nm, 71 EAR o= ¢k 70 nm WA ¢k
S 73, *E‘élﬂoi HlsAdolty, wegk, 2 o] dlib-xA Yafe] EAA| oA S OF%P 3
of diall F&HolA Uide] vk, WA-HA YA @ o] AHE WHL, oE Eol, v|H 53 WHI 5,976,567
z; 5,981,501& 6,534,484%; 6,586,410%.; 6,815,432%; "= 53 &9 /] HE 2010/0324120% 2 PCT
/0 HME WO 96/409645. 0 HA H ] 9l

—1—’

ddolA, A& ) & v (FF/HF v (AZ 5], AFE o dsRNA B])= oF 1:1 Wx] oF 50:1, oF 1:1

3k

W= ok 25:1, 9F 3:1 Wix] <9k 15:1, 9F 4:1 WX <9F 10:1, <F 5:1 whx] 2k 9:1, ®=E= 2k 6:1 WX 2k 9:19]
He WY Aotk 7] Ad5E HHA T30 HY%E w2 dyo] ARl Ao mHE,

ol A AAL, dE o], NN-USHd-NN-trggdrnyg F2eFo]=(DODAC), N,N-tjxE|o}&-N N-tjw et
By BZulo]=(DDAB), N-(I-(2,3- ﬂieﬂgo LANZEI)-NNN-Egvderny F=2go]=(DOTAP), N-(I-
(2,3-g&HdSA)Z23)-N N N-EZHEd ey S22 =(DOTMA), N N-tHE-2 3-t] 2 dA]) T2 F ol

(DODMA),  1,2-T]8]&d| I=A]-N,N- u}uﬂﬁlo}n} =Z2F(DLinDMA), 1,2-tEdd AN N-tjydo}n| = 2 5
(DLenDMA), 1,2-tlg]l=dlY7t2ntdSA-3-t] W do}ln] =3 2 3 (DLin-C-DAP), 1,2-t] 2] d|o]SA]-3-(t] ] eo}
H Yol A EA Z 29 (DLin-DAC), 1,2-td]Edo]LA-3-RaZa w223 (DLin-MA), 1,2-TeEged-3-tirg
ol =2 Z3H(DLinDAP), 1,2-td]EddEe-3-tiWdoln| =2 (DLin-S-DMA), 1-2=# o d-2-2] = U2 A]-
-t goln| =3 2 3(DLin-2-DMAP) , 1,2-Hg] =8 dSA-3-Egwdoln =23 F2elo]= 9 (DLin-TMA.CI),
1,2-dg =g e d-s-EgWdoln =23 F2go]l= g (DLin-TAP.C1), 1,2-tzEdldA]-3-(N-1 e 3] g}
)X 23 (DLin-MPZ), %  3-(NN-tgsddopn|)-1,2-Z 23T L(DLinAP), 3-(N,N-T]L# do}r - )-
1,2-Z 230 9 (DOAP), 1,2-"8EeldS4-3-(2-N N-gH|do}lu] )| EA|Z 23 (DLin-EG-DMA), 1,2-Uegl&d
A -N N-tdgoln| == 2 3 (DLinDMA), 2,2-U 8 Edd-4-vugoln=me-[1,3]-t]S<2(DLin-K-DMA) &=
= o599 HAHAl, (3aR,5s,6aS)-N N-tiw|E-2 2-t]((9Z,127)-%ELd|7}-9, 12-tl ol d ) Bl E 2} 8} o] = 2 -3all-A} o]
Z23:eHd][1,3] 5 2%-5-0}71 (ALN100), (6Z,97,287,312)-AEtE ] o} ZE}-6,9,28,31-El Eg}<l-19-  4-(T] 4
Hopn| ) FEf o o] E(MC3), 1,1'-(2-(4-(2-((2-(B] 2= (2-3to] =FA g A )olu] i) o &) (2-8l o] =5 A =)
ot i) ol &) ] FH 2R -1-U) ol Fol DT ) Y Ed 2-2-& (Tech G1), & o]59 EgEA 4 v}, o] A
e AAF Yol E£A8= AA 29 2k 20 mol % WAl 2F 50 mol % E+= ©F 40 mol %= X3
T UE FddelA, sFE 2 2-vsdd-4-vrden o d-[1,3]-tS&ehe] A A -si
sh=d AREE 4 QU 2 2—\‘4ali‘n'ﬂ°‘—4—r4‘ﬂl%°wli0ﬂ%— Bl-tlSEde] S FxEA Edd 23
= 2008 10¥ 230 99 n= EF =9 WS 61/107, 998.101] 714 = o] At

4
pass
gl

sk FAdo A, AA-siRNA YA= 63.0 £ 20 nme] YA 7] 2 0.027 siRNA/AA Hle} A, 40%9] 2,2-t]
aiaﬂm—zx—mﬂ%o}um 19-[1,3]-t]=%e: 10%9] DSPC: 40%2] Zel|~uHE: 10%9 PEG-C-DOMG(E HAE)S
=

| &8}7b s /0] -0l 24 X de tivHol2Ad X AMEIYFA(DSPC), UL AFEAMEILZA(DOPC), UIME
AX 2~ E]IZA(DPPC), U&d LY XA~TE|d 22 A= (D0PG), \’JJ*UEOE_éjJrEE%HHl%(DPPG), feHe
A-FZ AV E| Do Lol (DOPE), ZVEL UL IIZATEILZA(POPC), FvELSH S AEZAVELo|E-Eo}
W(POPE), Ugdled-Faste|doetgolql 4-(N-Zo|n=rE)- AMEEE“J 1-7t2 52 & o] E (DOPE-mal ),
H#nEd ¥231Eld o %ol wl (DPPE), Yv|g|2EY FAF kS0l (DMPE), U 2Hol2d-¥ 2 01E d-o &k
S o}w(DSPE), 16-0-2=wWE¥ PE, 16-0-t]wW € PE, 18-1-E#: XA PE, 1-2Hol2U-2-L7 0 I-FZ AT} E|T] o €&
oMH1(SOPE), I 2~HE, T o589 EFdES X, od AFHAE R ol A == T4 AF
01:

-

el
o

[}

O

S = ¥E g
A 5 T}, v]-<Fo]A 7(]?%_]3 %"H]*Eﬂio] EZgE = A9 A EA8E AA A2 ok 5 mol & WA oF
90 mol %, °F 10 mol %, S

[y

Fm
g
g
g
=
buom
rh
EY
(i
&

F

93)\

PAre] e Ak AFACIEE AL, dF 50, ZHEd=E(PEG)-A1d, HAFAS] o=, PEG-
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it
o,
o
o
il
e
»

Tlob 22l Al (DAG), PEG-TIQHASAI 23 (DAY), PRG-Q1A] 2, PEG-Hl2}olol = (Cer), i o
Stk PIGDM AFACIEE, oF Fol, PIG-teh+BSATREA(CE,), PIG-HIve 2B SAZ2A(CL,), PEG-
UBUESAZZAC), FE PI-HAHSAZZAC)Y £ A A4 e PAs

H AL AR ZAetE AA A2 0 mol % WA <F 20 mol % EE oF 2 mol %= EAE 4 Y},

il

[e]

B Aol A, A=A AR, dE 59, YA EAEks AA A A2 2F 10 mol % WA 2F 60 mol %

21 %
¢k 48 mol %°] FHHES F7I=2 X g,

o

3 Ao A, gy Eo]l=(lipidoid) ND98 - 4HCI(MW 1487) (Fx=2A Eo] E3= 2008 3¥€ 26¢o =9
H ouE EF Y WHI 12/056,2308 Fx), Fol~EHIS(Signa-Aldrich), 2 PEG-Algtvlo]= C16(Avanti
Polar Lipids)©] A Z-dsRNA Y=J=H(F, LNPO1 YA E AZsed AMEE 4= ok, g Fo 7z A%
fdo] &3 o] AxH 4= vk ND98, 133 mg/ml; Z2EE, 25 mg/ml, PEG-Algvlo]= C16, 100 mg/ml.
ND98, ZF#U~ElE, T PEG-Agvlo]= (16 A& GHe o]|Fo, oE 5o, 42:48:109] & w2 =3gdE 4
Atk =2FE A &AL, HF TS sX=7F oF 35 WA 45%0]aL, HFE AF oMHCE F%7F oF 100 WA
300 mMe] HEE 44 dsRNA(AE E9], &% oMHOIE p 5 F)¢ £38d F Arh. A Z-dsRNA Y= Ah=
Ao w ERAC ALAow FAAT. aWEHE JA A7) Fx wEt, AFdEA PFE =g EFE
, thermobarrel extruder), <& 9], Lipex Extruder(Northern Lipids, Inc)E& ©]

o ZEFIERYOE B(dE 9], 100 nm R-2Z)& 53 &2 & vt AdF Ao, ¢F A= A
ATk, olghE AA L AL SFA WL, odF 5o, FA4 B HW fF Aol o8 @44d 5

. = 59, < pH 6.9, < pH oF pH 7.1, °F pH 7.2, °F pH 7.3, & ¢} pH
4ol A, s B0, A gk A5 (PBS)9F wdkd 4

¥o, N

0
o}

NN NSNS Y PN NN NN
H

INPO1 A2 2o Fx2 23HE 4 53 =9 37 HE WO 2008/0429735 7] A =] 3L

2
r o
B
i)
&
12
=
=
=
2
oft
rlo
L’.
—
=2
N
2
il
2
30
i)

2] oA
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[0301]

¥ 1

olegrbs/goley A

goley Adnmi-Fol e
/AT PEC Y AFACE
A g:siRNA B§

DLinDMA/DPPC/Z ] 25 E/PEG-cDMA.

sNALP- | L2 dLANN-
1| osomr e umnMa) Grusan g
2] SiRNA ~ 7-1
'C/DPPCK | 2= PEG-CD
s2vE AR ATl g sy | O SRS ARG DMA
2-XTC 57T.1/7.1/34.4N1 4
HeET xX10) ]
2] =iRNA ~ 71
'C/DSPCH Fad /PEG-D)
22T s A AR s | S AEARPEG MG
LNPOS 57.5/15/131.5/3.5
qeET xX10) ]
A3 siRNA ~6:1
'C/DSPCH Fat /PEG-D]
s2vAE AR AT 3y | R AS ARG MG
LNPO6 57.5/1.5/131.5/35
gasn xo ]
A A siRNA ~11:1
'C/DSPCY: 2o B/PEG-DI
PRRCE DUE R PRe R L T e MG
LNPO7 Qesn 60F7.5/31/1.5,
R GG A SRNA ~ 6:1
XTC/DSPCH 2 5| S/PEG-DMG
227 % R L4 Dot o D {1,3]- e
LNPO3 60F7.5/31/1.5,
qed oo _
A A SRNA ~11:1
=
JrTAEA AT g gy | oo EARRIG MG
LNPO9 50/10/38.5/1.5
He&e oo _
A A :siRNA 10:1
(3aR,55,6a8) N N-T] Wl D2 2-C)((97,127) ALNI AL G
Lt 7h-0,12- 0 )y Edlsto] S 2-3aH-
LNFP10 50/10/38.5/1.5
Aol = ReHd]1, 31 S&5-oha A 10
(ALN100)
(62,97.287,317)- A E) o} 251-69,2831- | MC-3/DSPCAE A 2 H - E/PEG-DMG
INP1l | HEZA-19-9 4 50/10/38.5/1.5

il Dol ) te ool E (M)

A4 =iRNA 10:1

_54_
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[0302]
[0303]
[0304]
[0305]
[0306]
[0307]

[0308]

[0309]

[0310]

[0311]

[0312]

S=S0l 10-2375607

LI IEE
Fol=g A wd Ayl De-
LNP12 S0/10438.5/1.5
sol == A d Moyl Do A -

QA AI Y= AD2-2 (Tech GT)

Tech GI/DSPC/EH 2 Z/PEG-DMG

A4 =RrRNA 10:1

XTCDSPCIE # 28 §/PEGDMG
XTC 50/10¢38.5/1.5

LNPi13

ZdsikNa: 33:1

MC3MSPC/EH 2 E/PEG DMG
LNPi4 | MC3 A0/15/40/5
Ad:sirNa: 11:1

MC3/DSPCEH 28] B/PEG-DSG/GalNAC-
PEG-DSG

LNP15 | MC3
50/10/35/4.5/0.5

AA=RrNA: 1111

MC3DSPC/E R~ B/PEGDMG
LNP16 | MC3 50/10/38.5/1.5

A d:=RNA: 7:1
MC3/DSPCIE A2 E/PEGDSG
LNP17 | MC3 50/10/38.5/1.5

2] 4 siRNA: 10:1

MC3DSPCIH A2 A BIPEG DMG
LNP18 | MC3 50/10/38.5/1.5
A d=siRNA: 12:1

MC3MSPC/E A S 8/PEGDMG
LNP19 | MC3 50/10435/5
A d=irNA: 8:1

MC3DSPC/E 2R BIPEG-DPG
LNP20 | MC3 50/10/38.5/1.5

A 4 =iRNA: 10:1
C12-200/DSPC/E 2 2~ ¥ B/PEGDSG

LNP21 | C12-200 50/10/38.5/1.5
AA=RNA: 7:1
XTC/DSPCIE H 2 B/PEGDSG
LNP22 | XTC 50/10/38.5/1.5

A A =rNA: 10:1

DSPC: TlxHol2d FAulEdEY

DPPC: HjZvW|E A e dEd

PEG-DMG: PEG-t]tiw]e]~Ed Z2] A& (C14-PEG, 3= PEG-C14)(20009] By EAFE 2H= PEG)
PEG-DSG: PEG-T]~E]™ Z2] Ml (C18-PEG, Hi= PEG-C18)(20009] 4 ¥A=S 2H= PEG)
PEG-cDMA: PEG-7}E2rFRd-1,2-tiu]g]~E A2 2 Ao}wl (20009] B EAHEHS 2HE PEG)

SNALP(1,2-t]g]=ald=-A-N N-t]HEoln =X 2 F(DLinDMA) ) S XETst= A|do] Fx=EA Edo X3 E=
2009 49 15¥0] Y9 A F7) HE W02009/1270603. 0 7] A= o] ST},

iy

XICE Estals AL, o5 B9, 2009d 1€ 29l &9 vz 71&4 dE ¥3E 61/148,366%; 2009 3
4 290 99 U &Y dE WIE 61/156,8515; 20099 69 10¥¢] HYE n= &Y 9 Hd:?z; 2009
d 7€ 240 4" vF UtEY dd HE 61/228 373%; 20099 99 3¢l &€ W= 7tEd d¥W WME
61/239,686%., 2 2010 19 299¢] &% A &Y WHIE PCT/US2010/02261450 7]1AE o] glon, o5
xlzi/q EOJoﬂ 46Lg_r/}_

8 v 53 7] W& 2010/0324120%00 7] A =] o]

N

MC3E& Egsts AFL, oS E°], 2010 6¥E 1099
om  ole] A g HxEA B EgH).

ALNY-1008 Z38l= AF L, o2 Sof, 20094 11¥€ 10¥d] 99 24 E5 =9 HIE PCT/US09/639333. 9l
ZIA o] gom | ol FxEA B 2.

C12-200S 2 &3st AP 20099 59 5do] ¥ v=r 712 4 W% 61/175,770% 2 2010 5¢€ 549
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[0313]

[0314]

[0315]

[0316]

[0317]

[0318]

[0319]

[0320]

[0321]

[0322]

[0323]

SE=S0 10-2375607

49 A4 9 W3S PCT/US10/33777%5.0 71A1Ho] o, o5s Hxax] Ed FIgT),

o] 27/l e el Y

A e%% 3 57] AolEE nsh 2o

e 1WA 270 Ba 4B FRehe A E= BAY, Nndd Tt wege 23 A9E vae
4g oudth vuEd w3 4 R Wg, og, nwen Ry, peAd, ey 58 vt a,
23 $AY dhe olaxed, 2-RY, o2y, 342y, oxud T ¥gATh. UuH s weld
DRE Mo|ZRIEH, AP FERY, Ao FRAY, Ao|ZRAY 5L TPHE @0, Bxs 1Y IUL
Aolgz e 2 Aol 2R d F& Ega)

A AR A AR Aelo] Hol® shbe] ol FAFES ek 471 4olH weh ge AL @
oo dAde As R Eds ol 4AA B REE 2gA. UEd 44 L 243 29 dd, Z2d
o, 1-9Hd, 2-Fed, olaygdd, 1Y, 2- A, 3-9g-1-ed, 2-vg-2-Fed, 2,3-00g

robare A AR Bak B AelH Hst ge Sa]
g, 4 o, C(=0)2A, C(OWAY, B (=027 D& o}A7o]

fr
ﬁ
righ
)
jale
o
o
i
i)
u2
Y
{9
t
rlr
u2
N
(o
o

"EH ALl E S ESFE AL %iﬁ‘rﬂﬂur Wekola, i, Atx 9 go
271¢] s ELAE HRske 5 WA 79 RiAtelEY, EE 7 WA 109 HlolAte] E
g vy, B7] a3 & ollEﬂiC’JX}L A& AbshE < 9lar, 3] I
T olem, olggl Ao 1%—% 7] "

22 ugls T, s Al FS 9 ;1 E%Z} EE E‘ri %X}% s 2
2 37] AoEe vbek 22 EH RS

gelgtd, dHdeAd, stoldEe|d, 2

c=2ylehd, E}]Ea}o}o]zgqaq d,
Joid, "HEZste|l=rdtd, HEGsto| =R dd, EﬂEE‘ro}OlciHOAE‘ré

Bol "ol AR U, MY AR DAL, Qo= AR P, A AL o 3 e
(e}

ﬂl

lg]

lm i
o
Tn
fr
(&
_Y‘L
i =
E
im
5&
ol
E
[
HU
_YE
to
5
oft 1t

)

2 AgE dHzAel "2 ASH = B Aok skl F4 dATE A= EHiﬂQL As g, &4
2871(=0)¢] 45, 2709 4 fATE giAE. o9 Lﬂo}‘ﬂ, A7) 4, TR, FH2AelE, N,
-ORx, -NRxRy, -NRxC(=0)Ry, -NRxSO2Ry, -C(=0)Rx, -C(=0)0Rx, -C (=O)NRXRy, -SOnRx ¥ -SOnNRxRy &
EstH, oJ7]M n2 0, 1 B 20]aL, Rx # Ry LAY Adolsta, 5dHor ¢4, 47 e =
Aelgoln, 47 9 % slHzAelE AWs Aze S, B, 0L, O, B, ORe, AHZAIIE,
-NRxRy, -NRxC(=0)Ry, -NRxSO2Ry, -C(=0)Rx, -C(=0)0Rx, -C(=0)NRxRy, -SOnRx % -SOnNRxRy % 3}l} o]’do=
Frbz A8 - Ao

"FRANS EFoR, FREE, HER Y olo]|ovE ojulgit},

H

2ol W oY) AHES Far @ o S B e FdAelAl 2y A
Hol (s &, &3

—

Protective Groups in Organic Synthesis, Green, T.W. et al., Wiley-

Interscience, New York City, 1999] #x). 7hebs], & dhgo] A8k yo] B37]|E 879 99X &= v
AE FARATNAY A A dele] 7otk i 7= 54 vkg 5 &87]9 whiAdS AE7] f18 e
A7 4, o]lF Eale 8715 vEhr] 8 AAE 4 vk dF FHAA, "LdE RVt AFE

e "dE BE)"e 4E AEU]e] €A e weAS FAARATIAY AXse dole Tlely. BEV= 9
wokdll ge] ¥A" 7l=s olgste] HrbHa AAE g

3514 A9 #Y
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[0324]

[0325]
[0326]

[0327]

[0328]
[0329]

[0330]

[0331]
[0332]

[0333]

[0334]

S=S0 10-2375607

2 47, dAd = dydola, o
gL =5 Zlo] A R3 2@ R4E A A 014; 2%

UTH. A FRAel A, Feol24 A HL XIC(2,2-H el = d-4-trdotn
o=, A7) et Al AAL s8] WA 1 HE 20 o) Alxd &

mln

rﬂ
SV LN
Qll‘

4

)

Br
1 3p4
OH O, R NHRR
4
R2 —_—
R' R?
o
3
R ” RSX
R 5 R3/+
—_—
R? \/f >L

shaA) A

RI % R27F S@idom o2, o7d ®e dvldolal, o5 747to] ez Xgkd 4 3lal, R3 ¥ R47E 594
o2 A oA, R3 R RAZE A FAA el x]%% sl ZAtol 28 aElE PAT F e AR A
A Tol wheh Alzd A AE(D) R BEveIR(2)E FdsAY, Bl SAE el bt A

xd F vk #eE() % (2)9 g ALB)E %“M?JB} P& ol &3 A3 A= 3ehA A
of AL AN A A9 AL B (5)9] K719 ol &t ASEte duE dem dId &
AL, 714 X 24, Se|=sAE, ExdelE, MuelE FoaRE AduE Fo] wjo]oltt
A 2
Brvig—R4 + R;—CN L» o=<R2

Ry

Ry

getdoz, AE(1) AFEZE wey 20 wt Axd 5 vk, 2R Aek(6) 2 Aot E=(7)E 7Y
A, BhAA A W mef Axd 5 Ak, sREG6) 2 (7)9 g2 AR(DS ALY, AE
(D9] &}t Ao] Agate @R g wkg2] 19 7|Ad npe} g},

uc3e] 33y

DLin-M-C3-DMA(Z, (67,97,287,317)-F et E o} ZE}-6,9,28,31-H E&}-19-¢  4-(t)wEo}r] =) BE}1-0f o]
E)o Azxx 7|9 Zvh. gF22YE(5 m) = (67,97,287,317)-FEFE 8o} ZE}-6,9,28,31-H E&}dl-19-2
(0.53 g), 4-NN-TlH|eopn] =RE] 24k sfol= g F7elo]=(0.51 g), 4-N,N-t]e|dolm] =312l (0.61g) 2 1-°
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[0335]

[0336]

[0337]
[0338]

[0339]

[0340]

[0341]

[0342]

[0343]

[0344]

[0345]

E=0d 10-2375607

0|ﬂ

-@-Ee Aok e 2 e Eolele Hol= 2 aneloln(0.50 ol Belf WAl el wissis.
12 g9 Qo AN F, ANE 54 FHEFoR ARsdn. §7] 282

A AEAAR, eBA7s, £ S04 T (rotovap) AA A
2ulg g2 S elgael Leok A AR @ okl FHAAL. B4R AIES THke LIS
3, g9lE AASe], T 29(0.54 )& AR

ALNY-1002] &

[
= 3

;O

5 3
o3
2
g ©

A 519(ANV-10019] T3S 371 WA 38 ol gstel Stk

NHEoc NHMe DiShzhle; NCbzMe

NCbzMe R
L CozOSu, NEB _ NMO, 0s04 .
HO HO!
516 Ot

514
515 517A 5178

O, == LAH, 1M THF 0, — e
MeaNes I MerzN"“<I
(e == o —N—
519 518

QLZTI-E’(515)//7 zyl-/(J

2% (two neck) RBF(IL) W9] 200 m¢e] Y- THF % LiAlH4(3.74 g, 0.09852 mol)e] wuFgl @Eetole] 70 me]
THF 5 33&(514)(10g, 0.04926mol)e] &ME A 7] 3follA 0TCollA s8] H7teksict. 37 95 +,
THPES Ao THRAIA 4AZE B 7t BRAIZ T vEge HaSs TLCol o8] EUE k).
2= ( TLcoﬂ o3 ¥, EYES 0T E WAL, £33} Na2S04 &Ml A ~e]e H7IE AYAZ . v
THES A2 4Nz Tt wRkstal, o FHAIZY. FeES THFZ & AlFSIIT. o g Az ds
FAIZ13L, 400 mee] TJSAF 2 26 mee] FFE HCIZ 3|MA7]a1, A2oA 208 &< adteqlct. 3y &
& ﬂ%okoﬂﬁ AAste], WA DA ZA SFHE(515)9] stol=RFRetol= AS AT, FE& 712 g
IH-NMR (DMSO, 400MHz): &= 9.34 (H.ZZ(broad), 2H), 5.68 (s, 2H), 3.74 (m, 1), 2.66-2.60 (m, 2H),
2.50-2.45 (m, 5H).

glzfl— =4 (515)-//7 zyI-/H

250 m¢e] 2% RBF W9] 100 mee] <= DCM &= 5}?;%%(515)94 erE gole] NEt3(37.2 ml, 0.2669 mol)ZS H7}
la, Aa BEY7] deld 0CE IAAAT. 50 mle T DM F N-(HESA|-7t2 1S A] ) -4 Al o] 1] =(20
g, 0.08007 mol)E sl H7E F, ¥vg EFES Niog 7}£A1fflt}. ke 2R (TLCOl 98] 2 uiA|
3AZY) &, E3ES IN HCI £9(1 x 100 me) ¥ X3} NaHC03 €U(1 x 50 m) o2 AL oz AHe3T).
O]F, H7I5E F Na2S04 “gollA AFRAI7|aL, &ulE STAIA, uAA EAS APA7L, olF HeE7t 4
Ay A2vtEaYd R GAste, A ol R 3EE(G16)S F50T. & 11g(89%). 1H-NMR (CDCI3,
400MHz): & = 7.36-7.27(m, 5H), 5.69 (s, 2H), 5.12 (s, 2H), 4.96 (br., 1H) 2.74 (s, 3H), 2.60(m, 2H),
2.30-2.25(m, 2H). LC-MS [M+H] -232.3 (96.94%).

r
ﬂ°"

<
S

<
S

¢

—

S

i i oo [ (%

B}eE(5174) % 3}FE(517B)9] 9
=

FolZ 23N (516)(5 g, 0.02164 mol)S 1] 500 m RBF 9] 220 mee] olAE = E(10:1)¢ & &84
71aL, 7)o Ao N-wgd HEZYU-N-SA=(7.6 g, 0.06492 mol) = o]F 4.2 me 3A-Fe+&

0s04(0.275 g, 0.00108 mol)2] 7.6% &NS A7FsIc). WS SZ(<F 3A7H) &, EFES 14 Na25039]
7he AN 7L, AEE EFES A2 154 et wegitt. ¥h3 EHES DOM(300 mé) o= 4“/\
713, B(2 x 100 m¢), E o]F E3} NaHC03(1 x 50 mb) &4, Z(1 x 30 m), ¥ HFHoz JF(1 x 50
m) 2 AFSIATE. F714-5 5 Na2s04 delld A=A 7|aL, &uE I FatelA AASAT. A 52 A

A7t A A AnctEads ZAR FRA ol dAA EFES AHAL, 0% BHE HPLCl ols) ¥
AAT. FEF - 6 g mRA

m oy

=

517A - ¥ =3-1 (MA 3A)), 5.13 g (96%). 1H-NMR (DMSO, 400MHz): &= 7.39-7.31(m, 5H), 5.04(s, 2H),
4.78-4.73(m, 1H), 4.48-4.47(d, 2H), 3.94-3.93(m, 2H), 2.71(s, 3H), 1.72-1.67(m, 4H). LC-MS-[M+H]-
266.3, [M+NH4+1-283.5 ¥4, HPLC-97.86%. ¢ #|3}8to] X-Aol ol elwgict.

S}ekE(518)9] Y
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[0346]

[0347]

[0348]

[0349]

[0350]

S=54d 10-2375607

315+ (505) 9] Aol sl Z1AlE AT FARRE AAE o) &dte], 3= (518)(1.2 g, 41%)S FA o dE F£5
&9tk 1H-NMR (CDC13, 400MHz): &= 7.35-7.33(m, 4H), 7.30-7.27(m, 1H), 5.37-5.27(m, 8H), 5.12(s, 2H),
4.75(m, 1H), 4.58-4.57(m,2H), 2.78-2.74(m,7H), 2.06-2.00(m,8H), 1.96-1.91(m, 2H), 1.62(m, 4H), 1.48(m,
2H), 1.37-1.25(br m, 36H), 0.87(m, 6H). HPLC-98.65%.

3IeFE(519)9] S-S 9k ul Hz}

AMAH(15 m) F FFFE(518)(1 eq)d] B8NS THF(1 M, 2 eq) & LAHO d& Wzty &0 sl waloz Hy}
ST, H 97 T, EFES 0.54 Z2A 40Tl 7HEE F S w2 Aol A thA] W7 =3
B2 X3} 4 Na2SO4Z ZA 2 7hewsiagl &, AdeglolEE T ofyr]7]al, LU= A 244
ARvEIHIR A 0dR FEHE £ IFHE(519)(1.3 g, 680)E AEAFTE. 13C MR § = 130.2,
130.1 (x2), 127.9 (x3), 112.3, 79.3, 64.4, 44.7, 38.3, 35.4, 31.5, 29.9 (x2), 29.7, 29.6 (x2), 29.5
(x3), 29.3 (x2), 27.2 (x3), 25.6, 24.5, 23.3, 226, 14.1; A7)|EF(Electrospray) MS (+ve): C44H8ONO29l
g A (M + D+ AlAEA] 654.6, 25%] 654.6.

EE U EE 4Es ¥¥eH v Wl o8 Alx" AP AR Wlog EMHE ¢ Q. o E
5o, AP B4R S HAIR EATHET. o5 SHE EE HAE] gl i uEY &
el Aoltk, AA-Y=AAte] g A7) R Jx Ar] BEEE, dE Eo], Malvern Zetasizer Nano

=

ZS(Malvern, USA)E o) 4= £ v, A= 2 20 WA 300 nm, dE E°], 40 UA
100 nmme] F714 Aolt}. AAF A7) ¥ = @3- (unimodal ) Aojth. A& el AA dsRNA %=, ¥k ojyz}
dEZHFE 282 95 oA #2A4E o]&ste] Hridn. APk d MEL AY gy AWSGA, odE
59, 0.5% Triton-X1009] & T FAStA] RNA-ZF 95, olE E9°], Ribogreen(Molecular Probes)3}
st Aol E 4 Q. Aol A i A7 vlagt, AWUSGAE Fiete MEEZEE
o Az o AAE 4 Arh. JEAFH TS A dsRNA FFOo 2 HE "HA" dsRNA - (AH A A <]

=4

o

FA st A o] e o8 SH4E)S TAToEZN AFHTt. AEFFH dsRNAS] HAEE FAFAoRE 85% =
Flolt}. SNALP Ao whal, A= A7]1E= Holx 30 nm, FoJ%E 40 nm, FoJ% 50 nm, % 60 nm, FHol:
70 nm, FoJ= 80 nm, Z % 90 nm, A% 100 nm, Zo|% 110 nm, 2 FHoJX= 120 nmolt}. 23 W= =
AHoz tigf Hol% 50 nm WA tEF Ho= 110 nm, WEF Hol%= 60 nm WA thgF HoJ= 100 nm, i oef
Holx= 80 nm WA W HoJx= 90 nmo]T}.

a7 2 oo SR, 2EA,
FEA, A BEA Be A3ArE e g g AR 6, AT AES B dgol 5% dskNA
7b s ol el HFE LA AMGAAl 2 A olEASL A FolE= Aok, A AM@AA= A
H/EE o9 oaHE e o, 95 B/Es ol de IS A HEA/Ee AxvsAEat
(CDCA) B -Z2AUSAA U SAIF2HUDCA), F4F, dtol=zFA4t, tSAIF =522k glucholic acid),

-

= A
=2 &2k (glycholic acid), S| ZUSAIEAE, B2, B2 HSAEA, &F EF-2-24,25-Tslo| =2~
FAHCE H 42F SISO FAH O ESE st H3hek Ak ofely|EAL, HIRMY, &4k,
A

}1\}
, ZHolEAN Ediit, fEdst, gatzdolE, EdT)

il

eh-22k, JhEEAt, FpE ek, WP aEAL, EvE

zHolE, RigHlql, tEhtd, A -RwTREYolE, I-kudopAato| F R R-2-2, opdTtEYE,
obdEd, Eu Exges, fIgAEls Be o5 Mo sEEs A(dE =0, hE)e X9
ok 4 TN, AR FAL] 3=, dE 5o, HEA/AI 23E At/ Aol AHgET. @ A
ZEe gz, smas @AY AF dolth. F7b A% FAlE ZegAdgd-9-29Y oy=,
A5A N A-20-4" AH 25 v, & Wl 5S4 dsRNAE 2 EE Ax dAE 2dehe HE 9
B2 A7 Ag9 4 gAY, 2gAsEe] vy £ YndxE H43 4 9ol dsRNA 2§HA13 e
Ze]-ob|aah; Felolwl; EEjojadelE; EZejddotaduele, S, A obmoladolE;
Folxstd  AHd, &l A ofa™dolE,  FelddFeF(PEG) R A
el obmot b ol E; DEAE-fr A ghel Ee]olwl, EFE&(pollulan), AERs B HAEs E3IT. 4
g HdAs A8As 7R, NEUEIIEMN, E-L-gleldl,  EHsAEd,  EeeEYd,
Feaslanl, Zzen, Eenidad, EeEerdotul g gyl P(TDAR), Eejobv=iEfl(dE &
o, p-otulie), FE(MEAopotad ol E), Fef (B obmotadeolE), Ze](FEAolmotadeo]E),
e (elaidalolmoladeolE), Fel (o] dAohmota el =), DEAE-rEtAd o] =, DEAE-3dobAad
dlo]E, DEAE-of=dobu] =, DEAE-¢H-wl 51 DEAE-d|A~Egt, Zejvidotadeole, Feddeotadeols, &
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[Idson,

3

Rl

=
RLA

NY];
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a7 Eabgl wA|e) 4719 B2 W)

[<)

=

[Ansel's Pharmaceutical Dosage Forms and Drug Delivery Systems, Allen, LV., Popovich
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=
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<
T
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&
il

i
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Pharmaceutical Dosage Forms, Lieberman, Rieger and Banker (Eds.), 1988, Marcel Dekker, Inc., New York,
N.Y., volume 1, p. 199] #=x).

T FAE 34 AHIAE ddde] Aol FHLsA 485, ol 3 AdE Jrh
(= E9], 3 [Ansel's Pharmaceutical Dosage Forms and Drug Delivery Systems, Allen, LV., Popovich

NG., and Ansel HC, 2004, Lippincott Williams & Wilkins (8th ed.), New York, NY]; ¥3%[Rieger, in
Pharmaceutical Dosage Forms, Lieberman, Rieger and Banker (Eds.), 1988, Marcel Dekker, Inc., New York,

FHEgA =

N.Y., volume 1, p. 285]; +=&[Idson, in Pharmaceutical Dosage Forms, Lieberman, Rieger and Banker
(Eds.), Marcel Dekker, Inc., New York, N.Y., 1988, volume 1, p. 199] #Z%). AWM A = A=K o=z <
ujdola, X4 2 2944 FES X9ttt AWEAAY I5d U A5 549 e I8/04
F(HB)o= wWHEow, ol AP AxdA AWMESPAE EFs Agstedl oA THAJE
E?‘ﬂ‘:} AMEIA = D54 719 BEE 7|22 st Ho| A, Fol2Ad, Fol_A H FHEAHoRE ol

FE EFE F A (9= 5], 3 [Ansel's Pharmaceutical Dosage Forms and Drug Delivery Systems,
Allen, LV., Popovich NG., and Ansel HC, 2004, Lippincott Williams & Wilkins (8th ed.), New York, NY
Rieger, in Pharmaceutical Dosage Forms, Lieberman, Rieger and Banker (Eds.), 1988, Marcel Dekker,

Inc., New York, N.Y., volume 1, p. 285] #=).

AR AR A A W FIAL S, e, B, A8 9 obboks e &
S ool B ghrd 2 W44 A= (etrolatun) 3 2ol o 5o] o)Fel wnAl AEZ §A5WA
Vo MRS BHAN A BE FLE G AEF ST A4H T4 2eel. wWASA drola 2l
w, Bo) ARBAAG 2P, Y A A S5 oAl eSS} fe. ol5e 4 B 1A,
g 5o, FHE sfolmBAlol=, HME HE, oF Fol, MEE, ofeEA|E (attapulgite), A
oE, ed, ERdselE, Fuen ey AdAE % Frels shas dRuly Lo, o
293y A, A Bol, Ba mi 2eAY soadollo|EE g,
WS- ThFE W-f3 Bdol Eat ofud Aol EFHE, o5 olPAe BHel Jlef@h, olEe A, 2
A, st AW, AW BE, AW xHZ, weA, AR TR, BEA U FARAE TFATH(ED

[Block, in Pharmaceutical Dosage Forms, Lieberman, Rieger and Banker (Eds.), 1988, Marcel Dekker,
Inc., New York, N.Y., volume 1, p. 335]; #%&[Idson, in Pharmaceutical Dosage Forms, Lieberman, Rieger
and Banker (Eds.), 1988, Marcel Dekker, Inc., New York, N.Y., volume 1, p. 199]).

A5 F2ols E goleaFaelns 2 A H(gum) 2 FA4 FFA, dE Eol, gEF(dE ,
o}F}Alo},  o}7t,  4AF, Fhe}7)d(carrageenan), ol A, ke #H(karaya gum), 2 EEHH?HM
(tragacanth)), AEZ2~ FEA(AE E°], 7JIZEAWMEAER A~ B J2EAZ2HAE22~), 2 4 FF
A(AE 5o, 7I2RY, 4522~ oz, @ 7t25Aud SFA)DE EF3. o523 & oA #AEAY
BAate], BAME-A D 9ol A AW AES FAAAIAL, R A AEE ST EA dqdds ¢
AA7]= FRolE &dS FAATIT

¢

il

ddde 5 PlAEe] 44& ol =& 7 2 T, dE Eel, gFsE, dud, ~ EL

EIAFEEE FRHIAFER, o]F AP FTF HIEAS XTI odd AFPel = Ao AgEE

HEAE wYE e, ZEd sehd, 43 gEE 9, dxdsy SRR, pstolESA ML)

e, 8l eks s A WalE WAy flel] FatstAzE ek oHd Al Ao Hrb

drh AR = @dshAlE A R AAA, dE S0, ExE, 4F ZeolE, YHstd sfol=FAof

%, FEslE so|=BAETA, EE U4, oS So], ofxmaual 9 4F WEHAIE 2 a4
E=sh, BEsEdt, 9o gagd S ol

s BEE B odEd AYY AL H o9 Ax WHE T JfHE JUTH(dE
£9], &% I[Ansel's Pharmaceutical Dosage Forms and Drug Delivery Systems, Allen, LV., Popovich NG.,
and Ansel HC, 2004, Lippincott Williams & Wilkins (8th ed.), New York, NY]; #%[Idson, in
Pharmaceutical Dosage Forms, Lieberman, Rieger and Banker (Eds.), 1988, Marcel Dekker, Inc., New York,
N.Y., volume 1, p. 199] x). A@ste] &olid, ¥rt ofye} F5EFHE ae 3 AA&ESY Aoz
A3, A7 AEE Ag AEA AFo] wig tpFeA AFEHO Skth(elE &9, ¥ [Ansel's Pharmaceutical
Dosage Forms and Drug Delivery Systems, Allen, LV., Popovich NG., and Ansel HC, 2004, Lippincott
Williams & Wilkins (8th ed.), New York, NY]; &% [Rosoff, in Pharmaceutical Dosage Forms, Lieberman,
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Rieger and Banker (Eds.), 1988, Marcel Dekker, Inc., New York, N.Y., volume 1, p. 245]; ¥%[Idson, in
Pharmaceutical Dosage Forms, Lieberman, Rieger and Banker (Eds.), 1988, Marcel Dekker, Inc., New York,
N.Y., volume 1, p. 199] =), Ff #lolz ArpAl, A& HlERl 2 2w 4k AA7F 53] o/w cHAL
24 QuHoR AT Folsi Bdolt,

i1, npo]Z 2o

2 o] & FAoolA, iRNA 2 A HAES rlojaRdEAORE A|FstETh. mlo|aRqdA LS e F
gHor sHAolaL, dYdt o AR HA &I =, o H e Axglor AHold £ U}
(dl& E°], &% I[Ansel's Pharmaceutical Dosage Forms and Drug Delivery Systems, Allen, LV., Popovich
NG., and Ansel HC., 2004, Lippincott Williams & Wilkins (8th ed.), New York, NY]; #&[Rosoff, in
Pharmaceutical Dosage Forms, Lieberman, Rieger and Banker (Eds.), 1988, Marcel Dekker, Inc., New York
N.Y., volume 1, p. 245] #Zx). T4Hoz, vlo]lazodde WA AW F&odo odSs H*}Am
Feh o] vvA i, ditHoR F1F AME-do] EES HUbete] TR Al2RS FAAI O RN Xﬂz‘_ﬂ
© Alz"eltt. uhebA “PO]ELEOHQZ&S Ee mu-ga 2xo AW el os) sty e 2719 v s
Ao g9t or kg Hola, THAY FWI HEidoz JiAEe] $riH(E#[Leung and Shah, in:
Controlled Release of Drugs: Polymers and Aggregate Systems, Rosoff, M., Ed., 1989, VCH Publishers,
New York, pages 185-215]) U]-O]iioﬂﬁﬂo ditdo=z o, & AWIA, REAUSHA D A
E3Fsk= 3 A 57 4 wJ 24E T Azx"rh. wolaRodHAe]l FErF(w/o) EE Fo5r(o/w) T3S
Ao ARE= ARREE od F AWSEAHAe B4, 2 AAEA B4 54 d= 9 gsga mee tE
2 7)ehetx 7)o #F9-Ah(E@ [Schott, in Remington's Pharmaceutical Sciences, Mack Publishing Co.,
Easton, Pa., 1985, p. 271]).

AH % (phase diagram) ® ol &3 @4 Po] Bsishl ATHUT, holAmel DAL AYHATE W
o FdAtel gk FHLeE A S %‘*3’\]9&'5}(@] £, &

Drug Delivery Systems, Allen, LV., Popovich NG., and Ansel HC, 2004, Lippincott Williams & Wilkins
(8th ed.), New York, NY]; % [Rosoff, in Pharmaceutical Dosage Forms, Lieberman, Rieger and Banker
(Eds.), 1988, Marcel Dekker, Inc., New York, N.Y., volume 1, p. 245]; &% [Block, in Pharmaceutical
Dosage Forms, Lieberman, Rieger and Banker (Eds.), 1988, Marcel Dekker, Inc., New York, N.Y., volume
1, p. 335] #H=x). B340 oAdHel v, wlo]AZqHAL ALAHo R FAPL = Yoz A2l H
o] PN F-E84F FES SsATIE S AT

o] A Ze e AFA AMSE = AUEYAE G50l AY HEAUSGA} 23t ol AUTgA, w1
ol AWBAA, Brij 96, ZSAEA Y oduz, ZYIFYAE AL dadHE, HESIFUAS
et g o] E(ML310), HEHGZHAE RxSddoE(M0310), IAZeAE Rreedolo]E(P0310), AL
A #HelS o] E(P0500), HIFIZFEAE FEw=glZH o] E(NCAT50), HFFZAE Fi=g o] E(M0750),
A7t AE AlF &0l E(S0750), HIFFEEIAE dl7helol o] E(DA0750)E E &3}, oo ATHA = &

& [Ansel's Pharmaceutical Dosage Forms and

i

0 REARBYA, BE 94 92, oF So], U, 1-EEad ¥ 1-TUse AUddd BEoE A
Fota, 2 ATEA AMEAGA A Atolol Al AdE Rl FRo R QlE] FAEAS dE5S Ao 2N AW
58S 771 288 gtk ey, mlo]aRedde RERAHEGA Y AFE glo] Alxd 5 da, &
& FFEA FE AT mtolaREA Aol & Fopoll A H dtt. %S TAAE &, ¢
Bo $49, ZEAEZ, PEG300, PEGA00, ZZFeAE, T2d 2, 2 oddd FYZo FEAY 9
O}, oo AFHAE Eerh. 9GS 22, d& 9, Captex 300, Captex 355, Capmul MCM, A|HWbAF o~
HZ, 3 AFE(C8-C12) B, 1, 2 Ef-SyAlgs, ZgSAdEste A At d=dH=, A &
=, Y23 FYAEE, £33 2823 8-C10 FYAEE=E, AEA od 2 AgE 29S8 £
g o}, ol AgHAE E+=

slolzzoluae ok s 2 ehwel Piu Fae) wPemyd o FTugTh PUsE Tee ofF
o AT AAllGES FEATIZ fE A 7Id mpolARoHA (o/w R w/o ' EF)o] AXHAT(AE
=90, vz 53 WZE 6,191,105%5; 7,063,860%; 7,070,802%; 7,157,099%; & [Constantinides et al.,

Pharmaceutical Research, 1994, 11, 1385-1390]; &% [Ritschel, Meth. Find. Exp. Clin. Pharmacol., 1993,
13, 205] =), velameddde /Hdd o= &8s, a4 JteESESTYH e B, v oA % 7
g el A €] 74]‘345““11 fri= WstE g ofE F49] Jhedt Y, AlXe &olAd, A Fol FEol Blg AT
Folol o, IdE 4 Be, R #AiE 549 AHE ATTH(AE S0, M= 53 WI 6,191,105%;
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7,063,860 ;
1385]; &3

7,070,802%; 7,157,099%; & [Constantinides et al., Pharmaceutical Research, 1994, 11,
Ho et al., J. Pharm. Sci., 1996, 85, 138-143] #x). FF, vlo|aA2oHAL o529 A¥ o]
Asol AgAen FA4E & Ak ot ARAR okE, WHE E: RAE A
b g, vlolzeRAe vg R ot Ag B mTeld 34 Are 49
trg o] mlolaREd 24E D AFo] AT ZHE iRNA B HAike] F7kd A

=4
A EFE AT W oheh, RA L WA Ha AE E5E NN Aol

—_—

r WT
)

o] vpolazodde w3 AGe S4S ANA I, B 2] iRNA B ke FE A7
2 A7, dFE 59, 228 BesHolEo]E(Grill 3), #Het&(Labrasol), 2

As e ¢ . & B vpolaRd e A= AT A= 574 A B A

A, Al wEA, AlolEAl, 3 v-Zeo]Ed H-AWEAYA] T shel Fohs Aom EFE

N

)
T ook o %

I 30 g oSt

S
S

(=& [Lee et al., Critical Reviews in Therapeutic Drug Carrier Systems, 1991, p. 921). 7] &

2 8h7lel =oldy.

i1, o=}
2 @y o]l RNAL AEAl= 4R, odE 0], vEA FEE 4 drt. vEHAlE EF-Axd g AE 5 9l
ovh, I BAAR, =% GE5E A%, AT Ax HE olE U|xo %L xISE UE W) &) A
Z 2=t o)

T M

o}

iv. 7 A

=1

G Aol d, ¥ odge R Rzl W, 53 iRAC I A gys] sd g AF @

HAE ol gk, ool

He A w-A opRE =
o e B o] dake], A% AL T A4 A4 B TS FYA

=

T =
HEA 5 skl Sote Aoz /749 & Ad(dE &9, &3 [Malmsten, M. Surfactants and polymers
in drug delivery, Informa Health Care, New York, NY, 2002
Therapeutic Drug Carrier Systems, 1991, p.92] =x). X&F &
&AIE 71 A

M

A [Lee et al., Critical Reviews in

7] AFE HF 2z sl g

o>
2
Lo

ARl (s "EHl-2dA") = FEdel s A, Aue S iRNAY F47F FE= dek
oo #9 AY Ee g8 & uE A Abele] AW AHS daATls s dEE (entity) o]t H
b B AR Hate], A7) AR FAE, dE B, 48 2R AdolE, ZSAdEd-9-gh¢d
o

2 9 ZgeAded-20-4e JdHZ(dE Eo], & ([Malmsten, M. Surfactants and polymers in drug
delivery, Informa Health Care, New York, NY, 2002]; &% [Lee et al., Critical Reviews in Therapeutic
Drug Carrier Systems, 1991, p.92] #x); % HEZF A ol'HH (perfluorochemical emulsions), <& £,
FC-43(i+3 [Takahashi et al., J. Pharm. Pharmacol., 1988, 40, 252] #%)& X g3t}

AT FHAR Agate thger A 2 o5 fFEAE, dE B9, A4, @924, FtEEAH -zt
A} . U7tZEelE, EYFtZYolE, RuwgQl (1-
Rregdod-rac-2dAE), Yo, 7tZ2d3, ol =4, FEME 1-RedtZdgolE, 1-Zu A olxbALe]
ZEHT-2-2, ofAFIEUR, o} AF, o]E59] (1 €A dZHE(HdE 50, WY, ojiaxEd 9 t-F¢),
2 o]59 Rix- 4 f-Z A E(S, SYdeolE, #gdolE, FtEHolE, vgiHOE, ZHH|E, 2H
olgolE, ZlEdolE 5)& EstH(dE o], & H[Touitou, E., et al. Enhancement in Drug Delivery,

CRC Press, Danvers, MA, 2006]; ¥3%l[Lee et al., Critical Reviews in Therapeutic Drug Carrier Systems,

=
£

o

1991, p.92]; ¥ [Muranishi, Critical Reviews in Therapeutic Drug Carrier Systems, 1990, 7, 1-33]; ¥
$1[El Hariri et al., J. Pharm. Pharmacol., 1992, 44, 651-654] #%).

SEe AU que A % A4 weHe B 2§45 F0 ZPB(AS Sol, 9 [Malnsten,

¢

M. Surfactants and polymers in drug delivery, Informa Health Care, New York, NY, 2002]; &l [Brunton,

¢

Chapter 38 in: Goodman & Oilman's The Pharmacological Basis of Therapeutics, 9th Ed., Hardman et al.
Eds., McGraw-Hill, New York, 1996, pp. 934-935] #=). th%¥d A @54 &, 2 ol59 A4 HF=A7F
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: E =
dEA el E), $24USAZAHUDCA), 4F BH-2-24,25-Heto]| =2 -F A Ho] E(SIDHF), 4§ &
Hatol 2 FA ol E 2 ZeSAEA-9-2}5-F oHZ(POE)E EFFTH(AE Eo, <3 [Malmsten, M.
Surfactants and polymers in drug delivery, Informa Health Care, New York, NY, 2002]; i3 [Lee et al.,
Critical Reviews in Therapeutic Drug Carrier Systems, 1991, page 92]; =% [Swinyard, Chapter 39 In:
Remington's Pharmaceutical Sciences, 18th Ed., Gennaro, ed., Mack Publishing Co., Easton, Pa., 1990,
pages 782-783]; =¥ [Muranishi, Critical Reviews in Therapeutic Drug Carrier Systems, 1990, 7, 1-33];
& [Yamamoto et al., J. Pharm. Exp. Ther., 1992, 263, 25]; 3% [Yamashita et al/., J. Pharm. Sci.,
1990, 79, 579-583] ).

fe

Wy gAste] AFEEE Aol EAE HUE B3 iRNAY 7 dEE Aol A, S oz E
o2 I HFAE IAToEN GAorFEH F& ol AXste detER A" 5 Ud. 2
oA M5 = dEEe SAdEE NA rEdokAl7 Suatg
I 27F &5 o2& Q= 31, o 3 gl uhe} DNase JAAZA Hgh 28
FHE zZteth(EdJarrett, J. Chromatogr., 1993, 618, 315-339]1). A §gt Aeo]EAl= ik
T EZOIAH O] E(EDTA), A|EEXF, A olE(dE B, &F AAHNE, 5-wEA A
EupdeolE), Fepale] N-obd FrA, #dlE-9 B B-tAES] N-otre obd FEA(ur
xgrsh, oldl AgtHAE GEth(edE E°, £ d[Katdare, A. et al., Excipient development for

pharmaceutical, biotechnology, and drug delivery, CRC Press, Danvers, MA, 2006]; 3%l [Lee et al.,

od, b
ok o r

4»
N
= 2

]

(m e
iuj
o

)
folr
A

My S pf rff do p odl A
ol

Critical Reviews in Therapeutic Drug Carrier Systems, 1991, page 92]; ¥& [Muranishi, Critical Reviews
in Therapeutic Drug Carrier Systems, 1990, 7, 1-33]; %3 [Buur et al., J. Control Rel., 1990, 14, 43-
51] =),

wRlol A ALgEE upeh e, n-deol=st u-AWMBYA JF FYA SR AeolEA mE AWDYA
bS]

24 Feomst &d& YehARE, a8 s B5tetal A8k U (alimentary mucosa)S E3l iRNAS] FE
G 7E EER AHolE 4 Adup(dE Eo], &3 [Muranishi, Critical Reviews in Therapeutic Drug
Carrier Systems, 1990, 7, 1-33] #x). olg|st ¥/ HF &A=, dF €9, BEX3} Alo]&Y Yo},
1-42- 2 1-dAdolRAlo| Z2-UIMs FE=A(EH[Lee er al., Critical Reviews in Therapeutic Drug
Carrier Systems, 1991, page 92]); @ H]-AHZo|E 3J-Ad=A, o So], fZEHAY 2F, A=del 2

H K e} & (E3 [Yamashita et al., J. Pharm. Pharmacol., 1987, 39, 621-626])% (3&3it},

= AEAZ e 2 o] oA AR E vE 24w HAbE
o], gl El(v= 53 W35 5,705,188 (Junichi et al.)), ¥ol&
E A, dE o], ZElEte]X(PCT &4 WO 97/30731% (Lollo et al.))©
3 dsRNAS] M2 SFFE FHAITIE AoR FAFHO Yt AuEHE EWRLIMA Ak dE, 4F £, §
Lipofectamine™(Invitrogen; Carlsbad, CA), Lipofectamine 2000™(Invitrogen; Carlsbad, CA),
293fectin™(Invitrogen; Carlsbad, CA), Cellfectin™(Invitrogen; Carlsbad, CA), DMRIE-C™(Invitrogen;
Carlsbad, CA), FreeStyle™ MAX(Invitrogen; Carlsbad, CA), Lipofectamine™ 2000 CD(Invitrogen;
Carlsbad, CA), Lipofectamine™(Invitrogen; Carlsbad, CA), RNAiMAX(Invitrogen; Carlsbad, CA),
Oligofectamine™(Invitrogen; Carlsbad, CA), Optifect™(Invitrogen; Carlsbad, CA), X-tremeGENE Q2 E#
23 Al (Roche; Grenzacherstrasse, Switzerland), DOTAP #]¥%& E#Mx~#HMH  AlF(Grenzacherstrasse,
Switzerland), DOSPER 2 EE EdAgA Al 2F(Grenzacherstrasse, Switzerland), T
Fugene(Grenzacherstrasse, Switzerland), Transfectam® A]<F(Promega; Madison, WI), TransFast™ E w22
A Al¢F(Promega; Madison, WI), Tfx™-20 A]<F(Promega; Madison, WI), Tfx™-50 A]<F(Promega; Madison,

WI), DreamFect™(0Z Biosciences; Marseille, France), EcoTransfect(0Z Biosciences; Marseille, France),

=

TransPass D1 E@l=#)4 A]ok(New England Biolabs; Ipswich, MA, USA), LyoVec™/LipoGen™(Invivogen; San
Diego, CA, USA), PerFectin E#:2FA A2 (Genlantis; San Diego, CA, USA), NeuroPORTER E @M= Al
(Genlantis; San Diego, CA, USA), GenePORTER E#M=#A A]2F(Genlantis; San Diego, CA, USA), GenePORTER
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s==4

AlF(Genlantis; San Diego, CA, USA), Cytofectin E#HAIA A|oF(Genlantis; San Diego, CA,

BaculoPORTER E &4
(Genlantis; San Diego, CA, USA), RiboFect(Bioline; Taunton, MA, USA), PlasFect(Bioline; Taunton, MA,

USA), UniFECTOR(B-Bridge International; Mountain View,

Mountain View, CA, USA),

e

CA, USA), TroganPORTER™

San Diego,

A9k (Genlantis;

UsA),

SureFECTOR(B-Bridge International;

UsA),

CA,
HiFect™(B-Bridge International, Mountain View, CA, USA)
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o
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Aol E|

g aE
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A

A

(polycytidic acid) T 4-olA|Eoln]E-4' o] AE] Q AJo} -2

Dev., 1995, 5, 115-121]; =& [Takakura et al., DsRNA &

[Miyao et al., DsRNA Res.

Acid Drug Dev., 1996, 6, 177-183]).
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s=s4

A

[0392]

=
I=]

2 (b) H]-RNAL =AY

Fb o)) iRNA hebsE

S

A 24ES (a)

Qg ot

wjr

[e]

[0393]

Hhole) Al W/

2

A, A= WX A (anti-steatosis agent),

=
[<)

&l

gln] 5 (telbivudine),

=

G

E9], Agvld(silymarin) %=

I

L
.

2H-g-A ol

ZH] 2 (telaprevir)

A AL

of Z]AjE [RNA%}

&

E
=

Sof, W%

LN =

o

of, &
2003/01442173.(Tung et al.);

=
=

AAA, dE =

ZHokAl

12U v
= =
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i
o

off
o 2

(antihemophilic agent); T EZE]F | S ¥sksit). iRNA 2 F7Fe] X BA
U/ AEE U At H/EE st 3oz, odF B9, HATE FAE 5 JdAY, FUHe] A=

As A 2A4E0 FEomA, e AP AR B/Es Bl A EAY Edel VA" vE el 9

g e, A7) U R SRe 29ld 548 2AwS Folstel, &4 Serpincl FHARe] o] AF
Ee], °F 1,2, 3, 4,5, 6,7, 8 12, 16, 18, 24, 28, 32, 36, 40, 44, 48, 52, 56, 60, 64, 68, 72, 76 E
T oF 80AIRE EoF sl b AL E¢IT. @ ™A, E4 Serpincl fFAARe] wE2 FH VIR
dE 5o, Aol oF 2, 3, 4,5, 6, 7Y = 1L o], dE B, & 15, 25, 35 E& o 45 E 11
ek Aadd

A e, 24lel 549 ¥y, £ % 2AAEC] 83 iRNAS E4 Serpincl fdAHe] &4 RNA(IA B
= 7keR)E SoleR FHoR I iRNAE ARESte] ofF fraiAte] dds oAls] AFd 24w, &%
22 Eel 71 vhe} ol AlxHa dE 4 v

2 0o WY R Skl wWE dsRNAS] Rl F8A AelVh /e @Al olfd AW Em oo Tk,
BF, S B/EE v AAE oI ¢ gk, ol wuldl "ats olHd #Ee SAMCR 9

3

=
n g Aas gujditt, 7aE 98 5o, Hol® oF 5%, 10%, 15%, 20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%,
60%, 65%, 70%, 75%, 80%, 85%, 90%, 95% HE+ ¢k 100%Y 4 Utt.

Aol X7 Ee AW a2 dF 59, A9 Wy, Ay An, FA TS, FY NE, 55 24, &
o A, NFE a¥E FAS=d Tad oAl &%, dY A TE X F Fo)AY AUS 8 BHsE T
7 Ao AAs deje Ve SAHEe e ES SATeER FHrkE 4 drt. ol g FEkvE
TE e gole %3 4o rn X7 EE it %S ZUHHIE Aol At ¥ ol
Ath. «dE Bol, A FollY AH AT dE Eo], EFVLE-EFN £ T EYUEHH 9
B7HE 4 vk, o] 9] #EXA| 9 2719 FEX 9] vluE Ao Al A8V AFAAA] R XS AFe
th.oolelgk gepuE HE getuEle] Q1o X3 F o= duE SAFTOoEM Au HE o %5 U
H®3he Zo] Fdxte] 58 dlol k. Serpincld ZEHOZ = iRNA EE 19| oA AL Fojek I
HAsle], YA Foflo "disl AU S YA HAd W] Fojryt Hojm FAHoRE fonE
o] Fio| ikl fEldt a¥, dE 59, T4 AA, AR, EAH A, o OF, e A9 4, Ee
Zd4 Aol 2 B YIS XFE= ol Hsg oAbl o5 AWy oz FAFAQ AoR QA H= JE &
5 op7|h= RS YERAT

A7 Eve oW 5= el sy o] detnlEe] FAX R {ou|dk JfAle] EAEke Aol B tE
Ae 2Eo] o TS sATIAY RATIAl el o8] wHEidth. A d=2A, AW A7
getulEl o] Aol 10%2] whEA g Wit uigA e AlE Aol 20%, 30%, 40%, 50% = 1 ol &Rl A
S5 e 4 ok, FoJX RNA oFE EE T kR AP o a5k Ee GdAl 3AEHY e Fo
7 A digh 43 sE RES AbEste] ddd ¢ otk AF TE RS AMgete 2SS, FAASE {9
u gk whA EE= S AV #REE Aol A8 &% JsHT

_l

detdow, a5 94 88 A¥ FTE WS A%, A 24, Child-Pugh HS(HWZ Child-Turcotte-
2, Ao TE e o 574
Zw

o BaE oblshs dele] FHH Wa

e
r{o
2
N
2,

 mhe} 752 iRNA E& iRNA Al S A

%
e
2
oft
e
[
il
i
o
9
uf

Pl = X589 iRNA, & &9, °F 0.01 mg/kg, 0.02 mg/kg, 0.03 mg/kg, 0.04 mg/kg, 0.05 mg/kg, 0.1
mg/ke, 0.15 mg/kg, 0.2 mg/kg, 0.25 mg/ke, 0.3 mg/kg, 0.35 mg/kg, 0.4 mg/kg, 0.45 mg/kg, 0.5 mg/kg,
0.55 mg/kg, 0.6 mg/kg, 0.65 mg/kg, 0.7 mg/kg, 0.75 mg/kg, 0.8 mg/kg, 0.85 mg/kg, 0.9 mg/kg, 0.95 mg/kg,
1.0 mg/kg, 1.1 mg/kg, 1.2 mg/kg, 1.3 mg/kg, 1.4 mg/kg, 1.5 mg/kg, 1.6 mg/kg, 1.7 mg/kg, 1.8 mg/kg, 1.9
mg/kg, 2.0 mg/kg, 2.1 mg/kg, 2.2 mg/kg, 2.3 mg/kg, 2.4 mg/kg, 2.5 mg/kg dsRNA, 2.6 mg/kg dsRNA, 2.7 mg/
kg dsRNA, 2.8 mg/kg dsRNA, 2.9 mg/kg dsRNA, 3.0 mg/kg dsRNA, 3.1 mg/kg dsRNA, 3.2 mg/kg dsRNA, 3.3 mg/
ke dsRNA, 3.4 mg/kg dsRNA, 3.5 mg/kg dsRNA, 3.6 mg/kg dsRNA, 3.7 mg/kg dsRNA, 3.8 mg/kg dsRNA, 3.9 mg/
kg dsRNA, 4.0 mg/kg dsRNA, 4.1 mg/kg dsRNA, 4.2 mg/kg dsRNA, 4.3 mg/kg dsRNA, 4.4 mg/kg dsRNA, 4.5 mg/
kg dsRNA, 4.6 mg/kg dsRNA, 4.7 mg/kg dsRNA, 4.8 mg/kg dsRNA, 4.9 mg/kg dsRNA, 5.0 mg/kg dsRNA, 5.1 mg/
ke dsRNA, 5.2 mg/kg dsRNA, 5.3 mg/kg dsRNA, 5.4 mg/kg dsRNA, 5.5 mg/kg dsRNA, 5.6 mg/kg dsRNA, 5.7 mg/
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[0428]
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kg dsRNA, 5.8 mg/kg dsRNA, 5.9 mg/kg dsRNA, 6.0 mg/kg dsRNA, 6.1 mg/kg dsRNA, 6.2 mg/kg dsRNA, 6.3 mg/
kg dsRNA, 6.4 mg/kg dsRNA, 6.5 mg/kg dsRNA, 6.6 mg/kg dsRNA, 6.7 mg/kg dsRNA, 6.8 mg/kg dsRNA, 6.9 mg/
kg dsRNA, 7.0 mg/kg dsRNA, 7.1 mg/kg dsRNA, 7.2 mg/kg dsRNA, 7.3 mg/kg dsRNA, 7.4 mg/kg dsRNA, 7.5 mg/
kg dsRNA, 7.6 mg/kg dsRNA, 7.7 mg/kg dsRNA, 7.8 mg/kg dsRNA, 7.9 mg/kg dsRNA, 8.0 mg/kg dsRNA, 8.1 mg/
kg dsRNA, 8.2 mg/kg dsRNA, 8.3 mg/kg dsRNA, 8.4 mg/kg dsRNA, 8.5 mg/kg dsRNA, 8.6 mg/kg dsRNA, 8.7 mg/
kg dsRNA, 8.8 mg/kg dsRNA, 8.9 mg/kg dsRNA, 9.0 mg/kg dsRNA, 9.1 mg/kg dsRNA, 9.2 mg/kg dsRNA, 9.3 mg/
kg dsRNA, 9.4 mg/kg dsRNA, 9.5 mg/kg dsRNA, 9.6 mg/kg dsRNA, 9.7 mg/kg dsRNA, 9.8 mg/kg dsRNA, 9.9 mg/

kg dsRNA, 9.0 mg/kg dsRNA, 10 mg/kg dsRNA, 15 mg/kg dsRNA, 20 mg/kg dsRNA, 25 mg/kg dsRNA, 30 mg/kg
dsRNA, 35 mg/kg dsRNA, 40 mg/kg dsRNA, 45 mg/kg dsRNA B ©F 50 mg/kg dsRNAZF Fod &= v}, dgH
Zholl tigh F719] k2 ol I B odlgo] Rol Aow omd),

54 TN, dE 5o, ¥ dHe] 2AE] B 74" vhe} & dsRNA B AHE xetE A5, o
Aol AmTe] iRNA, <& 5°f, °F 0.01 mg/kg A °F 5 mg/kg, °F 0.01 mg/kg WA °F 10 mg/kg, °F
0.05 mg/kg A °F 5 mg/kg, °F 0.05 mg/kg WA °F 10 mg/kg, °F 0.1 mg/kg WA °F 5 mg/kg, ¢ 0.1 mg
/kg A °F 10 mg/kg, °F 0.2 mg/kg WA °F 5 mg/kg, °F 0.2 mg/kg WX °F 10 mg/kg, °F 0.3 mg/kg WA
° 5 mg/kg, °F 0.3 mg/kg WA °F 10 mg/kg, F 0.4 mg/ke WA °F 5 mg/kg, °F 0.4 mg/kg WA °F 10 mg/
kg, °F 0.5 mg/kg WA °F 5 mg/kg, °F 0.5 mg/kg WA °F 10 mg/kg, °F 1 mg/kg WA F 5 mg/kg, ¢k 1 mg
/kg WA oF 10 mg/kg, °F 1.5 mg/kg WA °F 5 mg/kg, °F 1.5 mg/kg WA °F 10 mg/kg, °F 2 mg/kg WA °F
°F 2.5 mg/kg, °F 2 mg/kg WA °F 10 mg/kg, °F 3 mg/kg WA °F 5 mg/kg, °F 3 mg/kg WA oF 10 mg/ke,
¢ 3.5 mg/kg WA °F 5 mg/kg, °F 4 mg/kg WA °F 5 mg/kg, °F 4.5 mg/kg WA °F 5 mg/kg, °F 4 mg/kg
WA oF 10 mg/kg, °F 4.5 mg/kg WA °F 10 mg/kg, °F 5 mg/kg WA °F 10 mg/kg, °F 5.5 mg/kg WA F 10
mg/kg, °F 6 mg/kg WA °F 10 mg/kg, °F 6.5 mg/ke WA F 10 mg/kg, °F 7 mg/kg WA °F 10 mg/kg, °F 7.5
mg/kg WA F 10 mg/kg, °F 8 mg/kg WA °F 10 mg/kg, °F 8.5 mg/kg WA °F 10 mg/kg, °F 9 mg/kg WA °F
10 mg/kg = °F 9.5 mg/kg WA oF 10 mg/ke7b Fol2 & vk, AFd ol A T3] g 2 W= =
g 4l Ao ojmgr),

& E9°], dsRNA= ¢F 0.1, 0.2, 0.3, 0.4, 0.5, 0.6, 0.7, 0.8, 0.9, 1, 1.1, 1.2, 1.3, 1.4, 1.5, 1.6,
1.7, 1.8, 1.9, 2, 2.1, 2.2, 2.3, 2.4, 2.5, 2.6, 2.7, 2.8, 2.9, 3, 3.1, 3.2, 3.3, 3.4, 3.5, 3.6, 3.7,
3.8, 3.9, 4, 4.1, 4.2, 4.3, 4.4, 4.5, 4.6, 4.7, 4.8, 4.9, 5, 5.1, 5.2, 5.3, 5.4, 5.5, 5.6, 5.7, 5.8,
5.9, 6, 6.1, 6.2, 6.3, 6.4, 6.5, 6.6, 6.7, 6.8, 6.9, 7, 7.1, 7.2, 7.3, 7.4, 7.5, 7.6, 7.7, 7.8, 7.9,
8, 8.1, 8.2, 8.3, 8.4, 8.5, 8.6, 8.7, 8.8, 8.9, 9, 9.1, 9.2, 9.3, 9.4, 9.5, 9.6, 9.7, 9.8, 9.9 == <
10 mg/kg] &Fo R Fojd 4= gtk AFE Fol digh S+ 3 E WMYE Eok B dhge] el ow o
e},

te FAdA, dE So], B wwe) zgmol Ryd] JA4T vlgh 2E dRNA @ NI TLEAVS ¥
ebe A5, didAldlE A5 iRNA, dE 59, °F 0.1 WA °F 50 mg/kg, °F 0.25 WA °F 50 mg/kg, °F
0.5 WA °F 50 mg/kg, °F 0.75 W] °F 50 mg/kg, °F 1 WA °F 50 mg/mg, °F 1.5 WA °F 50 mg/kb, °F 2 W
A °F 50 mg/kg, °F 2.5 WA °F 50 mg/ke, F 3 WA °F 50 mg/keg, °F 3.5 WA °F 50 mg/keg, °F 4 WA °F

50 mg/kg, °F 4.5 WA °F 50 mg/kg, °F 5 WA °F 50 mg/kg, °F 7.5 WA °F 50 mg/kg, °F 10 WA °F 50 mg/
kg, °F 15 A °F 50 mg/kg, °F 20 HA <k 50 mg/kg, °F 20 WA F 50 mg/kg, °F 25 WA °F 50 mg/kg, °F
25 WA oF 50 mg/kg, °F 30 WA °F 50 mg/kg, °F 35 WA °F 50 mg/kg, °F 40 WA °F 50 mg/kg, °F 45 WA
oF 50 mg/kg, °F 0.1 WA °F 45 mg/kg, °F 0.25 WA °F 45 mg/kg, °F 0.5 W] °F 45 mg/kg, °F 0.75 WA
°F 45 mg/kg, °F 1 WA oF 45 mg/mg, °F 1.5 WA °F 45 mg/kb, °F 2 WA oF 45 mg/kg, °F 2.5 WA oF 45
mg/kg, °F 3 WA °F 45 mg/kg, °F 3.5 WA °F 45 mg/kg, °F 4 WA °F 45 mg/kg, °F 4.5 WA °F 45 mg/ks,
°F 5 WA oF 45 mg/kg, °F 7.5 WA °F 45 mg/ke, °F 10 WA ©F 45 mg/kg, °F 15 WA °F 45 mg/kg, °F 20
WA oF 45 mg/kg, °F 20 WA oF 45 mg/kg, °F 25 WA oF 45 mg/kg, °F 25 WA oF 45 mg/kg, °F 30 WA oF
45 mg/kg, °F 35 WA °F 45 mg/kg, °F 40 WA °F 45 mg/kg, °F 0.1 WA °F 40 mg/kg, F 0.25 WA °F 40
mg/kg, °F 0.5 WA °F 40 mg/kg, °F 0.75 WA °F 40 mg/kg, °F 1 W= °F 40 mg/mg, °F 1.5 WA °F 40 mg
/kb, °F 2 WX oF 40 mg/kg, °F 2.5 WA °F 40 mg/kg, °F 3 WA °F 40 mg/kg, °F 3.5 WX °F 40 mg/kg, °F
4 WA °F 40 mg/kg, °F 4.5 WA °F 40 mg/kg, °F 5 WA °F 40 mg/kg, °F 7.5 WA °F 40 mg/kg, °F 10 WX
°F 40 mg/ks, °F 15 WA °F 40 mg/kg, °k 20 W17 F 40 mg/ke, °F 20 W1X] F 40 mg/kg, °F 25 1A °F 40
mg/ke, °F 25 WA ok 40 me/ke, °F 30 WA ok 40 me/ke, °F 35 A F 40 me/kg, °F 0.1 VA °F 30 me/ke,
o 0.25 WA °F 30 mg/kg, °F 0.5 WX °F 30 mg/kg, °F 0.75 WA F 30 mg/kg, °F 1 WA °F 30 mg/mg, °F
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[0430]

[0431]

[0432]

[0433]

[0434]

[0435]

[0436]

[0437]

S=54dl 10-2375607

1.5 WA <F 30 mg/kb, <F 2 WA <F 30 mg/kg, &F 2.5 WA <F 30 mg/ks, °F 3 WA oF 30 mg/kg, &F 3.5 W
Al ok 30 meg/keg, ©F 4 WA °F 30 mg/keg, °F 4.5 WA °F 30 me/kg, °F 5 WA °F 30 mg/kg, °F 7.5 WA oF
30 mg/kg, °F 10 WA °F 30 me/kg, °F 15 WA °F 30 mg/kg, °F 20 W= °F 30 mg/kg, °F 20 WA °F 30 mg/
kg, ¢F 25 WA ¢F 30 mg/kg, <F 0.1 WA <F 20 mg/kg, °F 0.25 WA oF 20 mg/kg, <F 0.5 WA <F 20 mg/kg,
ek 0.75 WA °F 20 mg/kg, F 1 WA F 20 mg/mg, °F 1.5 WA °F 20 mg/kb, F 2 WA °F 20 mg/kg, °F 2.5
WA oF 20 mg/kg, °F 3 WA oF 20 mg/kg, °F 3.5 WA °F 20 mg/kg, °F 4 WA °F 20 mg/kg, °F 4.5 W] oF
20 mg/kg, °F 5 WA °F 20 mg/kg, °F 7.5 WA °F 20 mg/kg, °F 10 WA °F 20 mg/kg W= °F 15 WA F 20
mg/kgel &0l Fold 4= drt. 3 FHAoA, B Aol 2gEo] Edo 7]AE dsRNA 2 N-obAE A EA}
WS X3tele A, oidAClE oF 10 WA oF 30 me/ke®] A =] dsRNAZE Foi® = Qlvk. AFH ghel o
b F7e] @ 9 HeE g B owrgo] ARl Bow o nHT,

dE Sof, gdAdlE A& iRNA, oS E9], ¢k 0.1, 0.2, 0.3, 0.4, 0.5, 0.6, 0.7, 0.8, 0.9, 1, 1.1,
1.2, 1.3, 1.4, 1.5, 1.6, 1.7, 1.8, 1.9, 2, 2.1, 2.2, 2.3, 2.4, 2.5, 2.6, 2.7, 2.8, 2.9, 3, 3.1, 3.2,
3.3, 3.4, 3.5, 3.6, 3.7, 3.8, 3.9, 4, 4.1, 4.2, 4.3, 4.4, 4.5, 4.6, 4.7, 4.8, 4.9, 5, 5.1, 5.2, 5.3,
5.4, 5.5, 5.6, 5.7, 5.8, 5.9, 6, 6.1, 6.2, 6.3, 6.4, 6.5, 6.6, 6.7, 6.8, 6.9, 7, 7.1, 7.2, 7.3, 7.4,
7.5, 7.6, 7.7, 7.8, 7.9, 8, 8.1, 8.2, 8.3, 8.4, 8.5, 8.6, 8.7, 8.8, 8.9, 9, 9.1, 9.2, 9.3, 9.4, 9.5,
9.6, 9.7, 9.8, 9.9, 10, 10.5, 11, 11.5, 12, 12.5, 13, 13.5, 14, 14.5, 15, 15.5, 16, 16.5, 17, 17.5,
18, 18.5, 19, 19.5, 20, 20.5, 21, 21.5, 22, 22.5, 23, 23.5, 24, 24.5, 25, 25.5, 26, 26.5, 27, 27.5,

28, 28.5, 29, 29.5, 30, 31, 32, 33, 34, 34, 35, 36, 37, 38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49
E o 50 me/keo] Fold & vk, ATH gl I FU g R WAE E B wye) Anel Ao o
wHh,

iRNAE &Rl 7|3t 2R, dF 59, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20 # 21,
22, 23, 24 = o 258l /gl AR AU FLol o) FolP '}I: Ak el % 5o, 440,
L 1 olg Bk Febth, AFE(F, 230k wEE £ . 27 A

A, 1€, 209, 349, 4e =
., 37}1% %o} Fuith mi AFo] Fol o, T

el 2 w2 o 0.5 mg/kg WA °F 5 mg/kg H= oF 1 mg/kg WA oF 3 mg/ke] 4 FEH SHO
2, 3§k AD-57213& 7] tidACAl el Fofdtel o3, FEA Ael, dE =0, d9He 4 e
A Am BHE AEdt

g F>dellA, 7] BE2 °F 0.5 mg/kee] A FE SFS dAAANA s Fosh= AL T/ 5 o
dE 5o, 3 FEANA, 7] W vF 0.5.mg/kg =AM, F 0.5 mg/kge] FF FE EFS oI GA A
Foshs Ae S 4 vk gE TN, A7 WS 25 1 omg/kgo 2 oF 0.5 mg/kge] A F
e AN Foshs Ae 27} 5 A

o TEdelA, A7 e oF 1.5 mg/kge] 7 2 &S oA Al d st Toﬂo}t e xgd F 3
o odE Eol, & FEANA, 7] BEL wF 1.5.mg/kg o2 oF 1.5 mg/kg®] FA FE &S tidA
A Fojshs Ae T 4 vk vE FddelM, A7 e 257 3 mg/kg o2 A oF 1.5 mg/kge] 4
T &S A Fejshs AE £ 4 vt

oE TR, 7] BEe oF 2 mg/kgl] A FEH &S dBAA A st Foldte AL 3L Ut
ds 5o, & TN, B7] WS T 2 mg/keo2=AM, oF 2 mg/kge] A FE &S AN Fo
she Ze 2  dn. ge 7, ] WS 25 vg 4 mg/kg o2, oF 2 mg/kgo] TH FE &
FE AN Foletes Ae 27T F QU

T oE el 47 B oF 3 meg/kgdl A FE SFS WA ds Folsks Ae 2T 4 3
o.odE 5ol & 7™M, 7] WS w5 3 mg/keS2A, oF 3 mg/kg] TH FE &S AN
Folshs AS 2T 4 vk vE F-eelM, A7 WH2 2F vkt 6 mg/kee =AM, oF 3 mg/ked] A FH
SFe A NA Fosts As 23S + A

oe e, ¥ 22 oF 0.5 mg/ke A °F 5 mg/kg = oF 1 mg/ke WA oF 3 mg/kee] A FE &
o2 B AD-572135 i ACAl Fs) Fol el o7, g@*é Fell, S S0, A5l Aok s 5
e gl A ALl o S Al
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[0438]

[0439]

[0440]

[0441]

[0442]

[0443]

[0444]

[0445]

[0446]

[0447]
[0448]
[0449]

[0450]

[0451]

[0452]

o gl , A7) BHE oF 0.5 mg/ke?] T4 FH &S A A HE Folds A x¥¢T 4 Q.
A& B9, 3 FaddA, 7] g Fuit} 0.5.mg/ke o2, °F 0.5 mg/kge] A T &S AN
Fostes AS 238 = Q. & FddddA, 7] WEe 250t} 1ong/kg 22 A, °oF 0.5 mg/ke] FAH F
W &S AN A Tt As T 5 9l

g2 Fddeoa, A7) WP oF 1.5 mg/ke?] A FH SFE uldAA I35 Foshs s 2T 9l
. oS Eo], 3 FAolA, 7] BHS uiF 1.5.mg/ke 2 ¢F 1.5 mg/kge] FF FH &S kA
A Foshs 2s 23 5 vk, oE FdeolA, 7] BHe 250kt 3 mg/keo 2], °F 1.5 mg/kee] 4
T &S ddANA FAse AE 2T 2

g2 FddeA, 7] g oF 2 mg/kee] 7 FH SFS tdAA 9 FostE e xFE 5 Aot
A5 B0, 3 FadelA, 47 BHE Fuit} 2 mg/keo A oF 2 mg/kg?] FA FEH S tIFANA Fo
e S X gk, g2 T, 7] PHE 27wt} 4 mg/ke o2 A, oF 2 mg/kg?] FA T &
Fs WEANA Fodts As 2FF 5 9

T O FaddA, A7 WEe oF 3 mg/ked] T FH SFS tdAA 95 FostE AE 2 4 9l
. o E 5o, & FdAolA, 7] WEE vWiF 3 mg/kgZA oF 3 mg/kee] FA T S OIACNA F
st Ae 2T = Ark. v FddolA, 7] BHE 25t} 6 mg/ke2ZA, oF 3 me/kee] FH FH
S dAAA FAstes e 23T 5 3

iRNAS] Fol= dE 59, 8t M2, 22, 9, LW T 7|E F8olA, Serpincl o5 Hoj% ¢F 56,
6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20 ¥ 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31,
32, 33, 34, 35, 36, 37, 38, 39, 40, 41, 42, 43, 44, 45,6 46, 47, 48, 39, 50, 51, 52, 53, 54, 55, 56,
57, 58, 59, 60, 61, 62, 63, 64, 65, 66, 67, 68, 69, 70, 71, 72, 73, 74, 75, 76, 77, 78, 79, 80, 81,
82, 83, 84, 85, 86, 87, 838, 89, 90, 91, 92, 93, 94, 95, 96, 97, 98 & AHoj& oF 99% & 1 ol HAi
A7 % e,

g FAdolA, AR Y/ d BHE GE B9, #xle] AE, 27, A AW T 7|E FEHA,
Serpincl $*F& Zolk oF 40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54, 55, 56, 57, 58,
69, 60, 61, 62, 63, 64, 65, 66, 67, 68, 69, 70, 71, 72, 73, 74, 75, 76, 77, 78, 79 L ok 80% A =
= HaA7 Sae £ R SEE AD-57213E% did A Al F3t Foee AS Egheit.

AR ] {RNAY Fo] Ao, 3= KB} AL 8, o8 S, 5% FY HSE

5 B9, &yA Wk tete BYUEHPE = vk, g deA, FxE YL A

Z7 E Aol EFRI (S So], INF-23 = INF-<3}) 3o tiste] RUEHE 4

Serpincl ¥H&loll thdk a] &3} wjFol], ¥ o] wE ZAE T I2ZRE AxH oy 2AES 4o
AS A 4 .

21 B odbdo] &al= Rofo] ggiAto] o3

&t AUIE Zh=1), %91011 71" A FAEAY B85 W 2 AEsr 2o

J ‘%’é ‘% AN=7F &1 71 A E .

, B3 249, 53], 9 v IFxEde AARgo] FxaA xIET. vl

kel

= el
E3stE B wWAAYE 4 Aot e, Aw, Wy, 2 d& DQFX] o AJolu] | o] A|&ks}

A A4
A 1. iRNA A
AloFe] FFA]

Akl BATE wUAA EARA = A, A7) Ake B ARl A A Bd/ew EEe B
A BEIE Aol Qoo FFARNY £5E 5 Ak,
AApE

siRNA AAIE F3)s}e], NCBI 2=} vlolglu|o] 2 (http://www.ncbi.nlm.nih.gov/gene/)ol FAo] && <l7t,
A2 (m 7 E86), 7, vk~ % S E SERPINCL HAAMES Z A o2 3 siRNAES 3Helslgivt. A
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[0453]

[0454]

[0455]

[0456]

[0457]

[0458]

[0459]
[0460]

[0461]

[0462]

SE=S01 10-2375607

NCBI RefSeq HI=ZFES 31719 HAMES AF&3Fith: 17F - NM_000488.2, NM_000483.3; @2 -

NM_001104583.1; 7§ - XM_856414.1; w}-$-7~ - NM_080844.4; HE - NM_001012027.1. %2 GFF/ NI/ AAF
MG Aol wiol, siRNA FEA2E, WARHOR oA Ak @ dAFa AR oF A%, dFs 2 ) A
AHED 9 Az, A, vk B Qe AAE R o nhes 9 RE dabEvle] WA HE FEYsE ¥
gl A (batch) & EgHels BE AE WAl AAGT. 7t A WA (F7DelA nHEE dAR A

2
ik 3 7EE § AdAREC] 1000 A& FRohs BE siRNA FEH s AAssit

SIRNA &7, Eo]¥ ¥ &5 o=

BE 7Fsd merd] oS5¥ Solds 74 AEERE S5, oo, T 2FHe FEHLHE WHEAI
Aolg F1H 19mers AT, olF 8747/l Fu Ixt/HF2, 67719 Q1zb/ B2/, 103719 A7/ =S
2 /upe-22/HE D 5697 9] wp9-2~/HE siRNAE To]ld 2~FHE (python script) 'BruteForce.py'olA &
£ ¥EZFQ "brute-force" LaFFE o83 HA3 HAMA|(transcriptome)(Q17F, 42, I, wRes EE
HE NCBI Refseq {3 el N H XM_ 715 JFo= Hojg)d tigh s fAadA A&k, v =
AHEE AAE-ZE3 HAEE 431 siRNA 2 d9l9] A ' X-% X (off-target)' =FAHE Alo]9]
ulzm X 5e] 91X 9 o] Zukel A AN, QX-¥ A HApE JMEEHY BAbe 5 Yo 2 RE 2-9
A1 siRNAS] 'AlE=(seed)!' FGolA ol & FFEET),

Brute-force FAMo2RE Z}z4o] Eeja dibs 2 7 vjavfA @?—‘é—% ko mn maujA] Hapo] F
ofAaL; #1A] 2-9 Wo] vAmjAEE 2.8%2 AArEAar, dd 59 1A 10-11 W] mjavA= 122 ALE ]

on, g9 12-19 Yo HAMAEL 1.002 AMNEAT. F713 <l gz—;{xﬂ. a2 zZ+zte] &8 are] 3719
Jolgt AlE-falE 6FAZEEH FHlE 754 L 8FA ] Mg nugozN ST, 51 Al digh 2-
7 AAZHEE U2 6FAE o] &3t 2 A 7HA 2 1 9] 8FAE wES Uik, 7EA 12 6% Aol 3'-

AZ H7Fste] mtEo] UIda; '7FA 2'E 6FA 0] 5'-AZ HUIste] wrEo] Uoen, sEAE 6FAY 5'- 4
3'- F EEe] AR Ao EM wrEo] Ytk (29 99 '(DS'e ko] #HT] Aeojxo] U= NCBIO
Refseq HlolHHlo]~2HYH ALYl AExE AGojd) Ak, s, v EE HE 3'-UTRomeol| A 9] 8%
2 7R NEe v AFEesith. 8%Al WEE 8FA WEESY HHARFYH $3 iE ol &ste] 7EA H=
2 At Ak, o]F, 'mirSeedScore' & ((3 X FitstE 8%A AlF) + (2 X 7TA 2 AF) + (1 X TZA
1 AlF)S S Aoz ALTE .

SIRVA 9 7FEhe AR A5ol met Solge] wWEel aFseith: 3¢ Zashe A5E nEE S Ao

2, 39 BAT A5 So1HA A W 2.2004 2.8 Aole] A AP HolHel oz vk FEes:

QPELA Zhehe] Sol4el ola] EReka, el Lelazk AL SIelA b Aelslel Qla, 91X 13 % 14
o] X

: °f
gom, A= Go] Yol 37 o9 U wi AR 2= FEY2E AEsg.

/G fralel F 6670 s D 667 SFEA, A/ ks Gl 6] A 2 6] e, Q)
A S AE fElS) 12, D ohE A AE fels] 20 Ak W 2L e siRA BenE B4
o FEesE FYHAT. Sepincl Al W QPEAA Jbe ADe] PAF BHe ¥ 3 9 K 4o veh} 9
o,

[ AWl 29t 81 F4F gr2o] RNA §H4 At

SHATIALHES EE AN FPawFAeHE 4 ZRREFC we dgHeR darbedt $-7
5' AEZ )2 -0t AU E A3 -0-(2- A ohe ol 2=V, N T o] A L 2 ) £ F B ofu|H]
GAEY, Az dobdiedl B 2-N-olaREl - gobedl B Aeshs 2 2 2'-F
2 ZAFEOPLES ARl 0.2 WA 500 pmole] FEE FHISATH. opHE S-S

% Elo-l-HESE(HIEUER & 0.25-0.6 )& LA =A *}%’6‘}315}. EéﬁiELCL
dlolE Wi WS st WA ot FHUOHEYER(1:D(viv) F 0.2 M AdoAE

& Al obu e g &) ofu)ke-3H-1,2, 4-H o} &-5-E]2 (DDIT) & A}-&-5}od %“é T Esdst
Ak, @] gm Foll, ALE w4 AAAZFE dasiar, wdopnle] ojojx Ezjoldolrl 3UFE AR-8-sko]
T o9 2'-o-t-REuEdd HIYE ARG

im

5 WA 500 pmol WA 34 2 hd 2'-¥3 NEQ'-EFoE 9/EE 2'-0-ME e 159 23S At
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[0463]

[0464]

[0465]

[0466]

[0467]

[0468]
[0469]

[0470]

S=S0l 10-2375607

: A EHQLE=E 35T oA 16413 OJ = 55TelA 5.5413F & 3:1(v/v) oleE B 5% (28-32%)

BUol FEAE ALEe] Ehﬂ_zmﬂu} Buol 9T Mo, EAFIULEES A AAA el

208 &S oMHEYER T 0.5 M FHHeR AHesgint. vAgAl &I LEEE LCNS /o ole-al

Yol olal] #2139t iazvl J2El =9 AAE 20 md 14F, 10%-15% ACN, pH = 8.5(¢k

220 mM <14ked, 10%-15% ACN, 1 M NaBr, pH = 8.5($+&A] B)E AH&3te] IEX HPLCoﬂ o8 a3

d ol distel R3S FASRth. AT TEE e e 2
FAR F ARG AES A7) oA AERekET e ofs) 2l

2 B REEAl S ZhEE 1 PBS ehEAlelM o) dPAIA, dedhs siRNA e~

o
¥@
o

2E0.2 WA 1 pmol)E Yate], F4L 96 ¥ P2 0= MerMade 192 A 7oA S35k, &4 2'-¥8
NI -FFe2 Q/EE 2'-0-"E e 159 23)9 A9, SawIFdLygEE A0 30 WA 60
C

Bt vl S AbEEte] HEIAZ the, 60Tl 302 &t AFHlolAAIZIAY, Ty A4 30 W
Al 604 F<F 3:1(v/v) ClEE B F5F(28-32%) ol 8 % A}£-3}o] Elizz\]?l oS, 40TelA 1.54]
7F Bk ol A H Y. 1 g, HAEA S AFEFHLEEE oA EYEZ M AE SH(9:1) Foll HAA
7151, A R AA A AAHEE el o3& EEskith. WA S awET 1 El= #AE 20 mM NaOAc 91%

Al Sol APEEA7]a, LCNS 2 ol w3k HPLCol 93] A 3kict. WA iﬁ]ﬂ‘”%ﬂﬂ-‘iﬂc SE:!

m¢ HiTrap Sephadex G25 ZA % (GE Healthcare) A2l 96 © 4 Z#|o|E(deep well plate)od &% /\]9&'5}
dol| A, 78 Aol Fgst= oF 1.5 m &S 8. o5 BAE 24 SHawIdE=E LCNS
Fol&-ug ARntEa T o3 AT, FEYAE Tecan ZE FolA] TEF Al H Qe Al
a5 ofdBAF o2 AT, FEHE 29

R} Ji

_4

=
FEE 11X PBS A Sl 10 pME ZA3F .
1. AAY A4S 93 GalNAc-HTFACIESE &ejugId 2y =9 34

aE0] 3" il GalNA ZRt=el AFAlolEd eS|l El =5, HE|(tether)E &3 FZ¥ GalNAc ]
e 8 S s S A 44 -HuSAEEND-RE A3} sfelESAVE 2t V-4
AL ApA-29E aF] AAAS ALkl 0.2 W] 500 pmolel FEE FAsct.

Ll

o

5 WA 500 pumol®] TFEQ] GalNAc ZAFAICIES] &S 918to], RNAo st 7] 4 Z2E 3719 %A
I A wgtvh: |-k A AXAE fste], EFQ F 5% U EEZANEAS FA S DNT-H
@GS 8l ARESETh. AAAZEEY du 2 2HSE 7] ZIAE vke} o] 433eltt. ﬁ*ﬁiﬂoﬂlol
FTH AGEE o 20 TAXRE QA O|E)S HFE 5'-DNT 71& AlASHA &k HdskaL("DMT-on"),

1 719 wpel 2o HAd @ B8RS Fo| £ F 50 mM ¢EE oHAEIOIE(SEA A) 2 80% oHHEVEY %
50 mM EE oMAHOE($HS5Al B)E AMEste] 9 HPLCOl <& AAsiith. #3S 44 HPLC 2/%E+ L
NSell oJaf s=xoll ths) 24 WDP AHe TS 2 ARNE-IH 28S EYsta, 3)d2] SEv|A %q

o

=~
AT, gtnd w7k, F F 20% WA 25% oFHIEAE

| o
)

i

= ARESte] DNT-715 AAsHT. AEs 7] viAl 22
ntEZI v ofs) ©d ]i, AxANMA 2R, sEFe] Adx 3 bEAdls 7S 1< PBS 4541

]7 -
oA ALFHAIA, A&sh= siRNA FEH2E Alx3.

—

H:

5 EAXZE QO0E AFS zhe NI ¥38HE GalNAc AFAIES] A7 4(0.2 WX 1 pmol) S
#15te], MerMade ZFF <] RNA H& b 2'-F/2'-OME-3Hf A€ A4S H8l 7] 714l Z2ESZS 4
£3t9tt. F44E GalNAc-Z-83F Aod tha Fdl~(pore glass) AAAZS T8t ALd-AAE AH A
&Jstsict.

AAY 2. I 238

AZ Bk B E@ 2 (transfection)

EFRI(ATCC) o] HZ% Eagle's Minimum
O~

Hep3B A|3E(ATCC, Manassas, VA)E 10% FBS, ~E=Ewnjo|al = Z
ZF A~ (confluence) 7HA AAZAIN F | E

Essential Medium(ATCC)oll A 5% C0,&] #$17] 3lell 37ColA AL A=z
HAA g 93] FHClERFE WEA AT, vles WA} g FEIYAE 5kl 4 vk IHEZ(PMDE
EWaAA A ARG g2 Alzbel] AdskAl RElekar, Ak ZhAE wi Rl A A FTE. Hep3B ¥ PMH =
EFE Yste], 96 A ZdolEoA sE dofl, 49 14.8 w9 Opti-MEM + 0.2 09 Lipofectamine
RNAiMax(Invitrogen, Carlsbad CA. cat # 13778-150)= 5 wlo] ZF siRNA F=Y o] H7lstozx EdAdAA

& SRSt oF, EFEL HeolA 158 Bk AFwol ARG, 1 the, oF 2 x1079] Hep3B AEE
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[0471]

[0472]

[0473]

[0474]

[0475]

[0476]

[0477]

[0478]

[0479]

[0480]
[0481]

[0482]

S=50l 10-2375607

?:} 3?* 80 w08 £ A7 wiA (FAAA ¥R E siRNA E3b=ol H7bekith. RNA A ZdOﬂ AEE 24A1%F
FRlIFFAlol A Az, v &% AE2 10 oM 2 0.1 oM HF wEHE FEolA FdeL, &% 3 A
10 nM W#] 128 pMe] ®9fol 231 83]9) 5wl &A 3X& AREste] WSHITH(= 2a R &= 2b Fx).

OPH

rlo r

)
~

st

A3 S E@EH (Free uptake transfection)

PBS & GalNac ZAFAIC|EH siRNA Z+ZF 5 wlE 96 A Zo|EQ] Z+Zz+e]l dof In Vitro Gro CP ¥JX|](In Vitro
Technologies— Celsis, Baltimore, MD) 95 wtoll =} & erste 4><1047H94 M2 e TZ2HE AfolnETA ¢
wol xS} 2Falth. EFES 5% (0.9 91719 37Tl oF 24 AIZE F<b Qo] AT, siRNAE
A B4 AR Z&S 98 100nM, 10nM 2 0.1nM ¢ HFE HEA A AT},

DYNABEADS mRNA 2] Z]E(Invitrogen, part #: 610-12)& ARS8+ A RNA #2]

MAEE FH8ta, &3/23 45 A 150 pollA &3NAZ o2, Eppendorf ThermomixerE A}-&-3}4] 850 rpmoll 4]
S &t ERSATHER Srv A Uil sdstath). 10 we] A7) HE 880 pee] &el/AY deA &
RS St ule T olEd Hrtsta, 18 B ST, 27 =S 27] A®E(magnetic stand)E Ab
g3l EAskn, WSS Asel g3 AL AARAT. FHAL AAT Fol, FHY ALE ol
Hl=ol HrbehaL 5% wok Eitetltt. AR NS AAZ Fol, A MRS 150 b AFH EA AR 23] AlH 5
B, SO EgeAth vSE o T8ekn, FPAL AASYE. 1 0E, NEE 150 4 AH $EA B
2 AFsta, 2dska, AN AASUY. BeoR, WEE 150 w &8 4FAR AAstae, 2Hsa, 4
Hole AASYh, vhATeR, WEsL 28 ok Axusl stk A% Fol, 50 wel §¥ FEAE B
i, 70°CelA 5wk eI, MIEE 5% wek A flolM £tk 40 we] FH RS AlAst, o
2 96 4 EdolEq st

ABI High capacity cDNA <9FAF Z]E (Adpplied Biosystems, Foster City, CA, Cat #43568813)EF Al-§3F cDNA S
=

Hkgmit} 2 0 10X 4EA], 0.8 wb 25X ANTP, 2 w0 9 (Random) ~z}o]™ | 1 ul Reverse Transcriptase, 1
w0 RNase 4A1A 2 3.2 wo] H09 wl2AE =AE 10 0o AA RNAo] A7l tt. cDNAE 3s17]19 @AE 53}

o] Bio-Rad C-1000 HE+= S$-1000 A H A}o]Z2 (thermal cycler)(Hercules, CA)S AF&3lo] A3 25T
A 108, 37°ColA 1208, 85TollA 5 2 4CoA §A.

2]e] El9)(Real time) PCR

2 02 cDNAZS, 384 A ZolEo] & o Azt A¥e] tsiA= 0.5 ul QI3+ GAPDH TagMan Z =M (Applied
Biosystems Cat #4326317E), 0.5 w0 <17t SERPINC1 TagMan 23X (Applied Biosystems cat # Hs00892758_ml)
T ml-2 A FEo A= 0.5 pl vk~ GAPDH TagMan 23X (Applied Biosystems Cat #4308313), 0.5
w}-9-2~ SERPINC1 TagMan =X (Applied Biosystems cat # Mm00446573_ml1) = 5ux¢ Lightcycler 480 21 u}
2~E] w2 (Roche Cat #04887301001)Z dHrabe mbzE wlzo] H7Eslodth. A ACt(RQ) HALS AHgste] 84
B}l PCRS ABI 7900HT #]¥ E}Y PCR Al2~®l(Applied Biosystems)olA $8319tt. 72 FZH2E 23] 5
A ERxAMgA A G, 7 ERAFAS qoFnol & 7| AR @ g o]H= g

o mlu

Serpincl mRNA &9 AAoiAl wig WiskE Axketr] 918, A ACt WS ARESte] AARE HolEH &
3L, 10nM AD-1955% AMg-ate] EdAIAE AE, £ RO EdaAAY AES Algste] Sy 3%
TFEHAZAS. KFitE Ak 4 ere A% 29e Agste] 16 Adsgn, U &% W9
AD-19553 Abg3le] EWAAAR AE, wE= P e g0 g AFIHAZAL. F 55 AAH iRNAR EAX
4% Hep3B AE 2 PMH Al Lo A <] %E‘ %%E A9 ARZ BolFEth. ¥ 62 Hep3B 2 PMH Ax= EA
2~FHAE AAE RNAS &5 whSo] ANE HoF

AD-19559] Al 2 olE] A~ HIL the3t 7}

A2~ cuuAcGeuGAGuAcuucGAdTsdT - (SEQ ID NO: 13)

QHEJ Ml 2~ UCGAAGUACUCAGCGUAAGATsdT - (SEQ ID NO: 14).
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X2

it A D FHo] A= FEUQEE G ko], ol dFA: 2uFIF Uy

Foll EAlslh= 49, 5'-3'-EAFoAHE ZAf o8 AR d4Hi= Ao] odd Ao}

oFo] TEULEHE(E)

A ol 1Al -3 - E A o] &

Ab W E-L-o} e =41 -3' - E A o] =

Abs W E-L-ob e 313" - E A F ZE] Q o] o] E
Af 2'-ZZ 0 Rold|xAl-3' -X A F o] E

Afs 2'-EF-Q Rol| 1 Al-3' - XA RE] Q o o] 2
As o} 1A -3 - AFE R E] Q o o] B

C AlE|Y-3' -3 25 0] =

b HE-L-A 8 Y-3' - AH o] &

ofo] FEALE=(E)

Chs WEL-NE|D-3' - A X ZE] Q o] o] E

Cf 2 -EFQRAYYI-3 -EAF o] =

Cfs 2'-EFQRAEU-I'-EAETE Qo] E
(Chd) 20— A-A -3 - A o] =
{Chds) 2'-0-ARPE A-A | P-3' -FAF ZE Qo] o] =2
Cs ANEH-3'-EAFZZE Qo o] =

G ToheAl-3' -E A o] =

Gb W B}-L-Trobnedl -3 - E 2 o] =

Gbs W E-L-To} A -3' -E A E R E] Qo o] =

Gf 2'-ZF 9 R ol A-3' ¥ Ao E

Gfs 2-EFQRTOIAN-3 -FTATZE] Qo] =
Gs FohAl-3'-E AT ZE Qo o] E

T -l -] d-3' -2 20| E

1b W EHL-E v Y -3 -E A5 0] =

Ths WMEHL-E M Q-3 -EAERE] Qo] o] =

Tf 2'-EF Q02599 d-3'-E Aol B
Tfs 2'-EFQ R -5 Ed9Ed-3' - ¥ AERE| Qo] E
Ts 5992 Q-3 -EAEZE Qo] =

U Q-3 - A F o] =

b W E-L-9-2ld-3' -2 ol E

Ubs ME-L-9- 2 U-3' - ¥ A ERE Qoo =

ur 2'-EF0 293 -E ¥ ol

Ufs 2 -ERQR YU -FAERE Qo] =
(Uhd) 2'-0-AA A -2 I-3' -E A H o] B

(Uhds) 2'-0-AA A9 A3 -F AL ZE| Qo] =
Us O Y-3'-EAERZE Qoo E

N o] FEFAQE=(G, A, C, T == 1)

a 2' -0 dole| 1A -3" - A 0] =

as 2'-0-vll o} 1Al -3' - E A E R E] Q o] o] 2

c 2'-0- DA EU-3' - A 0] =

cs 2'-0- AN E Q-3 -F A ERE Qo] o] =
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ool e EE(E)

g 2'-0-v Erohe ) -3~z A 0] =

gs 2'-0-v Dol -3 - E L F RE] Q o o] B

t 2'-0-vd-5-v 9 ¢-2 d-3' -~ v 0] E

ts 2'-0-v e -5 G- P-3' -E A E RE Qo o] =

u 2'-0-"d -2 -3 -2 0| =

us 2'-0-v992 -3 -EAFZE Qo] =

dA 2'-Hl & Al ofel e A3~ 25 0] =

dAs 2' -G A o 2241 -3" - A~ X RE| Q o] o] E

4ac 2 SA A E Y-8 - 25 o] E

dCs 2'-USA A E -3 -E 2 ERE| Qo o] B

4G 2' -t & A o4 -3 - A o] E

dGs 2'-d A o)A -3 -EAE RE] Q o] o] E

dT 2wl S A E

dfs 2' U S A e P-3' - A ERE] Qo] o] &

du 2'-ESA -2 Y

s X ERE Qo= A

L96 N-[ =2 2= (GalNAc-2H21 ) o] == 8] 742 91) |-4-5}o0] = 5 A 2 22) 3 Hyp-
(GalNAc-71)3

(Aco) 2'-0-v 5 A o o} ¥ Al -3 -3 25 o] =

(Aeos) 2'-0-v| EA o Do} .2 -3 -E 2 RE] Q o] o] E

(Geo) 2'-0-v] H A o d ol Al -3 - A o] B

(Geos) 2'- 0 EA ool -3 -F AT RE| Qo o] E

(Teo) 2'-0-" 5 A o E-5-o & $-2] -3~ Ao o] =

(Teos) 2' -0 SAl D5 ¢ D3 -EAERE| Qo o] B

(m5Ceo) 2'-0-v| FA o -5 DA H H-3'-E 29 0] E

(m5Ceos) 2'-0-v| S A o D -5-H A E] P -3 -E A F ZE] Q o] o] E
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Serpincl dsRNA®] WlmWg Al Ul gElAls ZlE AA( S A" Ao AAe 2H7 SEQ 1D NO
15 UlR] 712 &9 A2 AAHe] glon], "ere s Ad" deo] Al Zhzh SEQ ID NO 72 Ul
A 1287 9 #A= AAH Ax)

Eras gy | Az gRd | As AL e A2 ¥R dEas Ad
AD-50475.1-UM A-104633.1 CCCUGUGGACAUCUGCACA A-104634.1 UGUGCAGAUGUCCACAGGG
AD-50476.1-UM A-104649.1 CUACCACUUUCUAUCAGCA A-104650.1 UGCUGAUAGAAAGUGGUAG
AD-50477.1-UM A-104665.1 CUAUCGAAAAGCCAACAAA A-104666.1 UUUGUUGGCUUUUCGAUAG
AD-50478.1-UM A-104681.1 GGACUUCAAGGAAAAUGCA A-104682.1 UGCAUUUUCCUUGAAGUCC
AD-50479.1 -UM A-104697.1 GUUAACACCAUUUACUUCA A-104698.1 UGAAGUAAAUGGUGUUAAC
AD-50480.1 -UM A-104713.1 CCUGGUUUUUAUAAGAGAA A-104714.1 UUCUCUUAUAAAAACCAGG
AD-50481.1 -UM A-104635.1 GACAUUCCCAUGAAUCCCA A-104636.1 UGGGAUUCAUGGGAAUGUC
AD-50482.1 -UM A-104651.1 CACCUGGCAGAUUCCAAGA A-104652.1 UCUUGGAAUCUGCCAGGUG
AD-50483.1 -UM A-104667.1 CGAAAAGCCAACAAAUCCU A-104668.1 AGGAUUUGUUGGCUUUUCG
AD-50484.1 -UM A-104683.1 GAAAAUGCAGAGCAAUCCA A-104684.1 UGGAUUGCUCUGCAUUUUC
AD-50485.1 -UM A-104699.1 GGCCUGUGGAAGUCAAAGU A-104700.1 ACUUUGACUUCCACAGGCC
AD-50486.1- UM A-104715.1 GAAGUUCCUCUGAACACUA A-104716.1 UAGUGUUCAGAGGAACUUC
AD-50487.1 -UM A-104637.1 CCAUGAAUCCCAUGUGCAU A-104638.1 AUGCACAUGGGAUUCAUGG
AD-50488.1 -UM A-104653.1 CAACUGAUGGAGGUAUUUA A-104654.1 UAAAUACCUCCAUCAGUUG
AD-50489.1- UM A-104669.1 CCAAGUUAGUAUCAGCCAA A-104670.1 UUGGCUGAUACUAACUUGG
AD-50490.1 -UM A-104685.1 CGGCCAUCAACAAAUGGGU A-104686.1 ACCCAUUUGUUGAUGGCCG
AD-50491.1-UM A-104701.1 GAGGACGGCUUCAGUUUGA A-104702.1 UCAAACUGAAGCCGUCCUC
AD-50492.1 -UM A-104717.1 CCUCUGAACACUAUUAUCU A-104718.1 AGAUAAUAGUGUUCAGAGG
AD-50493.1 -UM A-104639.1 CAUGAAUCCCAUGUGCAUU A-104640.1 AAUGCACAUGGGAUUCAUG
AD-50494.1 -UM A-104655.1 GAUGGAGGUAUUUAAGUUU A-104656.1 AAACUUAAAUACCUCCAUC
AD-50495.1 UM A-104671.1 GUAUCAGCCAAUCGCCUUU A-104672.1 AAAGGCGAUUGGCUGAUAC
AD-50496.1 -UM A-104687.1 GGGUGUCCAAUAAGACCGA A-104688.1 UCGGUCUUAUUGGACACCC
AD-50497.1 -UM A-104703.1 CAGCCCUGAAAAGUCCAAA A-104704.1 UUUGGACUUUUCAGGGCUG
AD-50498.1 -UM A-104641.1 CCCAUGUGCAUUUACCGCU A-104642.1 AGCGGUAAAUGCACAUGGG
AD-50499.1 -UM A-104657.1 GUAUUUAAGUUUGACACCA A-104658.1 UGGUGUCAAACUUAAAUAC
AD-50500.1 -UM A-104673.1 GACAAAUCCCUUACCUUCA A-104674.1 UGAAGGUAAGGGAUUUGUC
AD-50501.1 -UM A-104689.1 CUGUUCUGGUGCUGGUUAA A-104690.1 UUAACCAGCACCAGAACAG
AD-50502.1UM A-104705.1 CCAAACUCCCAGGUAUUGU A-104706.1 ACAAUACCUGGGAGUUUGG
AD-50503.1 -UM A-104643.1 CCCGCUUUGCUACCACUUU A-104644.1 AAAGUGGUAGCAAAGCGGG
AD-50505.1 -UM A-104675.1 CUUACCUUCAAUGAGACCU A-104676.1 AGGUCUCAUUGAAGGUAAG
AD-50506.1 -UM A-104691.1 CUGGUGCUGGUUAACACCA A-104692.1 UGGUGUUAACCAGCACCAG
AD-50507.1 -UM A-104707.1 CAAACUCCCAGGUAUUGUU A-104708.1 AACAAUACCUGGGAGUUUG
AD-50508.1 -UM A-104645.1 GCUUUGCUACCACUUUCUA A-104646.1 UAGAAAGUGGUAGCAAAGC
AD-50510.1 -UM A-104677.1 CCUACCAGGACAUCAGUGA A-104678.1 UCACUGAUGUCCUGGUAGG
AD-50511.1-UM A-104693.1 GGUGCUGGUUAACACCAUU A-104694.1 AAUGGUGUUAACCAGCACC
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AD-50512.1 -UM A-104709.1 GCCGUUCGCUAAACCCCAA A-104710.1 UUGGGGUUUAGCGAACGGC
AD-50515.1 -UM A-104679.1 GGACAUCAGUGAGUUGGUA A-104680.1 UACCAACUCACUGAUGUCC
AD-50516.1 -UM A-104695.1 GUGCUGGUUAACACCAUUU A-104696.1 AAAUGGUGUUAACCAGCAC
AD-50517.1-UM A-104711.1 GCCUUUCCUGGUUUUUAUA A-104712.1 UAUAAAAACCAGGAAAGGC
AD-50518.1 -UM A-104719.1 CUUUUGCUAUGACCAAGCU A-104720.1 AGCUUGGUCAUAGCAAAAG
AD-50523.1 -UM A-104721.1 UGUACCAGGAAGGCAAGUU A-104722.1 AACUUGCCUUCCUGGUACA
AD-50528.1 -UM A-104723.1 ACUAUUAUCUUCAUGGGCA A-104724.1 UGCCCAUGAAGAUAAUAGU
AD-50540.1 -UM A-104729.1 UCAUGGGCAGAGUAGCCAA A-104730.1 UUGGCUACUCUGCCCAUGA
AD-50539.1 -UM A-104785.1 CCAUUUACUUCAAGGGCCU A-104786.1 AGGCCCUUGAAGUAAAUGG
AD-50544.1 -UM A-104787.1 UACUUCAAGGGCCUGUGGA A-104788.1 UCCACAGGCCCUUGAAGUA
AD-50549.1 -UM A-104789.1 ACUUCAAGGGCCUGUGGAA A-104790.1 UUCCACAGGCCCUUGAAGU
AD-50514.1 -UM A-104663.1 CGACUCUAUCGAAAAGCCA A-104664.1 UGGCUUUUCGAUAGAGUCG
AD-50522.1-UM A-104779.1 AACUGCCGACUCUAUCGAA A-104780.1 UUCGAUAGAGUCGGCAGUU
AD-50527.1 -UM A-104781.1 ACUGCCGACUCUAUCGAAA A-104782.1 UUUCGAUAGAGUCGGCAGU
AD-50531.1-UM A-104739.1 GACUCUAUCGAAAAGCCAA A-104740.1 UUGGCUUUUCGAUAGAGUC
AD-50534.1- UM A-104769.1 UCUUCUUUGCCAAACUGAA A-104770.1 UUCAGUUUGGCAAAGAAGA
AD-50538.1 -UM A-104771.1 UGCCAAACUGAACUGCCGA A-104772.1 UCGGCAGUUCAGUUUGGCA
AD-50543.1 -UM A-104773.1 CCAAACUGAACUGCCGACU A-104774.1 AGUCGGCAGUUCAGUUUGG
AD-50553.1-UM A-104777.1 ACUGAACUGCCGACUCUAU A-104778.1 AUAGAGUCGGCAGUUCAGU
AD-50504.1-UM A-104659.1 GAACUGCCGACUCUAUCGA A-104660.1 UCGAUAGAGUCGGCAGUUC
AD-50509.1-UM A-104661.1 CUGCCGACUCUAUCGAAAA A-104662.1 UUUUCGAUAGAGUCGGCAG
AD-50529.1-UM A-104751.1 CUGGUUAACACCAUUUACU A-104752.1 AGUAAAUGGUGUUAACCAG
x4

Serpincl dsRNAS] WdH A~

A 18554 &9 w#AE AAEHo o

A

% E AL A ALCAE AL Qe

20 9 A ANH 92)

"ORE 1 AR A9 AR

+7F SEQ ID NO 129 M
ID NO 186 U|A] 242

3 N

2t s

FEA: 99 (s 94 e aa AT | amas aa
AD-50475.1 A-104633.1 cccuGUGGACAUCUGCACAdTsdT A-104634.1 UGUGCAGAUGUCCACAGGGTsdT
AD-50476.1 A-104649.1 CUACCACUUUCUAUCAGCADTsdT A-104650.1 UGCUGAUAGAAAGUGGUAGATsdT
AD-50477.1 A-104665.1 CUAUCGAAAAGCCAACAAAdTsAT A-104666.1 UUUGUUGGCUUUUCGAUAGATsdT
AD-50478.1 A-104681.1 GGACUUCAAGGAAAAUGCADTsdT A-104682.1 UGCcAUUUUCCUUGAAGUCCTsdT
AD-50479.1 A-104697.1 GuuAAcAccAuuuAcuucAdTsdT A-104698.1 UGAAGUAAAUGGUGUUAACATsdT
AD-50480.1 A-104713.1 ccUGGUUUUUAUAAGAGAAdTsdT A-104714.1 UUCUCUUAUAAAAACCAGGATsdT
AD-50481.1 A-104635.1 GAcAuucccAuGAAucccAdTsdT A-104636.1 UGGGAUUCAUGGGAAUGUCdTsdT
AD-50482.1 A-104651.1 CAccUGGCAGAUUCCAAGAdTsdT A-104652.1 UCUUGGAAUCUGCCcAGGUGATsdT
AD-50483.1 A-104667.1 CcGAAAAGccAAcAAAuccudTsdT A-104668.1 AGGAUUUGUUGGCUUUUCGTsdT
AD-50484.1 A-104683.1 GAAAAUGCAGAGCcAAuccAdTsdT A-104684.1 UGGAUUGCUCUGCAUUUUCATsdT
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AD-50485.1 A-104699.1 GGecuGUGGAAGUCAAAGUdTsdT A-104700.1 ACUUUGACUUCCACAGGCCATsdT
AD-50486.1 A-104715.1 GAAGuuccucuGAAcAcuAdTsdT A-104716.1 UAGUGUUCAGAGGAACUUCTsdT
AD-50487.1 A-104637.1 ccAuGAAucccAuGUGCAudTsdT A-104638.1 AUGCACAUGGGAUUCAUGGATsdT
AD-50488.1 A-104653.1 CAACUGAUGGAGGUAUUUAdTsdT A-104654.1 UAAAUACCUCCAUCAGUUGTsdT
AD-50489.1 A-104669.1 ccAAGUUAGUAUCAGCCAAdTsdT A-104670.1 UUGGCUGAUACUAACUUGGTsdT
AD-50490.1 A-104685.1 ¢GGecAucAACAAAUGGGUdTsdT A-104686.1 ACCcAUUUGUUGAUGGCCGdTsdT
AD-50491.1 A-104701.1 GAGGAcGGCcuucAGuuuGAdTsdT A-104702.1 UcAAACUGAAGCCGUCCUCTsdT
AD-50492.1 A-104717.1 ccucuGAAcAcuAuuAucudTsdT A-104718.1 AGAUAAUAGUGUUCAGAGGATsdT
AD-50493.1 A-104639.1 cAuGAAucccAuGUGcAuudTsdT A-104640.1 AAUGCACAUGGGAUUCAUGATsdT
AD-50494.1 A-104655.1 GAUGGAGGUAUUUAAGUUUdTsdT A-104656.1 AAACUUAAAUACCUCCAUCTsdT
AD-50495.1 A-104671.1 GuAucAGccAAucGecuuudTsdT A-104672.1 AAAGGCGAUUGGCUGAUACATsdT
AD-50496.1 A-104687.1 GGGUGUccAAUAAGACCGAdTsdT A-104688.1 UCGGUCUUAUUGGACACCCATsdT
AD-50497.1 A-104703.1 cAGcccuGAAAAGUccAAAdTsdT A-104704.1 UUUGGACUUUUCAGGGCUGTsdT
AD-50498.1 A-104641.1 cccAuGUGCAuUUAccGeudTsdT A-104642.1 AGCGGUAAAUGCACAUGGGATsdT
AD-50499.1 A-104657.1 GUAUUUAAGUUUGACACCAdTsdT A-104658.1 UGGUGUCAAACUUAAAUACATsdT
AD-50500.1 A-104673.1 GAcAAAucccuuAccuucAdTsdT A-104674.1 UGAAGGUAAGGGAUUUGUCATsdT
AD-50501.1 A-104689.1 cuGUUCUGGUGCUGGUUAAdTsdT A-104690.1 UUAACcAGCACCAGAACAGATsdT
AD-50502.1 A-104705.1 ccAAAcucccAGGUAUUGUdTsdT A-104706.1 AcAAUACCUGGGAGUUUGGTsdT
AD-50503.1 A-104643.1 cecGeuuuGeuAccAcuuudTsdT A-104644.1 AAAGUGGUAGCAAAGCGGGATsdT
AD-50505.1 A-104675.1 cuuAccuucAAUGAGAccudTsdT A-104676.1 AGGUCUCAUUGAAGGUAAGITsdT
AD-50506.1 A-104691.1 CUGGUGCUGGUUAACACCAdTsdT A-104692.1 UGGUGUUAACCAGCACCAGATsdT
AD-50507.1 A-104707.1 cAAAcucccAGGUAUUGUUdTsdT A-104708.1 AAcAAUACCUGGGAGUUUGTsdT
AD-50508.1 A-104645.1 GeuuuGeuAccAcuuucuAdTsdT A-104646.1 UAGAAAGUGGUAGCAAAGCATsdT
AD-50510.1 A-104677.1 ccuAccAGGACAUCAGUGAdTsdT A-104678.1 UcACUGAUGUCCUGGUAGGTsdT
AD-50511.1 A-104693.1 GGUGCUGGUUAACAccAuudTsdT A-104694.1 AAUGGUGUUAACCAGCACCATsdT
AD-50512.1 A-104709.1 GeeGuucGeuAAAccccAAdTsdT A-104710.1 UUGGGGUUUAGCGAACGGCdTsdT
AD-50515.1 A-104679.1 GGACcAUCAGUGAGUUGGUAdTsdT A-104680.1 UACCAACUCACUGAUGUCCATsdT
AD-50516.1 A-104695.1 GuGcuGGuUUAAcAccAuuudTsdT A-104696.1 AAAUGGUGUUAACCAGCACATsdT
AD-50517.1 A-104711.1 GecuuuccuGGuuuuuAuAdTsdT A-104712.1 UAUAAAAACCAGGAAAGGCTsdT
AD-50518.1 A-104719.1 cuuuuGcuAuGAccAAGeudTsdT A-104720.1 AGCUUGGUCAUAGCAAAAGATsdT
AD-50523.1 A-104721.1 UGUACCAGGAAGGCAAGUUdTsdT A-104722.1 AACUUGCCUUCCUGGUACAdTsdT
AD-50528.1 A-104723.1 AcuAuuAucuUCAUGGGCAdTsdT A-104724.1 UGCCcAUGAAGAUAAUAGUdTsdT
AD-50540.1 A-104729.1 UCAUGGGCAGAGUAGCCAAdTsdT A-104730.1 UUGGCUACUCUGCCcAUGAdTsdT
AD-50539.1 A-104785.1 ccAuuuAcuucAAGGGeeudTsdT A-104786.1 AGGCCCUUGAAGUAAAUGGTsdT
AD-50544.1 A-104787.1 UACUUcAAGGGCcUGUGGAdTsdT A-104788.1 UCcAcAGGCCCUUGAAGUAdTsAT
AD-50549.1 A-104789.1 AcuucAAGGGecuGUGGAAdTsdT A-104790.1 UUCCcACAGGCCCUUGAAGUdTsdT
AD-50514.1 A-104663.1 cGAcucuAUcGAAAAGccAdTsdT A-104664.1 UGGCUUUUCGAUAGAGUCGTsdT
AD-50522.1 A-104779.1 AAcuGccGAcucuAucGAAdTsdT A-104780.1 UUCGAUAGAGUCGGCAGUUdTsdT
AD-50527.1 A-104781.1 AcuGecGAcUcUAUCGAAAdTsdT A-104782.1 UUUCGAUAGAGUCGGCAGUdTsdT
AD-50531.1 A-104739.1 GAcucuAucGAAAAGccAAdTsdT A-104740.1 UUGGCUUUUCGAUAGAGUCTsdT
AD-50534.1 A-104769.1 ucuucuuuGecAAACUGAAdTsdT A-104770.1 UUcAGUUUGGCAAAGAAGAdTsdT
AD-50538.1 A-104771.1 uGccAAACUGAACUGecGAdTsdT A-104772.1 UCGGCAGUUCAGUUUGGCAdTsdT
AD-50543.1 A-104773.1 ccAAACUGAACUGCcGAcudTsdT A-104774.1 AGUCGGCAGUUCAGUUUGGTsdT
AD-50553.1 A-104777.1 AcuGAAcuGceGAcucuAudTsdT A-104778.1 AUAGAGUCGGCAGUUCAGUdTsdT
AD-50504.1 A-104659.1 GAAcuGccGAcucuAucGAdTsdT A-104660.1 UCGAUAGAGUCGGCAGUUCTsdT
AD-50509.1 A-104661.1 CUGCCGACUCUAUCGAAAAATSAT A-104662.1 UUUUCGAUAGAGUCGGCAGATsdT
AD-50529.1 A-104751.1 cuGGUUAAcAccAuuuAcudTsdT A-104752.1 AGUAAAUGGUGUUAACCAGATsdT
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R )
Serpincl ©9 &% ~z
Q17F (Hep3B) w92 (PMH)
FEE2 34 | 10nM Ave 0.1nM Ave 10nM Ave 0.1nM Ave
AD-50475.1 0.11 0.21
AD-50476.1 0.08 0.43
AD-50477.1 0.10 0.10
AD-50478.1 0.12 0.36
AD-50479.1 0.24 0.84
AD-50480.1 0.31 0.73
AD-50481.1 0.74 1.12
AD-50482.1 0.61 0.89
AD-50483.1 0.07 0.14
AD-50484.1 0.12 0.33
AD-50485.1 0.58 1.18
AD-50486.1 0.79 0.94
AD-50487.1 0.05 0.09
AD-50488.1 0.83 1.07
AD-50489.1 0.09 0.28
AD-50490.1 0.04 0.78
AD-50491.1 0.19 0.77
AD-50492.1 0.16 0.84
AD-50493.1 0.17 0.55
AD-50494.1 0.16 0.59
AD-50495.1 0.08 0.13
AD-50496.1 0.57 0.94
AD-50497.1 0.85 1.15
AD-50498.1 0.16 1.02
AD-50499.1 0.10 0.21
AD-50500.1 0.22 0.58
AD-50501.1 0.10 0.32

2
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AD-50502.1 0.76 1.07
AD-50503.1 0.08 0.47
AD-50505.1 0.74 0.77
AD-50506.1 0.85 0.89
AD-50507.1 0.03 0.37
AD-50508.1 0.16 0.97
AD-50510.1 0.09 0.89
AD-50511.1 0.15 0.71
AD-50512.1 0.88 1.19
AD-50515.1 0.13 0.49
AD-50516.1 0.85 0.95
AD-50517.1 0.14 0.59
AD-50518.1 0.36 1.05
AD-50523.1 0.03 0.66
AD-50528.1 0.04 0.27
AD-50540.1 0.14 0.37
AD-50539.1 0.09 0.46 0.39 1.10
AD-50544.1 0.23 0.75 0.36 1.07
AD-50549.1 0.10 0.19 0.17 0.71
AD-50514.1 0.12 0.48 0.19 0.95
AD-50522.1 0.61 1.02 0.46 1.32
AD-50527.1 0.06 0.15 0.08 0.45
AD-50531.1 0.09 0.47 0.24 1.04
AD-50534.1 0.05 0.10 0.11 0.55
AD-50538.1 0.61 0.86 0.79 1,23
AD-50543.1 0.40 1.04 0.49 1.23
AD-50553.1 0.40 0.93 0.72 1.25
AD-50504.1 ND ND 0.92 1:25
AD-50509.1 ND ND 0.12 0.37
AD-50529.1 ND ND 0.23 0.47
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X6

Serpincl ICs, ®l°lEl

s wY Hep3B ICs PMH ICs,
(nM) (nM)
AD-50487.1 0.003 .
AD-50477.1 0.006 -
AD-50483.1 0.011 -
AD-50475.1 0.011 -
AD-50495.1 0.017 -
AD-50476.1 0.026 -
AD-50499.1 0.027 -
AD-50478.1 0.028 .
AD-50489.1 0.029 .
AD-50501.1 0.045 -
AD-50507.1 0.052 -
AD-50484.1 0.081 -
AD-50515.1 0.185 -
AD-50540.1 0.023 -
AD-50528.1 0.056 -
AD-50549.1 0.053 ND
AD-50539.1 0.170 ND
AD-50534.1 0.007 ND
AD-50527.1 0.028 ND
AD-50514.1 0.085 ND
AD-50527.1 ND 0.019
AD-50534.1 ND 0.011
AD-50509.1 ND 0.006
AD-50529.1 ND 0.021
[0493]
[0494] T3 siRNAYl A BAIS 2'-0Me WEo® s, XA AE 9 ol siRNAY FZHAES AE3}o]
Hep3B AIXE EWAAAAZAY. gy FEYxe) dd &8 A~ A= 7 79 vehd o,
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X7
A A2 3H2'-0Me ol A)
A FZ&a2 1D | AvelnM | Ave 0.1nM | Ave 0.01 nM
AD-50477 | AD-50477.1 0.22 0.33 0.53
AD-50477 | AD-55025.1 0.29 0.68 0.86
AD-50477 | AD-55031.1 0.42 0.74 0.93
AD-50477 | AD-55037.1 0.52 0.73 0.95
AD-50477 | AD-55043.1 0.45 0.70 0.94
AD-50477 | AD-55049.1 0.24 0.47 0.95
AD-50477 | AD-55055.1 0.37 0.68 0.99
AD-50477 | AD-55061.1 0.43 0.66 0.85
AD-50477 | AD-55067.1 0.56 0.72 0.92
AD-50477 | AD-55026.1 0.28 0.59 0.87
AD-50477 | AD-55032.1 0.49 0.76 0.86
AD-50477 | AD-55038.1 0.52 0.75 0.93
AD-50477 | AD-55044.1 0.84 0.77 1.06
AD-50487 | AD-50487.1 0.21 0.50 0.76
AD-50487 | AD-55050.1 0.24 0.53 0.75
AD-50487 | AD-55056.1 0.27 0.50 0.84
AD-50487 | AD-55062.1 0.30 0.61 0.84
AD-50487 | AD-55068.1 0.20 0.37 0.66
AD-50487 | AD-55027.1 0.18 0.36 0.67
AD-50487 | AD-55033.1 0.22 0.43 0.70
AD-50487 | AD-55039.1 0.19 0.38 0.67
AD-50487 | AD-55045.1 0.18 0.29 0.57
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[0498]

AD-50487 | AD-55051.1 0.17 0.29 0.60
AD-50487 | AD-55057.1 0.21 0.37 0.65
AD-50487 | AD-55063.1 0.19 0.33 0.63
AD-50487 | AD-55069.1 0.16 0.26 0.51
AD-50509 | AD-50509.1 0.15 0.31 0.57
AD-50509 | AD-55029.1 0.17 0.26 0.49
AD-50509 | AD-55028.1 0.17 0.35 0.54
AD-50509 | AD-55052.1 0.21 0.32 0.59
AD-50509 | AD-55035.1 0.19 0.31 0.62
AD-50509 | AD-55047.1 0.19 0.35: 0.66
AD-50509 | AD-55058.1 0.21 0.40 0.66
AD-50509 | AD-55046.1 0.18 0.37 0.66
AD-50509 | AD-55070.1 0.17 0.40 0.68
AD-50509 | AD-55034.1 0.19 0.37 0.69
AD-50509 | AD-55041.1 0.20 0.28 0.63
AD-50509 | AD-55064.1 0.19 0.34 0.65
AD-50509 | AD-55040.1 0.18 0.34 0.69
AD-50534 | AD-50534.1 0.19 0.42 0.83
AD-50534 | AD-55053.1 0.24 0.38 0.59
AD-50534 | AD-55030.1 0.15 0.33 0.64
AD-50534 | AD-55054.1 0.18 0.40 0.69
AD-50534 | AD-55059.1 0.18 0.33 0.56
AD-50534 | AD-55036.1 0.22 0.37 0.61
AD-50534 | AD-55060.1 0.19 0.42 0.62
AD-50534 | AD-55071.1 0.29 0.56 0.81
AD-50534 | AD-55048.1 0.26 0.56 0.83
AD-50534 | AD-55066.1 0.30 0.49 0.76
AD-50534 | AD-55042.1 0.25 0.47 0.79
AD-50534 | AD-55065.1 0.24 0.50 0.83

E=d #HAs o
o]EH Serpincle

A A

EHO

2 AAH A

ol

10-2375607
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[0499]

[0500]

[0501]

#73}

EAlw A o] glow], "ehE Al A" @e] AL SEQ ID NO 511 viA] 7780 242} 3

* 8

9@ Serpincl dsRNA®] Al BU QEJALZ 7heh A A("Al2 A A" o] A]AL SEQ ID NO 243 W1A] 51000 2}z}

a4

wA R AAIE O] 9l

S=S45 10-2375607

A B I I Az A PE| Al A | et Al A

AD-50477.1 A-104665.1 CUAUCGAAAAGCCAACAAAdTS AT A-104666.1 UUUGUUGGCUUUUCGAUAGATsdT
AD-55025.1 A-113301.1 CUAUCGAAAAGCCAACAAATAT A-113302.1 UUUGUUGGCUUUUCGAUAGATAT
AD-55031.1 A-113301.2 CUAUCGAAAAGCCAACAAATAT A-113303.1 UUUGUUGGCUUUUCGAUAGATdT
AD-55037.1 A-113301.3 CUAUCGAAAAGCCAACAAADTAT A-113304.1 UUUGUUGGCUUUUCGAUAGTAT
AD-55043.1 A-113301.4 CUAUCGAAAAGCCAACAAATAT A-113305.1 UUUGUUGGCUUUUCGAUAGATAT
AD-55049.1 A-113306.1 CUAUCGAAAAGCCAACAAACTAT A-113302.2 UUUGUUGGCUUUUCGAUAGATAT
AD-55055.1 A-113306.2 CUAUCGAAAAGCCAACAAACTAT A-113303.2 UUUGUUGGCUUUUCGAUAGATdT
AD-55061.1 A-113306.3 CUAUCGAAAAGCCAACAAAATAT A-113304.2 UUUGUUGGCUUUUCGAUAGATAT
AD-55067.1 A-113306.4 CUAUCGAAAAGCCAACAAACTAT A-113305.2 UUUGUUGGCUUUUCGAUAGATAT
AD-55026.1 A-113307.1 CUAUCGAAAAGCCAACAAACTAT A-113302.3 UUUGUUGGCUUUUCGAUAGATAT
AD-55032.1 A-113307.2 CUAUCGAAAAGCCAACAAACTAT A-113303.3 UUUGUUGGCUUUUCGAUAGATdT
AD-55038.1 A-113307.3 CUAUCGAAAAGCCAACAAACTAT A-113304.3 UUUGUUGGCUUUUCGAUAGATdT
AD-55044.1 A-113307.4 CUAUCGAAAAGCCAACAAACTAT A-113305.3 UUUGUUGGCUUUUCGAUAGATAT
AD-50487.1 A-104637.1 ccAuGAAucccAUGUGCAUdTsdT A-104638.1 AUGCACAUGGGAUUCAUGGATsdT
AD-55050.1 A-113308.1 ccAuGAAucccAUGUGCAUdTdT A-113309.1 AUGCACAUGGGAUUCAUGGATdT
AD-55056.1 A-113308.2 ccAuGAAucccAUGUGCAUdTdT A-113310.1 AUGCACAUGGGAUUCAUGGATAT
AD-55062.1 A-113308.3 ccAuGAAucccAUGUGCAUdTdT A-113311.1 AUGCACAUGGGAUUCAUGGATdT
AD-55068.1 A-113308.4 ccAuGAAucccAUGUGCAUdTdT A-113312.1 AUGCACAUGGGAUUCcAUGEdTdT

AD-55027.1 A-113313.1 ccAUGAAUCCCAUGUGCAUTAT A-113309.2 AUGCACAUGGGAUUCAUGGATIT

AD-55033.1 A-113313.2 ccAuGAAuCccAUGUGCAUdTAT A-113310.2 AUGCACAUGGGAUUCAUGGATAT

AD-55039.1 A-113313.3 CCAUGAAUCCCAUGUGCAUATAT A-113311.2 AUGCACAUGGGAUUCAUGGATAT

AD-55045.1 A-113313.4 ccAUGAAUCCCAUGUGCAUATAT A-113312.2 AUGCACAUGGGAUUCAUGEdTAT

AD-55051.1 A-113314.1 CccAUGAAUCCCAUGUGCAUATAT A-113309.3 AUGCACAUGGGAUUCAUGGATIT

AD-55057.1 A-113314.2 CcAUGAAUCCCAUGUGCAUATAT A-113310.3 AUGCACAUGGGAUUCAUGGATAT

AD-55063.1 A-113314.3 ccAUGAAUCCCAUGUGCAUTAT A-113311.3 AUGCACAUGGGAUUCAUGGATdT

AD-55069.1 A-113314.4 ccAUGAAUCCcAUGUGCAUdTAT A-113312.3 AUGCACAUGGGAUUCAUGEdTAT

AD-50509.1 A-104661.1 cuGecGACUCUAUCGAAAAdTsAT A-104662.1 UUUUCGAUAGAGUCGGCAGATsdT

AD-55029.1 A-113321.1 CUGccGACUCUAUCGAAAATAT A-113316.3 UUUUCGAUAGAGUCGGcAgdTdT

AD-55028.1 A-113315.1 CUGCCGACUCUAUCGAAAAITAT A-113316.1 UUUUCGAUAGAGUCGGcAgdTdT

AD-55052.1 A-113320.1 CUGCCGACUCUAUCGAAAAITAT A-113316.2 UUUUCGAUAGAGUCGGcAgdTdT

AD-55035.1 A-113321.2 cuGecGACUCUAUCGAaAAdTdT A-113317.3 UUUUCGAUAGAGUCEGcAgdTdT

AD-55047.1 A-113321.4 CUGccGACUCUAUCGAAAATAT A-113319.3 UUUUCGAUAGAGUCEGcAgdTdT

AD-55058.1 A-113320.2 cuGccGACUCUAUCGAAAACTAT A-113317.2 UUUUCGAUAGAGUCEGcAgdTdT

AD-55046.1 A-113315.4 CUGCCGACUCUAUCGAAAAITAT A-113319.1 UUUUCGAUAGAGUCEGcAgdTdT

AD-55070.1 A-113320.4 cuGCcGACUCUAUCGAAAACTAT A-113319.2 UUUUCGAUAGAGUCEGcAgdTdT

AD-55034.1 A-113315.2 CUGCCGACUCUAUCGAAAAITAT A-113317.1 UUUUCGAUAGAGUCEGcAgdTdT

AD-55041.1 A-113321.3 €uGccGACUCUAUCGAaAAdTAT A-113318.3 UUUUCGAUAGAGUCgGcAgdTdT

AD-55064.1 A-113320.3 CUGCCGACUCUAUCGAAAACTAT A-113318.2 UUUUCGAUAGAGUCgGeAgdTdT

AD-55040.1 A-113315.3 CUGCCGACUCUAUCGAAAACTAT A-113318.1 UUUUCGAUAGAGUCEGcAgdTdT

AD-50534.1 A-104769.1 ucuucuuuGecAAACUGAAdTsAT A-104770.1 UUCcAGUUUGGCAAAGAAGAdTsdT

AD-55053.1 A-113322.1 ucuuCUUUGCCAAACUGAATAT A-113323.1 UUCAGUUUGGCAAAGAAGadTdT

AD-55030.1 A-113327.1 ucuucuuuGcCAAACUGAACTAT A-113323.2 UUCAGUUUGGCAAAGAAGadTdT

AD-55054.1 A-113327.5 ucuucuUUGCCAAACUGAATAT A-113328.1 UUCAGUUUGGCAAAGAAGadTdT

AD-55059.1 A-113322.2 UCUUCUUUGCCAAACUGAAITAT A-113324.1 UUCAGUUUGGCAAAGAAGadTdT

AD-55036.1 A-113327.2 ucuucuuUGCCAAACUGAAdTAT A-113324.2 UUcAGUUUGGCAAAgAAGadTdT

AD-55060.1 A-113327.6 ucuucUUUGCCAAACUGAAATAT A-113329.1 UUCAGUUUGGCAAAGAAGadTdT

AD-55071.1 A-113322.4 ucuucuUUGECAAACUGAATAT A-113326.1 UUcAGUUUGGCaAAgAAGadTdT

AD-55048.1 A-113327.4 ucuucUUUGCCAAACUGAACTAT A-113326.2 UUCAGUUUGGCaAAgAAGadTdT

AD-55066.1 A-113327.7 ucuucuUUGCCAAACUGAADTAT A-113330.1 UUCAGUUUGGcaAAgAAGadTdT

AD-55042.1 A-113327.3 ucuucuuUGCCAAACUGAAATAT A-113325.2 UUCAGUUUGGCaAAgAAGadTdT

AD-55065.1 A-113322.3 ucuucUUUGCCAAACUGAAdTAT A-113325.1 UUCAGUUUGGcaAAgAAGadTdT

AD-54944.1 A-113073.1 | GfgUfuAfaCfaCfCTAfuUfuAfcUfuCfaAfLO6 A-113074.1 uUfgAfaGfuAfaAfuggUigUfuAfaCfcsifsg

AD-54951.1 A-112997.1 UfaGfuAfuCfaGFCfCfaAfuCfgCfcUfulfloe A-112998.1 aAfaGfgCfgAfulfggcUfgAfuafcUfasAfsc

AD-54942.1 A-113041.1 CfgCfulfuGfcUfafCfeafcUfuUfcufaufLoe A-113042.1 aUfaGfaAfaGfuGfguaGfcAfaAfgClgsGfsg

AD-54948.1 A-113043.1 CfuUfuGfcUfaCfCfafcUfulfcUfaUfcAfLI6 A-113044.1 uGfaUfaGfaAfaGfuggUfaGfcAfaAfgsCisg

AD-54957.1 A-112999.1 AfuCfgafaafaGfCfCfaafcAfaAfuCfcufLoe A-113000.1 aGfgafuufuGfuufggcufuufuCfgafusafsg

AD-54933.1 A-112991.1 UfeCfeAfuGfaAfufCfcCfaUfgUfgCfaufLoe A-112992.1 aUfgCfaCfaUfgGfgaulfcAfuGfgGfasAfsu

AD-54962.1 A-113079.1 ufaafgGfeafuufufCfuufgAfgGfuAfaafLoe A-113080.1 uufuafeCfuCfaafgaaAfuGfeCfuufasufsg

AD-54972.1 A-113051.1 GfcAfaCt JfaufuUfaAfL96 A-113052.1 uUfaafaUfaCfcUfccalfeAfgUfuGfesUfsg

AD-54949.1 A-113059.1 UfuufaafgUfuufGiafcAfcCfaufaufcufLoe A-113060.1 aGfaufaufgGfuGfucaafaCfulfaAfasufsa

AD-54936.1 A-113039.1 CfcAfuGfaAfuCfCfCfaUfgUfgCfalfulfloe A-113040.1 aAfaUfgCfaCfaUfgggAfulfcAfuGfgsGfsa

AD-54971.1 A-113035.1 UfgCfuGfgUfuAfAfCfaCicAfuUfuAfcUfLI6 A-113036.1 aGfuafaAfuGfgUfguuAfaCfcAfgCfasCsc

AD-54955.1 A-113061.1 UfcUfaUfcGfaAfAfAfgCfcAfaCfaAfaUfLI6 A-113062.1 UfuUfgUfuGfgCfuuul

AD-54953.1 A-113029.1 UfuCfeCfgCfuufufGicufaCfcafcufuufioe A-113030.1 aAfaGfuGfgUfaGfcaaAfgCfgGfgAfasUfsu

AD-54937.1 A-113055.1 GfaUfgGfaGfgUfAfUfuUfaAfgUfuUfgaflos A-113056.1 uCfaAfaCfuUfaAfauaCfcUfcCfaUfesafsg

AD-54967.1 A-113065.1 AfgafcafaafuCiCfCfuufaCfcufuCfaafLoe A-113066.1 uufgafaGfgUfaAfgggAfulfuGfuCfusCfsc

AD-54935.1 A-113023.1 UfgCfuafeCfaCfufufuCfuafuCfaGfcAfLI6 A-113024.1 uGfcUfgAfuAfgAfaagUfgGfuAfgCfasAfsa

AD-54976.1 A-113037.1 ufgufaufuCfcafaft A-113038.1 uufcCfuafuCfaCfauuGfgafaufaCfasufsg
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AD-54965.1 A-113033.1 AfaCfuGfeCfgAfCfufcUfaufcGfaAfaAfLo6 A-113034.1 uUfuufeGfaufaGfaguCfgGfcAfgUfusCfsa
AD-54959.1 A-1130311 | GfcCfgAfcUfcUfAfUfcGFaAfaAfgCfcAfLI6 A-1130321 | uGfgCfulfulfcGfauaGfaGfuCfgGresAfsg
AD-54943.1 A-113057.1 | UfaUfuUfaAfgUfUfUfgAfcAfcCfaUfaUfL96 A-113058.1 | aUfaUfgGfuGfuCfaaaCfuUfaAfaUfasCfsc
AD-54956.1 A-113077.1 | UfgGfgClcUfuGfUfCTgATuCTuGfuUfcAfLo6 A-113078.1 | uGfaAfcAfgAfuCfgacAfaGrgCicCfasUfsg
AD-54973.1 A-113067.1 | CfaAfaUfcCfcUfUTATcCfuUfcATaUTgATLIG A-113068.1 | uCfaUfuGfaAfgGfuaaGfgGfaUfulfgsUfsc
AD-54975.1 A-113021.1 UfcCfaAfaCfuCfCiCfaGfgUfaUfuGfuufLos A-113022.1 aAfcAfaUfaCfcUfgggAfgUfulfgGfasCfsu
AD-54963.1 A-113001.1 | GfaAfcUfgCleGFAFCTuCTuAfuCTgAfaATLIG A-1130021 | uUfuCfgAfuAfgAfgucGfgCfaGfulfcsAfsg
AD-54978.1 A-113069.1 | UfcAfaCfaAfaUfGIGTgUfgUfcCraATuAfLOG A-1130701 | uAfuUfgGfaCfaCfecaUfuUfgUfuGfasUfsg
AD-54952.1 A-113013.1 CfaCfuGfuUfcUfGIGfuGfcUfgGfuUfaAfLoe A-113014.1 uUfaAfeCfaGfcAfecaGfaAfcAfgUfgsAfsg
AD-54950.1 A-113075.1 | GfgAfcGrgCfuUfCrAfRUfuUfgATaGIgAfLI6 A-113076.1 | uCfcUfuCfaAfaCfugaAfgCeGfuCtcsUfsc
AD-54964.1 A-113017.1 | CluGfgAfcUfuCFAFAfgGfaAfaAfuGICAFLIG A-1130181 | uGfeAfulfulfcCluugAfaGfuCfcAfgsGfsg
AD-54974.1 A-113005.1 | AfgGUATUUTUATAGTUUfuGFaCfaCfcAfL96 A-113006.1 | uGfgufgUfcAfaAfcuuAfaAfuAfcCrusClsc
AD-54960.1 A-113003.1 | UfuAfcUfuCfaATGIGgCrcUfgUfgGraAfLos A-1130041 | uUfeCfaCfaGfgCleculfgAfaGufasAfsu
AD-54961.1 A-113063.1 UfuufuufgGfaGfAfCfaAfaUfcCfcUfuAfLoe A-113064.1 uAfaGfgGfaUfuUfgucUfcCfaAfaAfasGfsg
AD-54968.1 A-113081.1 | GfaUfuGfcUfgGfCfClgUUCTECuAfaAfLo6 A-113082.1 | uUfuAfgCfgAfaCfggeClaGfcAfaUfcsAfsc
AD-54947.1 A-113027.1 | CfeGfaCfuCfuAfUfCfgAfaAfaGcCraAfLos A-1130281 | uUfgGfcUfulfuCfgauAfgAfgUfcGrgsCfsa
AD-54941.1 A-113025.1 | CfaCfcAfuUfuAFCTUFuCTaAfgGrgCfcUfLO6 A-1130261 | aGfgCleCfuUfgAfaguAfaAfuGrgUfgsUfsu
AD-54966.1 A-113049.1 | CfaAfgCluGfgGUfGTcCfuGfuAfaUfgAfLo6 A-113050.1 | uCfaUfuAfcAfgGcacClcAfgCfulfgsGfsu
AD-54940.1 A-113009.1 | AfcAfcUfaUfuAfUFCuUCATuGTRGcAfLI6 A-1130101 | uGfeCfeAfuGfaAfgauAfaUfaGfuGfusUfsc
AD-54958.1 A-113015.1 | AfgGfaAfaATuGHCTATgAfgCaAfuCcAfLO6 A-1130161 | uGfgAfuUfgCfuCfugcAfulfulfeCfusUfsg
AD-54938.1 A-1130711 | UfcUfgGRuGHcUfGIGFuUfaAfcAfcCfaUfLO6 A-1130721 | aUfgGfuGfuUfaAfccaGleAfcCfaGfasAfsc
AD-54934.1 A-113007.1 | AfgCRCTuGRUGIGIATCATUCTUGTCATCATLOG A-113008.1 | uGfuGfeAfgAfuGfuccAfcAfgGrgCfusCfsc
AD-54939.1 A-112993.1 | CfuUfcUfuCfuUfUfGfeClaAfaCfuGraAflos A-1129941 | uUfcAfgUfuUfgGfcaaAfgAfaGfaAfgsUfsg
AD-54960.1 A-113047.1 | UfcUfeCfaCfgGfCRUfuUfuGrcUfaUfgAfLo6 A-113048.1 | uCfaUfaGfcAfaAfagcClgUfgGfaGfasUfsa
AD-54954.1 A-113045.1 | GfcAfcCluGfRCTAfGfaUfuCtcAfaGlaAfLo6 A-113046.1 | uUfcUfuGfgAfaUfcugCleAfgGruGfesUfsg
AD-54970.1 A-113019.1 | CfuUfcAfuGTgGICTATgAfgUfaGFcCfaAfLo6 A-113020.1 | uUfgGfcUfaCfuCfugeCleAfuGfaAfgsAfsu
AD-54946.1 A-113011.1 | CfuCfeAfaGfuUfATGFuAfuCfaGfcClaAfLo6 A1130121 | uUfgGfcUfgAfuAfcuaAfcUfuGfgAfgsGfsa
AD-56331.1 A-113073.4 | GfgUfuAfaCfaCiCfAfuUfuAfcUfuCfaAfLI6 A-1158521 | UUfgAfaGfuAfaAfuggUfgUfuAfaCicsAfsg
AD-56337.1 A-115853.1 | GfguuAfaCfaCfCfAfuUfuAfcUfuCfaAfLo6 A-113074.4 | uUfgAfaGfuAfaAfuggUfgUfuAfaCfesAfsg
AD-56343.1 A-115854.1 | GfguuAfaCfaCfCfAfuUfuAfcUfuCfaal96 A-113074.5 uUfgAfaGfuAfaAfuggUfgUfuAfaCfesAfsg
AD-56349.1 A-115855.1 | GfguuAfaCfaCfCfAfuUfuacUfuCfaal96 A-113074.6 | uUfgAfaGfuAfaAfuggUfgUfuAfaCfesAfsg
AD-56355.1 A-115856.1 GfguuAfaCfaCfCfAfuUfuAfcuucaal 96 A-113074.7 uUfgAfaGfuAfaAfuggUfgUfuAfaCfesAfsg
AD-56361.1 A-115857.1 | GfguuAfacaCfCfAfuUfuacUfucaal9s A-1130748 | uUfgAfaGfuAfaAfuggUfgUfuAfaCfesAfsg
AD-56367.1 A-115858.1 | GfguuAfacaCfCfAfuuuacUfucaal96 A-113074.9 | uUfgAfaGfuAfaAfuggUfgUfuAfaCtcsAfsg
AD-56326.1 A-115859.1 | GfguuAfacaCfCfAfuuuacuucaal96 A-113074.10 | uUfgAfaGfuAfaAfuggUfgUfuAfaCfcsAfsg
AD-56332.1 A-115860.1 | GfguuaacaCfCfAfuuuacuucaal96 A-113074.11 | uUfgAfaGfuAfaAfuggUfgUfuAfaCfesAfsg
AD-56338.1 A-1130735 | GfgUfuAfaCfaCfCfAfuUfuAfcUfuCfaATLO6 A-1158611 | uUfgaaGfuAfaAfuggUfgUfuAfaCfcsasg
AD-56344.1 A-115853.2 | GfguuAfaCaCfCfAfuUfuAfcUTuCfaAfL96 A-115861.2 | uUfgaaGfuAfaAfuggUfgUfuAfaCfesasg
AD-56350.1 A-115854.2 | GfguuAfaCfaCfCfAfuUfuAfcUfuCfaal96 A-1158613 | uUfgaaGfuAfaAfuggUfgUfuafaCfcsasg
AD-56356.1 A-115855.2 GfguuAfaCfaCfCfAfulfuacUfuCfaal96 A-115861.4 uUfgaaGfuAfaAfuggUfgUfuAfaCfcsasg
AD-56362.1 A-115856.2 | GfguuAfaCfaCfCfAfuUfuAfcuucaal9s A-1158615 | uUfgaaGfuAfaAfuggUfgUfuAfaCfcsasg
AD-56368.1 A-115857.2 | GfguuAfacaCfCfAfuUfuacUfucaal96 A-115861.6 | uUfgaaGfuAfaAfuggUfgUfuAfaCfesasg
AD-56327.1 A-115858.2 | GfguuAfacaCfCfAfuuuacUfucaal96 A-1158617 | uUfgaaGfuAfaAfuggUfgUfuAfaCfesasg
AD-56333.1 A-115850.2 | GfguuAfacaCfCfAfuuuacuucaal96 A-1158618 | uUfgaaGfuAfaAfuggUfgUfuAfaCfcsasg
AD-56339.1 A-115860.2 | GfguuaacaCfCfAfuuuacuucaal96 A-1158619 | uUfgaaGfuAfaAfuggUfgUfuAfaCfcsasg
AD-56345.1 A-113073.6 | GfgUfuAfaCfaCICTAfuUfuAfcUTUCTaATLI6 A-115862.1 | uUfgaaGfuAfaAfuggUfguuAfaCfesasg
AD-56351.1 A-1158533 | GfguuAfaCfaCfCrAfuUfuAfcUTUCTaAfL96 A-1158622 | uUfgaaGfuAfaAfuggUfguuAfaCicsasg
AD-56357.1 A-115854.3 GfguuAfaCfaCfCfAfuUfuAfcUfuCfaal96 A-115862.3 uUfgaaGfuAfaAfuggUfguuAfaCfesasg
AD-56363.1 A-115855.3 | GfguuAfaCfaCfCfAfuUfuacUfuCfaal96 A-115862.4 | uUfgaaGfuAfaAfuggUfguuAfaCtesasg
AD-56369.1 A-115856.3 | GfguuAfaCfaCfCfAfuUfuAfcuucaal9s A-1158625 | uUfgaaGfuAfaAfuggUfguuAfaCfesasg
AD-56328.1 A-115857.3 | GfguuAfacaCfCrAfuUfuacUfucaal96 A-115862.6 | uUfgaaGfuAfaAfuggUTguuAfaCfesasg
AD-56334.1 A-115858.3 | GfguuAfacaCfCfAfuuuacUfucaal96 A-115862.7 uUfgaaGfuAfaAfuggUfguuAfaCfesasg
AD-56340.1 A-115850.3 | GfguuAfacaCfCrAfuuuacuucaals A-115862.8 | uUfgaaGfuAfaAfuggUfguuAfaCfesasg
AD-56346.1 A-115860.3 | GfguuaacaCfCfAfuuuacuucaal96 A-115862.9 uUfgaaGfuAfaAfuggUfguuAfaCfesasg
AD-56352.1 A115863.1 | GIgUTUATaCfaCCTATUUTUATCUTUCTaAfL96 A-113073.12 | uUfgAfaGluAfaAfuggUfgUfuAfaCresatsg
AD-56358.1 A-115864.1 | GigUTUATaCfaCTCTATUUTUfAfCUTUCTaATLI6 A-113074.13 | uUfgATaGfuAfaAfuggUTgUTuATaClcsAfsg
AD-56364.1 A-115865.1 | GfgUfUfAfaCfaCfCTATUUTUAfCUTUTCTaAfLI6 A-113074.14 | uUfgAfaGfuAfaAfuggUfgUfuAfaCicsAfsg
AD-56370.1 A-115866.1 GfgUfUfAfAfCfaCfCfAfUURUFATCUUFCFATATLOG A-113074.15 uUfgafaGfuAfaAfuggUfgUfuAfaCfesafsg
AD-56329.1 A-115867.1 | GIGfURUTATATCTaCfCAfUUUTATCUUTCATAfLI6 A-113074.16 | uUfgAfaGfuAfaAfuggUfgUfuAfaClesAfsg
AD-56335.1 A-115868.1 | GIGTURUTAFATCTaCrCAfUUTUFATCTUTUFCTATAFLOG A-113074.17 | uUfgAfaGfuAfaAfuggUfgUfuAfaCfesAfsg
AD-56341.1 A-115869.1 GFGFURUTAFAFCEAFCFCFAfULTUFAFCRURUFCIATATLOG A-113074.18 uUfgafaGfuAfaAfuggUfgUfuafaCfesafsg
AD-56347.1 A-115868.2 GFGFURUFAFAFCfaCfCFAfULfUFAFCIUfUTCFATATLOG A-115870.1 uUfgaaGfuAfaAfuggUfgUfuaaCfcsasg
AD-56353.1 A-115868.3 | GIGfUNUTATATCTaCTCTATUUTUFATCTUTUFCTATATLOG A-1158711 | uUfgAaGfuAfaAfuggUfgUfuaaCtcsasg
AD-56359.1 A-115868.4 GFGfUfUfAFAfCfaCfCfAfULfUFAFCIUfUFCFATATLOG A-115872.1 uUfgAaGfuaaAfuggUfgUfuaaCfcsasg
AD-56365.1 A-115868.5 | GIGTUTUTATATCIaCICTATUUTUTATCTUTUTCTATATLIG A-115873.1 | uUfgAaGfuAaAfuggUigUfuaaCicsasg
AD-56371.1 A-115868.6 | GFGTURUTAFATCTaCFCAfUUUTAFCTUTUFCTATARLOG A-115874.1 | uUfgAaguAaAfuggUfgUfuaaCicsasg
AD-56330.1 A-115868.7 | GIGfUNUTATATCTaCTCTATUUTUTATCTUTUTCTATATLIG A-115875.1 | uUfgAaGuAaAfuggUfgUfuaaCfcsasg
AD-56336.1 A-115868.8 GFGFURUFAFAFCfaCfCFAfULfUFAFCIUfUTCFATATLOG A-115876.1 uUgAaguAaAfuggUfgUfuaaCfcsasg
AD-56342.1 A-115868.9 | GIGTUTUTATATCTaCTCTATUUTUTATCTUTUTCTATATLOG A-115877.1 | uUgAaGuAaAfuggUTgUfuaaCfesasg
AD-56348.1 A-115868.10 | GIGTUTUTATATCTaCTCAfUUTUFAFCTUTUFCTATATLOG A-115861.10 | uUfgaaGfuAfaAfuggUfgUfuAfaCfcsasg
AD-56354.1 A-115868.11 | GIGTUTUTATATCTaCICTATUUTUTATCTUTUTCTATATLIG A-115878.1 | uUfgAaGluAfaAfuggUigUfuAfaCicsasg
AD-56360.1 A-115868.12 | GIGTUTUTATATCTaCICTATUUTUTATCTUTUTCTATATLI6 A-115879.1 | uUfgAaGiuaaAfuggUTgUTuAfaCicsasg
AD-56366.1 A-115868.13 | GIGTUUTATATCTaCfCTAfUUTUTATCTUTUFCTATAFLO6 A-115880.1 | uUfgAaGfuAaAfuggUigUfuAfaCfsasg
AD-56372.1 A-115868.14 | GFGFUfUfAFAfCfaCfCfAfuLfUFAFCIUfUFCFAFATLOG A-115881.1 uUfgAaguAaAfuggUfgUfuAfaCfcsasg
AD-56378.1 A-115868.15 | GFGFUfUfAFAfCfaCfCFAfuUfUFAFCRUfUTCFATATLOG A-115882.1 uUfgAaGuAaAfuggUfgUfuAfaCcsasg
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AD-56384.1 A-115868.16 | GIGfUUTAFAfCaCCTATUUTUTAFCTUTUFCFAFATLO6 A-115883.1 | uUgAaguAaAfuggUfgUfuAfaCicsasg
AD-56390.1 A-115868.17 | GIGFUUTATATCIaCICTATUUTUTARCTUTUCFAFATLO6 A-115884.1 | uUgAaGuAaAfuggUfgUfuAfaCfcsasg
AD-56396.1 A-113073.7 GfgUfuAfaCfaCfCfafulfuafcUfuCfaafioe A-115885.1 L JfgUfUufAfaCfesAfsg
AD-56402.1 A-115863.2 GfgufufafaCfaCfCfafulfuAfcUfuCfaAfLoe A-115885.2 L JfgUfUfAfaCfesAfsg
AD-56408.1 A-115864.2 | GgUTUATaCtaCTCTATUUTUTATCUTUCTaATLIG A-1158853 | UUfgATATGIuAfaAfuggUTgUTUfAfaCtcsATsg
AD-56414.1 A-115865.2 | GIgUTUATaCfaCICTATUUTUTATCUTUTCTaATLIG A-115885.4 | UUTGATATGTUAfaAfuggUTgUTUTAfaCcsAfsg
AD-56373.1 A-115886.1 ‘faCfCH JFCFAFAfLIG A-115885.5 L ‘fesAfsg
AD-56379.1 A-115866.2 | GIGUTUTATATCTACTCTATUUTUTATCUUTCTATATLI6 A-115885.6 | UUTGATATGTUAfaAfuggUTgUTUATaCicsATsg
AD-56385.1 A-115867.2 | GIGFUUTATATCIaCICTATUUTUTATCUTUTCIATATLI6 A-115885.7 | UUTGATATGIuAfaAfuggUTgUTUTAfaCcsATsg
AD-56391.1 A-115868.18 | GFGfUfUFATAfCTaCfCfAfuUfUTAfCIUfUTCFATATLOG A-115885.8 L fesAfsg
AD-56397.1 A-115869.2 | GIGTUTUTATATCIATCICFATUUTUTATCRUTUTCIATALO6 A-115885.9 | UUTGATATGTuAfaAfuggUTgUTUfAfaCfcsATsg
AD-56403.1 A-113073.8 | GigUfuAfaCTaCfCTAfUUTUATCUTUCTAATLI6 A-115887.1 | UUTGATATGTUTATaATuggUgUTUTAfaClesATsg
AD-56400.1 A-115863.3 | GgUfUfAfaCfaCfCTAfuUTuAfcUTuCfaAfL96 A-115887.2 | uUfgAfATGFUfAfaAfuggUfgUTUFAfaCtcsAfsg
AD-56415.1 A-115864.3 faCic faAfLI6 A-115887.3 | uUfgATATGUfAfaAfuggUgUTUFAfaCtcsAfsg
AD-56374.1 A-115865.3 GfgufufafacCfaCfCfafuufufafcUfUfCfaAfLo6 A-115887.4 uUfgafafGfufafaafuggUfgUfUfafaCfcsAfsg
AD-56380.1 A-115886.2 faCic SCTATATLIG A-115887.5 | uUfgATATGUTAfaAfuggUTgUTUFAfaCtesAfsg
AD-56386.1 A-115866.3 | GIGUTUFATATCTACTCTAfUUTUTATCUUTCAFATLI6 A-115887.6 | UUTGATATGUTATaATuggUfgUTUTAfaCtcsATsg
AD-56392.1 A-115867.3 GFGFURUFAFAFCfaCFCFAfUURUFAFCUFURCEATAfLOG A-115887.7 uUfgAfAfGfUfAfaAfuggUfgUfUfAfaCfesAfsg
AD-56398.1 A-115868.19 | GIGTUUTATATCIaCTCTATUUTUTATCTUTUTCIATATLS6 A-115887.8 | UUTGATATGTUTATaATuggUgUTUTAfaClesATsg
AD-56404.1 A-115869.3 | GIGTUUTATATCIATCICTATUUTUTATCRUTUTCTATALI6 A-115887.9 | UUTGATATGIUTATaATuggUTgUTUTAfaCTcsATsg
AD-56410.1 A-115888.1 GfgUfuAfaCfaCfCFAfUUfuAfCUfUFCFAFATLIG A-113074.19 uUfgafaGfuAfaAfuggUfgUfuAfaCfcsafsg
AD-56416.1 A-115889.1 GfgUfuAfaCfaCfCfAfUUfuAFCIUTUTCaAfLOG A-113074.20 uUfgAfaGfuAfaAfuggUfgUfuAfaCfcsAfsg
AD-56375.1 A-115890.1 | GgUTuAfaCTaCfCTATUUTUTAFCIUfUCTaAfLI6 A-113074.21 | uUfgATaGfuAfaAfuggUfgUfuATaCicsAfsg
AD-56381.1 A-115891.1 faCfC faAfLI6 A-113074.22 uUfgAfaGfuAfaAfuggUfgUfuAfaCcsAfsg
AD-56387.1 A-115892.1 | GigUfuAfaCTATCICTATUTUfUATCUfuCfaATLI6 A-113074.23 | uUfgATaGuAfaAfuggUfgUfuAfaCicsAfsg
AD-56393.1 A-115893.1 | GfgUUATATCTATCICTATUUTUAfCUfUCTaAfL96 A-113074.24 | uUfgAfaGluAfaAfuggUfgUfuAfaCfcsAtsg
AD-56399.1 A-115894.1 GfgUfUfAfAfCTaCfCfAfulfuAfcUfuCfaAflLO6 A-113074.25 uUfgAfaGfuAfaAfuggUfgUfuAfaCfesAfsg
AD-56405.1 A-115895.1 | GIGIUTUTATaCfaCfCfAfuUfuAfcUFuCTaAL96 A-113074.26 | uUfgAfaGfuAfaAfuggUfgUfuAfaCresAfsg
AD-56411.1 A-115896.1 GfgUfuAfaCfaCfCfafulfuAfcUfucaal 96 A-113074.27 uUfgAfaGfuAfaAfuggUfgUfuAfaCfesAfsg
AD-56417.1 A-115897.1 | GfgUfuAfaCfaCiCfAfuUfuAfcuucaAflos A-113074.28 | uUfgAfaGfuAfaAfuggUfgUfuAfaCresAfsg
AD-56376.1 A-115898.1 GfgUfuafaCfaCfCfAfulfuacuuCfaAfloe A-113074.29 uUfgAfaGfuAfaAfuggUfgUfuAfaCfesAfsg
AD-56382.1 A-115899.1 | GfgUfuATaCfaCICTAfuuUacUTUCTaAfLI6 A-113074.30 | uUfgAfaGruAfaAfuggUfgUfuAfacrcsAtsg
AD-56388.1 A-115900.1 | GfgUfuAfaCfaCfcauuuAfcUfuCtaAflos A-113074.31 | uUfgAfaGfuAfaAfuggUfgUfuAfaCfesAfsg
AD-56394.1 A115901.1 | GfgUfuAfaCfaccauUfuATcUTuCtaAfLI6 A-113074.32 | uUfgAfaGluAfaAfuggUigUfuAfaCresAtsg
AD-56400.1 A-115902.1 GfgUfuAfacaccAfuUfuAfcUfuCfaAfLI6 A-113074.33 uUfgAfaGfuAfaAfuggUfgUfuAfaCfesAfsg
AD-56406.1 A-115903.1 GfgUfuAfacaCfCfafuuuAfcUfuCfaafloe A-113074.34 uUfgafaGfuAfaAfuggUfgUfuAfaCfesafsg
AD-56412.1 A-115904.1 GfgUfuaacaCfCfAfuUfuAfcUfuCfaAfLos A-113074.35 uUfgAfaGfuAfaAfuggUfgUfuAfaCfesAfsg
AD-56418.1 A-115905.1 | GfguuaaClaCICrAfuUTUATCUTUCTaAfLI6 A-113074.36 | uUfgAfaGfuAfaAfuggUfgUfuAfaCrcsAtsg
AD-56377.1 A-115906.1 gguuAfaCfaCfCfafulfuAfcUfuCfaAflo6 A-113074.37 uUfgAfaGfuafaAfuggUfgUfuAfaCfesafsg
AD-56383.1 A-113073.9 | GfgUfuATaCraCICTAfuUfUAfcUTUCTaAfLI6 A115907.1 | URL fuAfaCresAf
AD-56389.1 A-113073.10 faCic faAfL96 A-115908.1 fuAfaCfesAf
AD-56395.1 A-113073.11 | GfgUfuATaCfaCICTAfuUfUAfcUTUCTaAfL6 A-115909.1 SfunfaCresafsg
AD-56401.1 A-113073.12 ‘faCfCt CfaAfL96 A-115910.1 JfuAfaCfcsAfsg
AD-56407.1 A-113073.13 ‘faCfCH CfaAfL96 A-115911.1 uUfgAfaGfuAfAfAfUfGfgUfgUfuAfaCfesAfsg
AD-56413.1 A-113073.14 ‘faCfCH CfaAfLO6 A-115912.1 uUfgAfaGfuAfaAfUfGIGRUfgUfuAfaCfcsAfsg
AD-56419.2 A-113073.15 CfaAfL96 A-115913.1 CfesAfsg
AD-56425.2 A-113073.16 faCfC CfaAfLI6 A-115914.1 CfcsAfsg
AD-56431.2 A-113073.17 faCic aAfL96 A-115915.1 | uUfgAfaGruATaAfuggUTGIUTUTATaCrcsAfsg
AD-56436.2 A-113073.18 faCic faAfL96 A-115916.1 | uUfgAfaGfuAfaAfuggUfgUfUTATATCTcsAfsg
AD-56442.2 A-113073.19 faCfCi faAfLO6 A-115917.1 fCfsAfsg
AD-56348.2 A-113073.20 | GfgUTuATaCTaCICTATUUTUATCUTUCTaALI6 A-1159181 | uUfgAfaGuAfaAfuggUTgUfuATaCrCrATSGH
AD-56454.2 A-113073.21 | GfgUfuAfaCfaCfCfAfuUfuAfcUfuCfaAflo6 A-115919.1 uugaaGfuAfaAfuggUfgUfuAfaCfesAfsg
AD-56460.2 A-113073.22 | GfgUfuAfaClaCICTATUUfUATCUFUCTaAfLI6 A-115920.1 | uUfgaaguAfaAfuggUfgUTuAfaCtcsAfsg
AD-56420.2 A-113073.23 | GfgUfuAfaCfaCfCfAfuUfuAfeUfuCfaAfLo6 A-115921.1 uUfgAfaguaaAfuggUfgUfuAfaCfcsAfsg
AD-56426.2 A-113073.24 | GfgUfuATaClaCICTATUUTUATCUTUCTaAfLI6 A-115922.1 | uUfgAfaGfuaaauggUfgUfuAfaCfesAfsg
AD-56432.2 A-113073.25 | GfgUfuAfaCfaCfCfAfulfuAfcUfuCfaAfloe A-115923.1 uUfgAfaGfuAfaauggugUfuAfaCfesAfsg
AD-56437.2 A-113073.26 | GfgUUATaCTaCICTATUUTUATCUTUCTaAfLI6 A-115923.1 | uUfgAfaGluAfaAfugguguuAfaCicsAtsg
AD-56443.2 A-113073.27 | GfgUfuAfaClaCICTATUUfuAfCUTUCTaAfLI6 A-115925.1 | uUfgAfaGfuAfaAfuggUfguuaaCfesAfsg
AD-56449.2 A-113073.28 | GfgUTUATaCTaCICTATUUTUATCUTUCTAAfLI6 A-1159261 | uUfgAfaGuAfaAfuggUfgUfuaaccsafsg
AD-56455.2 A-113073.29 | GfgUfuAfaCfaCfCfafuUfuAfcUfuCfaAflos A-115927.1 uUfgAfaGfuAfaAfuggUfgUfuAfaccsasg
AD-56461.2 A-115888.2 GfgUfuafaCfacfCfAfulfuafcUfUCTAFATLOG A-115919.2 uugaaGfuAfaAfuggUfgUfuAfaCfesAfsg
AD-56421.2 A-115889.2 GfgUfuAfaCfaCfCfAfulfuAfCFUfUfCfaAfLO6 A-115920.2 uUfgaaguAfaAfuggUfgUfuAfaCfcsAfsg
AD-56427.2 A-115890.2 | GfgUfuATaCTaCICTATUUTUTAFCFUUCTaATLO6 A-115921.2 | uUfgAfaguaaAfuggUTgUfuAfaCfcsAfsg
AD-56433.2 A-115891.2 GfgUfuafaCfaCfCAfUfURUfAfcUfuCTaAfLO6 A-115922.2 uUfgAfaGfuaaauggUfgUfuAfaCfesAfsg
AD-56438.2 A-115892.2 | GfgUTUATaCTATCICTATUTUfUATCUTUCTaATLO6 A-115923.2 | uUfgAfaGluAfaauggugUfuAfaCrcsAfsg
AD-56444.2 A-115893.2 | GfgUfUATATCFAFCCFATUUfuATCUTUCaAfLE A-115924.2 uUfgAfaGfuAfaAfugguguuAfaCfcsAfsg
AD-56450.2 A-115894.2 | GfgUTUTATATCTaCICTATUUfUATCUTUCTaATLIG A-115925.2 | uUfgAfaGuAfaAfuggUiguuaaCtcsafsg
AD-56456.2 A-115895.2 | GfGFURUTATaCfaCICTAfuUfuAfcUfuCTaAfLI6 A-1159262 | uUfgAfaGfuAfaAfuggUfgUfuaaccsAfsg
AD-56462.2 A-115896.2 GfgUfuafaCfacfCfafulfuAfcUfucaal 96 A-115907.2 CfesAfsg
AD-56422.2 A-115897.2 GfgUfuAfaCfaCfCfafulfuAfcuucaAflLo6 A-115908.2 L fesAfsg
AD-56428.2 A-115898.2 | GfgUfuAfaClaCICTAfuUfuacuuCraAfL96 A-115909.2 | ul fesAfsg
AD-56434.2 A-115899.2 GfgUfuAfaCfaCfCfAfuuuacUfuCfaAflo6 A-115910.2 L CfesAfsg
AD-56439.2 A-115900.2 | GfgUfuAfaClaClcauuuAfcUTuCraAfloe A-115911.2 | UUTgAfaGRUAFATATUTGIgUTgUTUATaCTcsAfsg
AD-56445.2 A-115901.2 | GfgUfuAfaClaccauUfuAfcURiCraATLO6 A1159122 | uUfgAfaGuAfaAfUTGIGTUTgUuAfaClesAfsg
AD-56451.2 A-115902.2 | GfgUfuAfacaccARUUTUATCUICTaATLOG A1159132 | uu fesAfsg
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AD-56457.2 A-1159032 | GfgUfuAfacaCfCTATuLUATcUTUCTaATLO6 A-1159142 | uUfgAfaGfuAfAfAfuggUTGFUfuAfaClcsAfsg
AD-56463.2 A-115904.2 | GfgUfuaacaCfCEATUUTuATCUTUCTaATLO6 A1159152 | uUfgAfaGluafaAfuggUfGIUTUFAfaClesAfsg
AD-56423.2 A-115905.2 | GfguuaaCfaCfCfAfuUfuAfcUfuCaafios A-1159162 | uUfgAfaGfuafaAfuggUfgUfUFAFfATCEcsAfsg
AD-56429.2 A-115906.2 | gguuAfaCfaCfCfAfuUfuAfcUfuCfaafios A115917.2 | ul SfUATAFCCTsAfsg
AD-56440.2 A-113072.31 | GfgUfuAfaCfaCfCFAfuUTuAfcUfUCTaAfLO6 A-115928.1 L JfuAfaChesafsg
AD-56446.2 A-115929.1 | GfgUfuAfaCfacCiAfuUfuAfcUfuCTaAfLO6 A-115928.2 L JfuAfaClesAfs
AD-56452.2 A-113073.32 | GfgUfuAfaCfaCfCAfuUfuAfcUfuCfaAflo6 A-115930.1 | UUfgAfaGfuAfaAfugGfUfgUfuAfaCesafsg
AD-56458.2 A-115929.2 | GfgUfuAfaCfacCEAfuUfuATcUTUCTaAfLo6 A1159302 | UUfgAfaGTuAfaAfugGfufgUuAfaCicsafsg
AD-56464.2 A-113073.33 | GfgUfuAfaCfaCfCrAfuUTuAfcUTUCTaAfLo6 A-115931.1 | uUfgAtaGfuAfaAfugGUTgUfuAfaCresAfsg
AD-56424.2 A-115929.3 | GfgUfufaCfacCiAfuUfuAfcUfuCtaaflos A1159312 | uUfgAfaGfuafaAfugGUfgUfuAfaClesAfsg
AD-56430.2 A-115932.1 | GfgUfuAfaCfaCCfAfuUfuAfcUfuCfaAflos A-1159313 | ufgAfaGluAfaAfugGUfgUfuAfaClesAfsg
AD-56435.2 A-113073.34 | GfgUfuAfaClaCfCrAfuUTuATcUTUCTaAfLO6 A-1159331 | UUfgAfaGfuAfaAfugGUTgUfuAfaClesAfsg
AD-56441.2 A-115920.4 | GfgUfuAfaCfacCEAfuUfuAfcUfuCTaAfLo6 A-115933.2 | UUfgAfaGfuAfaAfugGUTgUfuAfaClesAfsg
AD-56447.2 A-115932.2 | GfgUfuAfaCfaCCfAfulfuAfcUfuCfaAflo6 A-1159333 | UUfgAfaGluAfaAfugGUfgUfuAfaClesAfsg
AD-56453.2 A-115934.1 | GfgUfuAfaCaUfCrAfUUfUAfcUTuCTaAflo6 A-11307439 | uUfgAfaGuafaAfuggUfgUfuAfaCfesafsg
AD-56459.2 A-115935.1 | GfgUfuAfaCfaAfCfAfuUfuAfcUfuCtaAfLo6 A-113074.40 | uUfgAfaGfuafaAfuggUfgUfuAfaCfcsafsg
AD-56465.2 A-115936.1 | GfgUfuAfaCfaCfUATUUfuAfcUfuCraAfLI6 A-113074.41 | uUfgAfaGuAfaAfuggUtgUfuAfaCfesafsg
AD-56471.2 A-115937.1 | GfgUfuAfaCfaCfAfAfuUfuAfcUfuCfaAfLO6 A-113074.42 | uUfgAfaGfuAfaAfuggUfgUfuAfaCresAfsg
AD-56477.2 A-113073.35 | GfgUfuAfaCfaCfCAfuUfuAfcUfuCfaAfloe A-115938.1 | uUfgAfaGluafaAfuggUfgUfuAfaCtc
AD-564833 A-113073.36 | GfgUfuATaCfaCfCAfUUTUATCUTUCTaAfLO6 A-115930.1 | uUfgAfaGluAfaAfuggUfgUfuAfaCtsc
AD-56488.2 A-113073.37 | GfgUfuAfaCfaCiCrAfUUTUATCUTUCTaAfLI6 A-115940.1 | uUfgAfaGfuafaAfuggUfgUfuafasCsc
AD-56483.4 A-113073.38 | GfgUfuAfaCfaCfCrAfuUTuAfcUfuCfaAflo6 A-1159392 | uUfgAfaGluafaAfuggUfgUfuAfaCtsc
AD-56497.2 A-115941.1 | UfuAfaCfaCfCEAfuUfuAfcUfuCaAfLo6 A-1159402 | uUfgAfaGfuafaAfuggUfgUfuAfasCsc
AD-56502.2 A-115941.2 | UfuAfaClaCRCFAfUUfuAfcUfuCTaAfLO6 A-115942.1 | uUfgAfaGfuAfaAfuggUfgUfuAfa
AD-56466.2 A-115941.3 | UfuAfaClaCFCfAfuUfuAfcUfuCTaAfLO6 A-1159431 | uUfgAfaGfuAfaAfuggUfgUfuAfsa
AD-56472.2 A-115841.4 | UfuAfaCfaCICEATuUuAfcUTUCTaAfLI6 A-115944.1 | uUfgAfaGfuAfaAfuggUfgUfusafsa
AD-56478.2 A-115945.1 | AfaCfaCfCfAfuUfuAfcUfuCTaAflo6 A-115943.2 | uUfgAfaGfuafaAfuggUfgUfuAfsa
AD-56484.2 A-115945.2 | AfaCfaCfCFAfuUfuAfcUfuCTaAfLO6 A-1150442 | uUfgAfaGfuAfaAfuggUfgUfusAfsa
AD-56493.2 A-113073.39 | GfgUfuAfaCfaCfCEAfuUTuAfcUfuCfaAfLo6 A-115948.1 | uUfgAf(Aeo)GfuAfaAfuggUfgUfuAfaCtesAfsg
AD-56498.2 A-113073.40 | GfgUfuAfaCfaCfCfAfulfuAfcUfuCfaAfLos A-115949.1 L JfgUfuAfaCicsafsg
AD-56467.2 A-113073.42 | GfgUfuAtaClaCiCEAfUUTUACUTUCTaAfLI6 A-115951.1 | uUfgAfaGfu(Aeo)aAfuggUfgUfuAfaCtesafsg
AD-56473.2 A-113073.43 | GfgUfuAfaCfaCfCfAfuUfuAfcUfuCfaAfloe A-115952.1 | uUfgAfaGfuAf{Aeo)AfuggUfgUfuAfaCtesAfsg
AD-56479.2 A-113073.44 | GfgUfuAfaClaCCiAfuUTuAfcUfuCfaAfLI6 A-115953.1 L JfgUfuAfaCfesAfsg
AD-56485.2 A-113073.45 | GfgUfuAfaCfaCfCEAfuUTuAfcUfuCfaAfLg6 A-115954.1 | ul fesAf
AD-56490.2 A-113073.46 | GfgUfuAfaCfaCfCfAfulfuAfcUfuCfaAfloe A-115955.1 | uUfgAfaGfuAfaAfuggUf(Geo)UfuAfaCfesAfsg
AD-56494.2 A-113073.47 | GfgUfuAfaClaCfCiAfuUfuAfcUfuCfaAfLI6 A-115956.1 | uUfgAfaGfuAfaAfuggUfg(Teo)uAfaCtcsAfsg
AD-56499.2 A-113073.48 | GfgUfuAfaCfaCfCEAfuUTuAfcUfuCfaAfLo6 A-115957.1 | uUfgAfaGfuafaAfuggUfgUf(Teo)AfaCcsAfsg
AD-56504.2 A-113073.49 | GfgUfuAfaCfaCfCfAfulfuAfcUfuCfaAfLos A-115958.1 L ClesAfsg
AD-56468.2 A-113073.50 | GfgUfuAfaCfaCfCEAfUUTUAfCUTUCTaAfLI6 A-115959.1 | uUfgAfaGfuAfaAfuggUfgUfuAf(Aeo)ClesAfsg
AD-56474.2 A-113073.51 | GfgUfuAfaCfaCfCfAfuUfuAfcUfuCfaAfloe A-115960.1 L ‘eo)csAfs
AD-56480.2 A-113073.52 | GfgUfuAfaClaCfCfAfuUfuAfcUfuCfaAfLO6 A-115961.1 L JfgUfuAfaCf{m5CeosAfsg
AD-56486.2 A-113073.53 | GfgUfuAfaCfaCfCEAfuUTuAfcUfuCfaAfLg6 A-115962.1 | ul )
AD-56491.2 A-113073.54 | GfgUfuAfaCfaCfCfAfuUfuAfcUfuCfaAflo6 A-115963.1 L JgUfusAf
AD-56495.2 A-115964.1 | GfgUfuAfaCfaCfCiAfuUTuAfcUf{Teo]CRARO)ATLI6 A-113074.43 | uUfgAfaGfuAfaAfuggUfgUfuAfaClesAfsg
AD-56500.2 A-115965.1 | Gf{Geo)UfuAfaCfaCfCfAfuUTuATcU(Teo)CH(AcO)AfLOG | A-113074.44 | uUfgAfaGfuAfaAfuggUfgUfuAfaCtesAfsg
Gf(Geo)Uf(Teo)AfaCfaCCfAfuUTuAfcURTeo)CHAe0)A
AD-56505.2 A-115966.1 | fL96 A-113074.45 | uUfgAfaGfuAfaAfuggUtgUfuAfaCresAfsg
Gf(Geo)Uf(Teo)AfaCfaCfCFATUUTuAf(m5Ceo)Uf(Teo)Cf
AD-56460.2 A-115967.1 | (Aeo)AfL96 A-113074.46 | uUfgAfaGfuAfaAfuggUfgUfuAfaCiesAfsg
AD-56475.2 A-115968.1 | Gf{Geo)Uf(Teo)AfaCfaCfCrAfuUT(Teo)Af(m5Ceo)Uf(Te | A-113074.47 | uUfgAfaGfuAfaAfuggUfgUfuAfaCtesAfsg
o)Cf(Aeo)AfLI6
Gf(Geo)Uf(Teo)AfaCfaCfCfAf(Teo)Uf(Teo)Af(m5Ceo)u
AD-56481.2 A-115969.1 | f(Teo)Cf(Aeo)AfLIE A-113074.48 | uUfgAfaGfuAfaAfuggUfeUfuAfaCfesAfsg
Gf(Geo)Uf(Teo)Af(Aeo)Cf(Aeo)CICFAf(Teo) Uf(Teo) Af(
AD-56487.2 A-115970.1 | m5Ceo)Uf(Teo)Cf{Aeo)AfLIE A-113074.49 | uUfgAfaGfuAfaAfuggUfgUfuAfaCfcsAfsg

AA¢) 3: siRNAS] LNP-Hi7/Y] AG

71 1AE Al 9l 85 2 1C, Adel 71xste], ¥ E AD-505098 A& Yx=YAHLNP) W] AFS
&l AEsEek. AD-505092] LNP-wiZle] HAES $1% faE £9S AAHsr] sk, (D1 mR$-2=o 0.003,
0.01, 0.03, 0.1, 0.3 =¥ 1.0 mg/ked AD-50509 siRNAY ¥+ &< INP A (AF-011)<S A=y
FAREATH. TE 48213 Foll 3| A7), GAPDHO ] Serpincl mRNA®] 4+ B Serpincl @¥Pe] FES&
oo 71 vhel o] AAEATH. = 3a L = 3boll YR BRel 7o) AF-011-AD-505095 A}-&-3}o] 85%<]
FH ] Serpincl mRNA ZHEo] ¢F 0.1 mg/kg?] EDjpl.® YA EY oW (% 3a), 90%2] Hth Serpincl ©ia 2 Eo]
ok 0.05 mg/kg®] EDspl 2 DAHATHE 3b).

AD-50509 siRNA®] LNP |3 (AF-011-5
F-2ol M AAsi. %&%

717F siRNAS] ©rd 9] 1 mg/ke®] AU FAF Fo (D1 =}

7, 14, 21 E+= 28YU0l 3] AWA|7]aL, Serpincl mRNAS|] Ath =
% % Serpincl @A % 4at AF-011 A3} AD-505097F Fo 24A17F el <k 90%2)
Serpincl mRNA H&Ho] @AEY  Fo] & oF 2714 Serpincl mRNAS] AFti=ke] tieF 50% 3]&o] &A3HS H.of
Tt % 4be AF-011 A¥ 3}t AD-505097F 7ol oF 72A1zF Wlell ¢F 90%<] Serpincl @¥d 5SS @3, F
o F oF 25714 Serpincl WA ] Aol e 50% 3ol EAIFHE HolErlk. WwE, LNP Al ¥ 3} AD-50509

(]
a1
— O
«©
1o,
jata)
e

. 3,

89



[0514]

[0515]

[0516]

S=S45 10-2375607

siRNA9] &le] 1 mg/kgel AW FAF S (D1 vh-2ollA A ow d7bse 71E(Aniara)E AHE-3}o]
o1z} Xa S SAHTo =M Serpincl A
AA|Z13L, Serpincl ¥ Aol Ao A
[e}

3o =
= T
gL = %2 4d Serpincl @A S AAINT. = 4c—E Serpincl
il 4= 9 Serpincl A 7ol A 4

FEZAA 7 EATES BoFT),
AA e 4: GalNAc-AFAO|EH siRNA

44719 AP E Serpmcl s1RNA SZaA s Al
AAE Ao BTG PFo] THAELA AFACIEH FEZHA B &% A

gk, & 9= 01—% A4 Z2as BojEy.

GalNAc A-f-44 w83

TE92 1D | Ave100nM | Ave 10nM | Ave 0.1 nM
AD-54944.1 0.4 0.53 0.94
AD-54951.1 0.37 0.56 1
AD-54942.1 0.38 0.58 1.01
AD-54948.1 0.36 0.6 0.96
AD-54957.1 0.47 0.61 1
AD-54933.1 0.51 0.65 0.96
AD-54962.1 0.48 0.66 0.95
AD-54972.1 0.49 0.66 1.05
AD-54949.1 0.49 0.71 0.96
AD-54936.1 0.54 0.72 1.07
AD-54971.1 0.49 0.72 1
AD-54955.1 0.52 0.74 0.98
AD-54953.1 0.63 0.76 1.07
AD-54937.1 0.64 0.81 0.94
AD-54967.1 0.74 0.82 1.02
AD-54935.1 0.68 0.83 0.99
AD-54976.1 0.7 0.85 1.04
AD-54965.1 0.7 0.86 0.97
AD-54959.1 0.79 0.86 0.95
AD-54943.1 0.75 0.86 0.94
AD-54956.1 0.86 0.87 0.95
AD-54973.1 0.96 0.89 1
AD-54975.1 0.67 0.89 0.99
AD-54963.1 0.73 0.9 0.96
AD-54978.1 0.85 0.9 0.98
AD-54952.1 0.59 0.91 1.11
AD-54950.1 0.89 0.91 0.95

_90_



[0517]
[0518]

[0519]

[0520]

[0521]
[0522]

[0523]

AD-54964.1 0.87 0.93 1.01
AD-54974.1 0.83 0.93 0.96
AD-54969.1 0.87 0.94 0.94
AD-54961.1 0.74 0.94 1.07
AD-54968.1 0.89 0.95 0.91
AD-54947.1 0.92 0.96 0.94
AD-54941.1 0.91 0.96 1
AD-54966.1 0.93 0.97 1.06
AD-54940.1 0.86 0.99 1.03
AD-54958.1 0.97 0.99 1.06
AD-54938.1 0.93 0.99 1.05
AD-54934.1 0.92 1 0.96
AD-54939.1 0.84 1.02 1.02
AD-54960.1 0.98 1.03 1.02
AD-54954.1 1.04 1.03 1.01
AD-54970.1 1.03 1.06 1.01
AD-54946.1 0.83 1.17 1.1
ol FEYUAE TS AF T 2 EdsAA HAHCAA S wkgol diste] HA .
102 AF 55 9 EIAAHA B 250 g o5 AAe Ax 2 [FEHx £ HoFd. HH9
[CoS 2 5719 FEA2E Aoz FPdAgsta, &% 5/ wZU-s WMoz F9dAs . &
g0 1Cy w9 GalNAc AFFAIOIES] 2t &4 2 EdadAd-u/]e] &4 7o & BEdT
X 10
GalNAc-A A0 E
AD-54948.1
AD-54951.1
AD-54942.1
AD-54957.1
AD-54944.1
AD-54933.1
AD-54936.1 43.2
AD-54971.1 44.7
AD-54962.1
AD-54972.1
AD-54955.1
AD-54949.1
AD-54953.1
A A e 5: AD-54944 A 3}
g7) Al 4o Z1AE wke} Zo], AD-54944%= AR S 2 EdsAA A F BT 98 234, P '
alNAc-ZATF Aol EH siRNA F& 82~ F 3fugion, ofd ule}l, F7io A3t 2 WA Al 98]

2=
2}

rO

o)
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[0524]

[0525]

[0526]

o E
st
=

o &
{07
=2

XAl 7%

, Serpincl mRNAY] 4

st A
5:—éi—(C57BL/6)oﬂ 3] 8}

AR

=
Z
T
zo

H* 11

@de] 10 mg/kg

58 oo 1 AEE
@.igl ME R PBSEHE ] Serpincl wj
F 2A%e] A3E HolEr,

&% 2399 Zig HolEr.

o~ =
T

PBSZX-E]2] Serpince mRNA 2

£ AEshe] A
3o s AA AT, 8H Serpincl ©¥A
Abg-3ko] QRT-PCRO <]sf 2

SE=S0 10-2375607

s

o Y-tk MEEEA, ol
W g

_92_

AD-54944 A5k AR B i FEC A AT do] AL SEQ 1D N0 779 UIA] 8085 7kz} wRle] AR A o] glom, "ehE Al A
QA" o] AdL s 1D No 809 WA 838 Aol 9l)
TR WA s A obE A2 A PBS% I WA
[AD-54944 |GfgUfuAfaCfaCfCrAfuUfuAfcUfuCraAfLO6 luUfgAfaGfuAfaAfuggUfgUfuAfaClesAfsg. 66.8 4.8
[AD-56345 GfgufuafaCfacfCfafuufuafcufuCfaafLos luufgaaGfuAfaafuggUfguuafaCfesasg 83.6 19.2
[AD-56351 GfguuAfaCfaCfCAfuUfuAfcUfuCfaAfLI6 luufgaaGfuAfaAfuggUfguuAfaCfcsasg 717 75
|AD-56363 GfguuAfaCfaCfCfAfuUfuacUfuCfaal96 luufgaaGfuAfaAfuggUfguuAfaCfcsasg. 57.9 7.6
|AD-56334 GfguuAfacaCfCfAfuuuacUfucaal 96 luUfgaaGfuAfaAfuggUfguuAfaCfesasg 59.4 6.0
[AD-56346 GfguuaacaCfCfAfuuuacuucaal 96 luufgaaGfuAfaAfuggUfguuAfaCfcsasg 823 132
lAD-56352 |GfgUfUfAfaCfaCfCFAfuUfuAfcUfuCfaAfLO6 luUfgAfaGfuAfaAfuggUfgUfuAfaClesAfsg 522 3.6
(AD-56410 CfaCfC FCFAFATLIG CfesAfsg 55.0 25
[AD-56405 AfL96 Afsg. 60.6 31
[AD-56383 (GfgUfuAfaCfaCfCfAfuUfuAfcUfuCfaAfLo6 UfufGfafaGfuAfaAfuggUfgUfuAfaCfesAfsg 66.7 7.6
lAD-56730 fach TATALO6 TCroATSGF EY) 34
lab-s6380 ctacfc CtafafLo6 Clesafs 757 50
(AD-56397 \fAFLIE CfcsAfsg 76.9 0.8
[AD-56434 (GfgUfuAfaCfaCfCfAfuuuacUfuCfaAfL96 juufgAfaGfUfAfAfAfuggUfgUfuAfaCfcsAfsg 52.0 5.1
(AD-56488 (GfgUfuAfaCfaCfCfAfuUfuAfcUfuCfaafLoe juufgAfaGfuAfaAfuggUfgUfuafasCrsc 853 16.6
[AD-56486 GfgufuAfaCfacCfCfafuufuafcUfucCfaAfloe 67.7 05
[AD-56505 0)AfaCfaCfCt (Teo)C! CfesAfsg 59.7 02
[aD-56736 Gf(Geo)Uf(Teo)AfaCfaCfCfAfUUF(Teo)Af(m5Ceo)Uf(Teo)CF(Ae ‘fesAfsg 49.7 12
[0)AfL96
|AD-56738 CfaCfCt (Teo)Cf Cfcs: 65.0 3.6
Cractct JUf(TeolCHAe

|AD-56739 l0)AfL96 luUfgaaGfuAfaAfuggUfguuAfaCcsasg 57.6 21

|AD-56740 -faCfCf 0)CHf Cfcs: 855 14.8

|AD-56743 faCfCf Cfcs: 483 3.9

facic

|AD-56745 iL96 luufgaaGfuAfaAfuggUfgUfuAfaCfcsasg 54.4 2.9

[AD-56454 |afgUfuAfaCfaCfCfAfuUfuAfcUfuCfaAfLI6 luugaaGfuAfaAfuggUfgUfuAfaCfesAfsg. 72.0 11.0

(AD-56449 CfaCfCt faAflo6 54.4 15.9

|AD-56746 CfaCfCt (Teo)Cf 64.7 17.2

[AD-56333 lcfguuAfacaCfCfAfuuuacuucaal 96 luufgaaGfuAfaAfuggUfgUfuAfaCfcsasg 715 113

[AD-56382 |GfgUfuAfaCfaCfCfAfuuuacUfuCfaAfL96 luufgAfaGfuAfaAfuggUfgUfuAfaClesAfsg 65.7 2.7

fAD-56748 (GfgufuafaCfaCfCfAfuuuacUfuCfaafloe juUfgaaGfuafaAfuggUfguuAfaCfesasg 99.4 19.1

[AD-54944 (91])  (GfgUfuAfaCfaCfCfAfuUfuAfcUfuCfaAfLI6 luUfgAfaGfuAfaAfuggUfgUfuAfaCfesAfsg 46.9 17

o) =< 96.0 85

[PBS 100.0 4.7



[0527]

[0528]
[0529]

[0530]

[0531]

[0532]
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AD-54944 A A\ 3} A9l v gl Sl At o] AR SEQ ID NO 839 UlA] 8683 Z}7t @l Al JAH0] Qlo, "ohel A A
Aol AL SEQ ID NO 869 ulA| 8983 2}7} 4 2 ANE0l AS)
SEds gy s A Qe A %PBS RE WA
[AD-54944 (91¥]])  |GfgUfuAfaCfaCCfAfuUfuAfcUfuCfaAfLI6 luUfgAfaGfuAfaAfuggUfgUfuAfaCfesAfsg 46.9 17
[AD-56743 )C asg 483 3.9
|Gf(Geo)Uf(Teo)AfaCfaCfCrAfuUf(Teo)Af(m5Ceo)Uf(Teo)Cf(Aeo)
[AD-56736 afL96 uUfgAfaGfuAfaAfuggUf(Geo)UfuAfaCfesAfsg 49.7 12
[AD-56434 |GfgUfuAfaCfaCfCfAfuuuacUfuCfaAfLo6. uufgafaGfUfAfAfAfuggUfgUfuAfaCcsAfsg 52.0 5.1
[AD-56352 (GfgufufAfaCfaCfCfafuufuAfcufuCfaAfLoe uufgAfaGfuAfaAfuggUfgUfuAfaCfesafsg 52.2 3.6
CracicH )Uf(Teo)C
[AD-56745 6 fesasg. 54.4 9.9
[AD-56449 |GfgUfuAfaCfaCfCFAfuUfuAfcUfuCfaAfLIE uUfgAfaGfuAfaAfuggUfgUfuaaccsAfsg 54.4 15.9
[AD-56410 |GfgUfuAfaCfaCfCAfuUfUAfCUFUFCFAFATLIG luUfgAfaGfuAfaAfuggUfgUfuAfaCfcsAfsg 55.0 25
|Gf(Geo)Uf(Teo)AfaCfaCfCAfuUf(Teo)Af(m5Ceo)Uf(Teo)Cf(Aeo)
[AD-56739 |afL96 uUfgaaGfuAfaAfuggUfguuAfaCfesasg 57.6 21
[aD-56363 |GfguuAfaCfaCfCfAfuUfuacUfuCfaal96 luufgaaGfuAfaAfuggUfguuAfaCfesasg 57.9 7.6
[AD-56334 |GfguuAfacaCfCfAfuuuacUfucaal.96 luUfgaaGfuAfaAfuggUfguuAfaCfcsasg 59.4 6.0
[AD-56505 )C Afsg 59.7 0.2
[AD-56405 (GfGfufufafaCfaCfCfAfuUfuAfcUfuCfaafloe uufgAfaGfuAfaAfuggUfgUfuAfaCfesafsg 60.6 3.1
[AD-56730 (GfgUfuAfaCfaCfCfAfulfuAfcUfUfCTAfAfLIE uufgAfaGfuAfaAfuggUfgUfuAfaCfCrsAfsG 64.4 34
|AD-56746 CfaCf 0)C 64.7 17.2
[AD-56738 faCfCf (Teo)Cf Cf 65.0 3.6
[aD-56382 |GfgUfuAfaCfaCfCfAfuuuacUfuCfaAfLO6 luufgAfaGfuAfaAfuggUfgUfuAfaCfesAfsg 65.7 27
[AD-56383 (GfgUfuAfaCfaCfCfAfuUfuAfcUfuCfaAfLoe UfufGfAfaGfuAfaAfuggUfgUfuAfaCcsAfsg 66.7 76
[AD-54944 (M157)  |GfgUfuAfaCfaCfCfAfuUfuAfcUfuCfaAfloe luufgAfaGfuAfaAfuggUfgUfuAfaCfcsAfsg 66.8 4.8
|AD-56486 (GfgUfuAfaCfaCfCfAfuUfuAfcUfuCfaAfLo6 67.7 0.5

[AD-s6333 [efuunfacacictafuuuacuucaal9s luUfgaaGfuAfaAfuggUfgUfuAfaCfcsasg 715 13
JAD-56351 GfguuAfaCfaCfCAfuUfuAfcUfuCfaAfLo6 luUfgaaGfuAfaAfuggUfguuAfaCfcsasg 77 75
|AD-56454 [GfgUfuAfaCfaCCrAfuUfuAfcUTuCraAfLI6 luugaaGfuAfaAfuggUfgUfuAfaCtesafsg 720 110
lAD-56380 cfacfct fesAfs 757 5.0
lAD-56307 FAFCIC URUFCTATATLOG fesAfsg 76.9 08
|AD-56346 lefguuaacaCrcfAfuuuacuucaal 96 luUfgaaGfuAfaAfuggUfguuAfaCfesasg 823 1832
lAD-56345 6feUfuAfaClaCfCrAfuUfuAfcUTuCraAfLI6 uUfgaaGfuafaafuggUfguuAfaCfesasg 836 192
|AD-56488 CfaCici CfaAfL96 Cs 85.3 166
|AD-56740 CfaCfCf (Teo)Cf Cfcsasg 85.5 14.8
Icontrol 96.0 85
lAD-56748 lefeufuAfaCraCiCrafuuuacUfuCfaAflos luUfgaaGfuAfaAfuggUfguuAfaCfcsasg 99.4 191
[PBS 100.0 a7

o) vj3f %%k% C57BL/6] P}5-2=(n=5)°l Folsho 24 GalNAcoll 747
| ATFAIO|ES AD-549442 5
C57BL/6] w}$-2=(n=5)°l F3} T3 tt. 552 Fol 72A7F T gAYA| 7L,

7@ }in}

< 37

JECRUE R

= 69 YeERd vk} o], GalNAcol ZA57A

ECsoe oF713kl e, 5 %

w3k, GalNAcol 7

gy MZo A AR

o]
5 mg/kg] 4P RHE

sk,

E¥ AD-549449] w3 ¥|E} &
Sl oJsf of 75% 9 d A&

Aol E

ol o8,
| oF715 A

H AD-549440] AW &% ®h-S

¢k 10 mg/kge] T

C57BL/6] w204 GalNAcol AFAC|ER AD-549449] 7)o wHE Eojw w3l 83 7|7kol| Ax 4851,

HEo g% 9 7|78 ARG, E 7a @ T 7hE ol dFe AnE HolFEr).
AA ) 6: AD-54944°] E3-83o] o 7|7H

Serpincl & E o] sgE AD-54944 Y-thS FUte] HIIEHY] flste], BE-Fo H¥S 5.
C57BL/6 wF9-2oll GalNAc-ZAFFAO)ER AD-549448 1|8} Folslar, 3 33], 1/3 £ AD-549449] & F
18], $+d 5% 839 AD-549449] FIe} Wt A5 AAC] 29k ® 13 AAEHY . ¥H
Serpincl @A £&< 0, 3, 7, 10, 14, 17, 21, 24, 29, 31 2 3594 AAs}}.
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[0534]

[0535]

[0536]

[0537]

[0538]

[0539]

[0540]

[0541]

S=54d 10-2375607

% 13
we-Fo] Age] A HA
1H REE DR £F (mg/ke) LIRS
13 1.25
2 2.5
3X/F (8, ¥, &)
3 5
4 10
AD-54944
5 3.75
6 1.5 1X/F(229)
A 15
8 30
o PBS -

M- FFEORFEQ Serpincl @A o) Y- MEEEA O F 13 BI-Fo
goll Yeht low, Abd-Fo] FFEo2RE ] Serpincl %
AdE = 9o L}EM AT, A= GalNAcol AFAlClE
FAA EA8H, 5 13 30 mg/ks 2 F 33 10 mg/kge]
Zu},

A e 7: AD-549449] Frte] FHZ 3]

AD-54944°] F5& F7R P77 AAste], F7Ho stehES AD-54944 & A Aol 7] Fxsto] Axzsivh. At

FMN

Mo WP FAFEE|QOE Agte] HIb Cl6(3ALEA) W 5'-dek-7 2 2'-wdo] F3E Q).
At StEES 9do 3 mg/mg 8% FE @A 10 m/kg §F E ETE AMEStY] AAY &5l uste] 23+
gatitk. 0del 5E(C57BL/6) ¢l I3} A }8} , 3o A AY. A Serpincl @A 42FS ELISA HA
o ols] AA3}At}. ELISA AARS Abcam 1 9% Antithrombin III Mouse ELISA 7]EE A}&-3to] 43
T, okeald, @3S XA L(AE E], <F 1:10,000), Axx2] XA wat AFEaATt. S ES
789 mpA el 450 nmell Al HE3FGITE.

E M wEE s M B PBSEAFHS Serpincl WMAE ] Y-tk MEERA Y] olF FEHAE AN
g oY &% 239 ARE HoFEr. & 10a 2 & 10be PBSETH o] Serpincl @A FF] H-thE )
7 w4 &% 239 ZAFAE HoFr. 14 F & 1004 & ? A= Hhe} o], shgHE AD-

R )

71 3teES AD-56813 B A dol 7| xste] Axeta, 7|4, 2'-wFZAeld W EXAXRE]Qo]E A7t
NFE FaAA, 5}6“:'-4 2AES FAAIIE SEES kA s EE HAe sEA wYES AAsg

Aaret SFES 9Ye] 3 mg/mg &% H TUo 10 m/kg §F & EFE ARESI AAW &5 st 23
glgstlt. & (C57BL/6) ol 0doll T3} FAFStaL, 3€el FAAIF Y. Serpincl(AT3) &4 2 F3 Serpincl

vl =3 ELISA AAel oa 2A 383 ELISA ARE 7] 7148 vkt 2ol ‘630}"%}. Serpincl &4
& BIOPHEN(Z-917F Xa) &4 A 7I1ES AR&ste] 243k, of=std, 94 AES oF 11200258 oF
116002 BMA[7]aL, Az o] A el wet Agsigltt. ZelolES Ao vhxHel] 450 mmol A =538kl

FEHxo A 2 PBSEHE Q] Serpincl @A G259 Y-the MEEZA ] ol Fi =
Abg-st IZJOE‘ g5 ~389 AyE= ¥ 150 YEIY Yk, & 11S PBSEHE Y Serpincl ©illA 3o Y-t}
Mo T ol B Lk ~33e AWRE HAFH T 123 PBSEHE Y Serpincl A Y-rvhE WE g = A
23" A7E HAFEH.

159 & 11 9 12014 & 5 e ket o], sgbEel digh Wiy vt A8 gAHAAT, e
AD-57213C Serpincl 28 2 @Al yrles sxstgon, old we, MEL ArBdrs =3sgt

o
5
©
o
o
>4
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SE=S4d 10-2375607

572139 &< 10 mg/kg &l <3l EDyol oF71Elem, & 3 mg/kg &%l 23 EDsol oF7] = Att.

* 14

AD-54944 A3} A A B G FEC A2 A ET do] AL SEQ ID NO 899 WA 9197 72t E@ AR AlAEe] qlow, "eke A A
A" o] AL SEQ 1D No 920 WA 9400 z}zh @ A= AN Ay)

p [ro
lmpk hpk

78

I s b s e s e A M Wi
Gfs(Geo)UfsuAfaCfsaCfsCsAfuUfsuAfcUfsuCfs fsUfsgAfaGfuAfaAfuggUfsgUfsuAfaCscs(Aeos)|

JAD-56813.2 [A-116280.6 (Aco)AfL96 [A-116278.6 Geo) .62 0.04 D26 .04
[GfgUfsuAfaCfsaCfsCfsAfuUfsuAfeUfsuCfsaAfl

JAD-56789.2 [A-116276.12  [96 (A-116275.7 uUfsgAfaGfuAfaAfuggUfsgUfsuAfaClscsAfsg .74 .11 P44 011
[GF(Geo)UF(Teo)AfaCaCICTATUUT(Teo) Af(mSCe

JAD-56741  [A-115968.11 )UE(Teo)C(Aeo)ATL96 (A-115861.11 uUfgaaGfuAfaAfuggUfgUfuAfaClc: 52 .09

:Jl;;tllpamm b s GfgUfuAfaCfaCfCTAfuUfuAfcUfuCfaAfL96 AL pUfgAfaGfuAfaAfuggUfgUfuAfaClesAfsg 5 b pea pre
Gf(Geo)UfuAfaCfaCfCfAfuUfuAfeUf(Teo)Cf(Ace|

JAD-56743 -115965.5 [0)AL.96 -115861.11 uUfgaaGfuAfaAfuggUfgUfuAfaCfesasg .71
GI(Geo)Uf(Teo)AfaCfaCICIAfuUfuAfcUf(Teo)C

JAD-56836.2 [A-115966.25  [f(Aco)AfL96 (A-116284.3 pUfgAfaGf(Uhd)AfaAfuggUfgUfuAfaCfesasg 101 .11 D73 .11
IGf(Geo)Uf(Teo)AfaCfaCICfAfuUf(Teo)Af(mSCe uUfgAfaGfuAfaAfuggUf(Geo)UfuAfaCfes(Aeos)

JAD-56797.2 [A-115968.8 )UE(Teo)C(Aeo)ATLIG [A-116250.6 Geo) .87 .25 P74 P25
Gf(Geo)UfsuAfaCsaCfsCfsAfuUfsuAfeUfsuCfs( fuUfsgAfaGfuAfaAfuggUfsgUfsuAfaCfses(Aeos)(

JAD-56801.2 [A-116277.6 |Aco)AfL.96 (A-116279.9 ieo) .83 .08 P77 .08
(Gf(Geo)Uf(Teo)AfaCfaCICTAfuUf(Uhd) AfcUSR(T uUfgAfaGfuAfaAfuggUfgUfuAfaCles(Aeos)(G

JAD-56831.2 [A-116290.3 0)Cf(Aco)ALI6 -115962.21 iJ 1.11 .09 P78 .09

JAD-56830.2 [A-116283.3 Gs(Geo)UfsuA faCfsaCICfAfuUfsuAfcUfsuCfs(AJA-116279.12 uUfsgAfaGfuAfaAfuggUfsgUfsuAfaCses(Aeos)([1.01 P.13 .79 .13

[0542]

Eo)ATL9G fGeo)
[AD-567612 [A-116247.13 _[sguuaacaCICIAfuuuacu(Uhd)caal.96 [A1162446  jUfgaaGluAfaAfuggUfguuaacesasg .82 .26 .83 026
[GI(Geo)Uf(Teo) AfaClaCICTAfuUuAfU(Te0)C U, F JTgUTuATaCles(Acos)(G
D-567352 [A-115966.29  [f(Aco)ALIG -115962.18 120 .15 P90 .15
(GI(Geo)UTuARaCRaCICTATUURUA U Teo)CH(Ae
D-56872  [A-1159655  [)AfL96 1163921 iUF faAfuggUfguuAfaCfes(Aeos)(Geo) 93 24
hUfgAfaGluAfaA fuggUTgUTUATaCls(m3Ceos)(A
AD-568202 |A-116317.4  |eUf(Uhd)AfaCFaCICATURUARCURuCRARL6  |A-116297.10  feo) 1.05 p.10 P94 1o
D-567932 [A-116382.1  [3dGuudAdAcadCdCauud TdAcu(Und)dCadAL96 [A-116373.11  [udTdGadAgdTadAdAuggdTdGuudAdAcdCsasg 198 P.08 P.99 [0.08
[PBS/Control .00 .04 [r.00 o4
Gl(Geo)UT(Teo)AfaClaCICTAfuUf(Teo) Af(mSCe
AD-56873  |A-115968.11  [0)Uf(Teo)Cf(Aco)AfLI6 IA-1163921  pUfgaaGfuAfaAfuggUfguuAfaCfes(Acos)(Geo) 101 .18
D-54965 [A-113033.1 FaCluGleCTgAICTUTCURaUfeGTaATaATLI6 1130341 UfuUfeGRaUfaGlaguCleGleAfgUfusClsa .89 .07 [L03 07
JAD-567872 [A-116381.1  [sguuaacacedAudTudAcdT(Uhd)dCasal.96 [A11637310  judTdGadAgdTadAdAuggdTdGuudAdAcdCsasg [1.03 D18 [L04 [0.18
[AD-568402 [A-1163175  [sU(Uhd)AfaCaCICIATURUATCURUCRaATL9G  [A-1163445  jaUfgATaGluAf: JTgUTuATaCIS(Chds)(Aco) 138 D14 [1.05 14
[AD-568342 [A-116333.3  [GbguuARCHCICIARMUNAICURCIAATLIG  [A-116334.3  iUfgaaGuAfaATuggUlguuAfaClesasGb 17 P14 106 poia
Gf(Geo)Uf(Teo)AfaClaCICTAfuUfuAfcUR(Teo)C JUfgATaGI(Uhd)AfaA fuggUlgUuAfaCles(Acos)
|AD-568412 [A-115966.26  [f(Aco)ALIG IA-1162853  [Geo) 115 p21 [1.09 P21

[0543]

H* 15

AD-56813 A3} A vl bl ul b @Al Al el AL SEQ 1D NO 941 Ul 95
"RRE Al AT o] AL SEQ ID NO 960 lA| 978= zbzt Edl feAlE AAlE o] gl

MA= 0] gow,

4
10 mpk mpk 10 mpk [5 mpk
Qe A2
A D (A5l A 3Y) n SHE) Al A (5 0l A] 3') v D v D v ISD IN% ISD
[ADS7213.1 [A-116858.1 [GlsgsURARCRCICIARURARURCRATLYG  [A-T168611  fusUlgARGRuATIATugeUTURuATClosas hoos P02 p2et pox2 P oz p2ss o030
[AD-57214.1 [A-116859.1 [GfsgsUfuAfaCLCICIARURURd)AfcURCTAATL96 [A-116861.1  [usUfsgAfaGluAfaA fuggUfgUuA faClesasg p.140 027 p2oo pazz pazr pozs a2z fors
[AD-57205.1" [A-113073.1 " [GlURARBCRCICIARUARURICEATLIG 1168611 [usUfsgARGRUAfATugsUfgUluAfaClesasg 0147 100 P32 Posa paas poas a2 s
ifs(Geo)U fsuAfaClsaCEsCisAfuUfsuAfcUfsuCs(Al
[AD-568132 |A-116280.6 [o)AfLIG IA-116278.6 UfsgAfaGfuAfaAfugglUfsgUfsuAfaCl i .161 0.047 P.500 P.033 0.179 0.055 0.583 0.065
IAD-57212.1 [A-116276.12 [GfgUfsuAfaCsaClsClsAURsuARCURsuCEsaAlL96 [A-116860.1  [usUfsgAfaGuAfaA fuggUfsgUfsuAfaCficsasg. D164 0026 P3ss poo7 198 poil 0395 [0.023
ADS72041 [A-1130731 [GleURNAGCRCICIARURARURICRALSS  A-116860.1  [usUfsgARGRuATIARuggUlsgUfsuARClicsasg D170 P27 P6so poot a2l oot peos (0,060
HUR(Teo)AfaCfaCFCEAfuUf( Teo)Af(mSCeo)
JAD-56741.2 |A-115968  [Uf(Teo)CH(AcO)ALIS IA-115861  [uUfgaaGfuAfaAfuggUfgUfuAfaClesasg D347 D098 D666 D036 419 0126 0880 0070
AD572031 [A-1130731 [GlRURAGCRCICIARURARURICRALS  |A-1162786 fust i fsgUTsuARCt ico) P339 oS3 P82 Pos6  pass  post  9s 0030
[AD-56765.2 [A-113073.1  [GlgURARCRCICIARURARURICRARLIG 116275.7  [uUfsgAfaGfuAfaAfuggUfsgUfsuAfaClscsAfsg D366 D053 P.66s Podo  ass  podl 791 [0.047
[AD-56789.2 |A-116276.12 (GfgUfsuAfaCfsaCfsCsAfuUfsuAfcUfsuCfsaAfl96 |A-116275.7  juUfsgAfaGfuAfaAfuggUfsgUfsuAfaClscsAfsg D401 P.057 P00 P.0S9 0.406 0,078 0.785 0.059
ADST2111 [A-116858.1 [GligsURARCLCICIARURARURCRATLYG  |A-113074.1  UTARGHuAfaA fugglUfsURARClesAfsg has6 P03 pen paaz s pozr psat foarr
[AD-57210.1 [A-116857.1 [GfsgsURuARCRCECHEARMURARURCRALIG  [A-113074.1  UfgAfaGuAfaA fuggUfgURAfaClesAfsg. D476 028 P34 Pos3 547 o4l [0.826  [0.065
IAD-57208.1" [A-116276.12 [GlaURuARCTaCTsCHATURIARURICIAAILIG A-113074.1 1UTARGRuATaATuggUlURARCTesAfsg psa2 P06 PIIs poss  ase oos a3t o3
HUR(Teo)AfaCfaCFCFARUf( Teo)Af(mSCeo)
|AD-56475.3 [A-115968 e0)CR(Aco)ALI6 IA-113074.1  [uUfgAfaGluAfaAfuggUfsUfuAfaClesAfsg D574 POss P93 pa27 pa1s  po19 0735 [0a23
ifs(Geo)U fsuAfaClsaClsClsAfuUfsuAfcUfsuCls(Al
0544 IAD-57200.1 [A-1162806  o)AILIG 1130741 URARGRARAfugeURURATRClesAfsg psss  Pa3s Poce PIo0 ae0 a6 ps23 0026
[0544]
[AD 53943 13[A 1130731 [GEURARCHOCIARURARURCRALSS  [A-113074.1  WUTsAGBGRAGATgeUfsURARCTesAlsg 617 po2s p7is port pse7 poi6 s oss
[AD572061 [AT130731 [GleURABCICICIARURARURCRALSS  |A-116870.1 UTARGuATATugslUfsUNARCleAfss hes1 poo7 pati paio p7o7  poes oo iy
[AD 572082 [A-116276.12 [GleURuABCTaCEsCHARUMARURuCEaALLI6 A 1130741 ol = 736 paos p7is pior P72 pa2 psi7 oso
D-57207.1 [A1130731 [GleURAGCECICIARUBARURCIANLSG  A-116871.1  NURARGRuARAfugsUfURMARCICAT pose poss pors poss fooss paos [roos |ooss
000 po2o [rooo 000 po77 [1ooo

[0545]
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[0546]

[0547]

[0548]

[0549]

[0550]

[0551]

[0552]

[0553]

[0554]

SS=S0 10-2375607

AN 8: B9 k92l Serpincl YTk

AAF VITIY wAstel A4S 7FAM(C57BL/6/129 €4 E), AY d9% 24P S veie 4 9 4A v~
2 otz B oRAE(C57BL/6 4R) wh$-2o, 30 mg/kg, 10 mg/kg, 3 mg/kg TE 1 mg/keo] Y &9
GalNAcoll AFACIER 3EE AD-572135 0¥l 93} FAISIL, &5 3¥ol FAA7]aL, Serpincl FAS 4
2 A sk po] ARG, = 13& @l Behe] A)-572130] Serpincl BAL AHHNOE H-rpeAz
olye}, AD-57213¢] wiek &3 HP%E T EATES Holer.

g9 i‘rﬁoﬂ Aol EERl Aol digk FEFR o] JIFS AR sk,

IX(FIX) 2 FEFH-(AT-) 124 A3t @%WW T3 TH(FIX 1%% By d9-4

ATE E} f‘& (1 1U/me = 100%) & =2

%} AMES A8, 1 10/me fz}
A5 AAEYY. &= 3laxs FIX- @ AT—I’JE om (23 OM} =5 pM)

>
o

1m
!
rE
5
ol
C’Q
~
=]
IS5
-
?5
=
o
(&)
=
il
o
>,
)
oiy
|
g
m\l
)
o
2
}[_4‘
N
—_
2 X
lo r

A 9: AD-57213¢] Fof 7|3k

tml/Kaz/J

GalNAcell AFACIESR AD-572139] ©@do] o Zo] A% d--H n}l9-~(B6;12954-F8 ; Jackson Labs)oll A
o] F-EFN &9 7|7HE HUksty] A5k, w920 é‘r&% AD-57214, AD-57205 %+ AD-57213 HEE PBSE
g3 FASFA T, AES FTokelr =33ar, Serpincl mRNA =5 % Serpincl Ao thsle] FHASATH. 3,

7, 10, 14, 17, 21, 28 2 369¢] PBSZH-E]9] Serpincl &4 % o MESZA, 10 mg/kg, 3 mg/kg X
1 mg/kgo. 2 Fold 3}aE AD-572130 Wik @ Fo] A3 A= T 140 EAES] U}, T 16L 3, 7,
10, 14, 17, 21 @ 2590 PBSEHE 9 Serpincl @4 H-t}e MEgaA Ty el gFoa Fojg

332 AD-57213, AD-57205 % AD-57214¢) w3 ©d Fo] A3 AE HoFEr},

ZF mRNA, @7 F9 AT & 2 AT @48 0¥l 30 mg/kg, 10 mg/kg, 3 mg/keg, 1 mg/kge] &< AD-57213 &
PBS7} B3} FAbEl AW B9 R0 (B6:12054-F8 " Jackson labs)ollA ARSIt HS 7] 714
uhel ko] FA} 39 Fo B AAIATE. E 15% AD-572130] thdle] 3Uol, PBSEH-E]2] Serpincl mRNA 5=
-t}e RS20l PBSERE Y Serpincl &Y 59 Y-the WMELE2Z A 183l PBSREHE 9 Serpmcl
FAo] Y- MEERAM b Fo] A9 AyE HoFr),

T 14 WA 160 o JEE wpel o], 3gHE AD-572139] Fole 79l 1 mg/kg VY] ©el R EDj O &
HA v}$-220 4 Serpincle] 73, §3-o]&% AE o7|dth. Serpincl Al A& oln, GAHE JE
9 oAl Ao FFEa Azddo] ATk, 1 me/kee] @de] Fojol o&, oF 159 FoF 50% oAl FA7}
ob7|¥= &, 10 mg/kgo] &% 1515 80% Z3e] A7} of7 = Tt

rr

)

= 3tE

r&{

flo
[\
oo
e
offl

O
0,
:10
N

AAlo 10: AD-57213¢] £&-L3Fe] Fo 77t

Serpincl W& 9 Ao FjHE AD-57213 H-thS F7IE Hrlelr] flte], £@-Fo AFS FHE.
C57BL/6 w}-9-2=ol|, GalNAc-ZITrAlo]EXl AD-57213& H3} Fof3ta, F 33], 1/3 &%°] AD-572139] &3& F
13 &d FF &9 AD-572139] Ao} Wit A AAe] 2ok & 169 AAHO Ak, FH
Serpincl ©@A 3 A4,
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[0555]

[0556]

[0557]

[0558]

[0559]

[0560]

S=S0 10-2375607

¥ 16
Lo Aje] AT AA
T Ad Fge 45 (mg/ky) IR

1 3

qlw
z 1 CED))
3 0.75

AD-57213

4 1

tiw.
i 03 A, %, B
6 0.25
7 PBS - qlw

(qlw: 5 19])
(tiw: 331/5F)

249 F 13| (qlw) Fojo A3+ = 179 YERY gleH,
TEEAY F 33 (t.i.w.) Fo9 ZIyg= = 189 YER}

17 2 189 uEhd wiel Pl FgHE AD-572139] HHE Rol okxte] AvbA azlel 8,
18}, 3 mg/kgS Foldh BES F 23] Fo] Fo 956 %o Y-the o
4 FABATH(L.5 mg/ke

of diafA 75 mg/kgell WA= < 80%) .

Folgt TgolA Aoldt Fo a¥E FtE AFsly] fste, T 1 %S s, F 33 FA359

on, & £, 1.5 mg/ks qlwE 0.5 mg/kg tiwe} HIWERTE. = 199 Yepd wle} o], 2 FHE {5F2

EUs £ G-theS ATEUTE. A2 So], 1.5 mg/ke(qlw) 22 A E Serpincl FF& F 33 Fod
o2 gAHE Serpincl 5T 53519},

SHEHE AD-57213& E 179] o E wish gol ml-<lgk FFFAA sl thstel AP, B Serpincl ¥
WA £ -1, -89, -4, Fol F 4Anel 19, 29, 49, 89, 119, 159, 229, 209, 379, 449,
5191 9 58] AGHsict
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[0561]

[0562]

[0563]

[0564]

[0565]

[0566]

[0567]

S=S0 10-2375607

¥ 17
wl-qlz 45 ol e
8% 4%
A4 &% |E uE o Fo 4w
w5
AD54944 1 3 10 SC R
3X 10mpks} &
3 3 30 SC al
A EAo|
AD-57213 gk
L% g 10mpkol A
31615
3 3 10 SC shge
e
4 3 3 sc a aA
5 3 1 SC
o920l A o
AD-57205 5 3 10 SC 10mpke] 57213 | PS7F vk 5
W e w5 ¥
TR
LNP- . 4 AZE A
S5029 7 3 0.3 v Al x4 oAl Yz

202 AMA-%Fo] Serpincl 5ol H]E A @3 Serpincl 5o IF HAOoRAM AFI BE 3E U
3 e &5 AP AFNE HFH | AFE siRNA 257} Serpincl @A £F& g&Ho2 Y-the A7)
= e Y5t

= 218 AbH-Fo] Serpincl F&ol B3 A ¥A Serpincl 59 I1F HHowEA 3EE AD-57213¢] gk
T & ~aRe] AvE Besr

T 22% 899l AFH-Fo] Serpincl gl H|EF o) €3 Serpincl 59 IF HHO2A AFI nE 3
ol gk &Y &5 2379 AFE HoF,

S| | Ay v]-1zF JgAFA AD-57213S A3 Serpincl ©Z =30 £3-9
A8, AD-57213 2 AD-57205 E ESUF R 3eE AD-524449] HlE dAE §%

ol iste] Astglnt. AlelwmBT dgold] d7] X 180 okd
npeb o] sk AD-57213% Folstalvh. FAE AD-572139] Fol § upkdk Aol #3skaL, ELISAC )3
FEZW il (Serpincl) G20l tisle] 43313t}
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[0568]

[0569]

[0570]

[0571]

[0572]

[0573]

[0574]

[0575]

[0576]

[0577]

[0578]

S=S41 10-2375607

* 18
A AAl: -2 GGl 9 AD-57213 ok sh
US| g9 g o] 2 Fo| A ANE 23
N (mg/ke)
1 3 1 SC
AT whapd gl
2 . ? sC =g A4E
3 AD-57213 3 10 sc Aa 2%
4 3 30 SC
T 238 33]9] AH-Fo HA ] Hatel HIG Ao EF Serpincl FFO i W o =AY 3h3HE AD-57213¢
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AT3(SERPINC1) v ¥1g AAC"A2 Ad" Ao A €2 SEQ ID NO 979 WA 1141= 717} &4

TAR AAH gou, " A" A9 A2 SEQ ID NO 1142 WA 1304% 47 &
A EAZ AAEl &)

TP Ty A= Aa CEFE) s A WU000485 3
33 g3 CERE] EEERE
AD59267.1 | A-120250.1 | GGAGAAGAAGGCAACUGAG | A-1202511 | CUCAGUUGCCUUCUUCUCC 293311
AD-59268.1 | A-120266.1 | UGACCAAGCUGGGUGCCUG | A-120267.1 | CAGGCACCCAGCUUGGUCA 281499
AD-59269.1 | A-120282.1 | GGUUAACACCAUUUACUUC | A-120283.1 | GAAGUAAAUGGUGUUAACC 860-878
AD-59270.1 | A-120298.1 | GCUGGUUAACACCAUUUAC | A-120299.1 | GUAAAUGGUGUUAACCAGC 857-875
AD592711 | A-120314.1 | UAAUGACACCCUCCAGCAA | A-120315.1 | UUGCUGGAGGGUGUCAUUA 500518
AD59272.1 | A-120330.1 | CGUGUUCAGCAUCUAUGAU | A-1203311 | AUCAUAGAUGCUGAACACG 952-970
AD59273.1 | A-120252.1 | UUGAGGACGGCUUCAGUUU | A-120253.1 | AAACUGAAGCCGUCCUCAA |  1189-1207
AD59274.1 | A-120268.1 | CGGCGUGUCUGGGAACUGU | A-120269.1 | ACAGUUCCCAGACACGCCG 351369
AD-59275.1 | A-120284.1 | UUAACACCAUUUACUUCAA | A-120285.1 | UUGAAGUAAAUGGUGUUAA 862-880
AD-59276.1 | A-120300.1 | CCCUGAAAAGUCCAAACUC | A-120301.1 | GAGUUUGGACUUUUCAGGG | 1250-1268
AD59277.1 | A-120316.1 | CGAGAUGACCUCUAUGUCU | A-120317.1 | AGACAUAGAGGUCAUCUCG | 1290-1308
AD59278.1 | A-120332.1 | UCUACAAGGCUGAUGGAGA | A-120333.1 | UCUCCAUCAGCCUUGUAGA 931949
AD59279.1 | A-120254.1 | AGCUCACUGUUCUGGUGCU | A-120255.1 | AGCACCAGAACAGUGAGCU 341-859
AD59280.1 | A-120270.1 | AGGAGCAGCUGCAAGACAU | A-120271.1 | AUGUCUUGCAGCUGCUCCU | 1210-1228
AD59281.1 | A-120286.1 | GCCACCAACCGGCGUGUCU | A-120287.1 | AGACACGCCGGUUGGUGGC 342-360
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AD-59282.1 | A-120302.1 CAGAACAGAAGAUCCCGGA A-120303.1 UCCGGGAUCUUCUGUUCUG 322-340
AD-59283.1 | A-120318.1 CCUUGUCGAUCUGUUCAGC A-120319.1 GCUGAACAGAUCGACAAGG 1232-1250
AD-59284.1 | A-120334.1 AGGCAAGUUCCGUUAUCGG A-120335.1 CCGAUAACGGAACUUGCCU 980-998
AD-59285.1 | A-120256.1 UUUUGUCCUUGCUGCUCAU A-120257.1 AUGAGCAGCAAGGACAAAA 172-190
AD-59286.1 | A-120272.1 AGACCUACCAGGACAUCAG A-120273.1 CUGAUGUCCUGGUAGGUCU 682-700
AD-59287.1 | A-120288.1 AACUGAACUGCCGACUCUA A-120289.1 UAGAGUCGGCAGUUCAGUU 589-607
AD-59288.1 | A-120304.1 CAUUUACUUCAAGGGCCUG A-120305.1 CAGGCCCUUGAAGUAAAUG 869-887
AD-59289.1 | A-120320.1 CCCUGGACUUCAAGGAAAA A-120321.1 UUUUCCUUGAAGUCCAGGG 730-748
AD-59290.1 | A-120336.1 AGCUGCAAGUACCGCUGUU A-120337.1 AACAGCGGUACUUGCAGCU 1361-1379
AD-59291.1 | A-120258.1 ACACAAGGAAGGAACUGUU A-120259.1 AACAGUUCCUUCCUUGUGU 913-931
AD-59292.1 | A-120274.1 GCAACUGAGGAUGAGGGCU A-120275.1 AGCCCUCAUCCUCAGUUGC 303-321
AD-59293.1 | A-120290.1 GUAGCCAACCCUUGUGUUA A-120291.1 UAACACAAGGGUUGGCUAC 1491-1509
AD-59294.1 | A-120306.1 GUUUGUGAACAGAAGUAAA A-120307.1 UUUACUUCUGUUCACAAAC 1550-1568
AD-59295.1 | A-120322.1 GGGUGACUUUCAAGGCCAA A-120323.1 UUGGCCUUGAAAGUCACCC 1411-1429
AD-59296.1 | A-120338.1 UUAUCGGCGCGUGGCUGAA A-120339.1 UUCAGCCACGCGCCGAUAA 992-1010
AD-59297.1 | A-120260.1 CCACUUCUUCUUUGCCAAA A-120261.1 UUUGGCAAAGAAGAAGUGG 572-590
AD-59298.1 | A-120276.1 AACACCAUUUACUUCAAGG A-120277.1 CCUUGAAGUAAAUGGUGUU 864-882
AD-59299.1 | A-120292.1 GAUGGAGAGUCGUGUUCAG A-120293.1 CUGAACACGACUCUCCAUC 942-960
AD-59300.1 | A-120308.1 CACCAUUUACUUCAAGGGC A-120309.1 GCCCUUGAAGUAAAUGGUG 866-884
AD-59301.1 | A-120324.1 UUUACUUCAAGGGCCUGUG A-120325.1 CACAGGCCCUUGAAGUAAA 871-889
AD-59302.1 | A-120340.1 UAAGAGAAGUUCCUCUGAA A-120341.1 UUCAGAGGAACUUCUCUUA 1450-1468
AD-59303.1 | A-120262.1 GCGGGACAUUCCCAUGAAU A-120263.1 AUUCAUGGGAAUGUCCCGC 251-269
AD-59304.1 | A-120278.1 UGCCCCACCCUGUCCUCUG A-120279.1 CAGAGGACAGGGUGGGGCA 21-Mar
AD-59305.1 | A-120294.1 UGGUUAACACCAUUUACUU A-120295.1 AAGUAAAUGGUGUUAACCA 859-877
AD-59306.1 | A-120310.1 CGGAUUGCCUCAGAUCACA A-120311.1 UGUGAUCUGAGGCAAUCCG 62-80
AD-59307.1 | A-120326.1 CCAGGACAUCAGUGAGUUG A-120327.1 CAACUCACUGAUGUCCUGG 689-707
AD-59308.1 | A-120342.1 CCAGUUUUCAGGCGGAUUG A-120343.1 CAAUCCGCCUGAAAACUGG 50-68
AD-59309.1 | A-120264.1 CACCAUAUCUGAGAAAACA A-120265.1 UGUUUUCUCAGAUAUGGUG 542-560
AD-59310.1 | A-120280.1 AAGUAAAAAUAAAUACAAA A-120281.1 UUUGUAUUUAUUUUUACUU 1562-1580
AD-59311.1 | A-120296.1 GCACCCAGGUGCUUGAGUU A-120297.1 AACUCAAGCACCUGGGUGC 1012-1030
AD-59312.1 | A-120312.1 UAACACCAUUUACUUCAAG A-120313.1 CUUGAAGUAAAUGGUGUUA 863-881
AD-59313.1 | A-120328.1 CCUUCAAAGGUGAUGACAU A-120329.1 AUGUCAUCACCUUUGAAGG 1033-1051
AD-59314.1 | A-120344.1 CAAGGCCAAUUCCCGCUUU A-120345.1 AAAGCGGGAAUUGGCCUUG 371-389
AD-59315.1 | A-120360.1 UCAGUUUGAAGGAGCAGCU A-120361.1 AGCUGCUCCUUCAAACUGA 1201-1219
AD-59316.1 | A-120376.1 GGGACUGCGUGACCUGUCA A-120377.1 UGACAGGUCACGCAGUCCC 199-217
AD-59317.1 | A-120392.1 UCAGCCAAUCGCCUUUUUG A-120393.1 CAAAAAGGCGAUUGGCUGA 639-657
AD-59318.1 | A-120408.1 CCUCGGAAGCCAUCAAUGA A-120409.1 UCAUUGAUGGCUUCCGAGG 823-841
AD-59319.1 | A-120424.1 GACAAUGAUAACAUUUUCC A-120425.1 GGAAAAUGUUAUCAUUGUC 429-447
AD-59320.1 | A-120346.1 CUUAUUCUUUGCACCUCUU A-120347.1 AAGAGGUGCAAAGAAUAAG 1521-1539
AD-59321.1 | A-120362.1 AUUGCUGGCCGUUCGCUAA A-120363.1 UUAGCGAACGGCCAGCAAU 1383-1401
AD-59322.1 | A-120378.1 AAAUGAAGAAGGCAGUGAA A-120379.1 UUCACUGCCUUCUUCAUUU 1340-1358
AD-59323.1 | A-120394.1 UGAGUUGGUAUAUGGAGCC A-120395.1 GGCUCCAUAUACCAACUCA 701-719
AD-59324.1 | A-120410.1 UCCAGCAACUGAUGGAGGU A-120411.1 ACCUCCAUCAGUUGCUGGA 511-529
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AD-59325.1 | A-120426.1 AACUGUAACCUCUGGAAAA A-120427.1 UUUUCCAGAGGUUACAGUU 140-158
AD-59326.1 | A-120348.1 UCAACAAAUGGGUGUCCAA A-120349.1 UUGGACACCCAUUUGUUGA 772-790
AD-59327.1 | A-120364.1 GAUUAGCGGCCAUGUAUUC A-120365.1 GAAUACAUGGCCGCUAAUC 109-127
AD-59328.1 | A-120380.1 GUGCUUGAGUUGCCCUUCA A-120381.1 UGAAGGGCAACUCAAGCAC 1020-1038
AD-59329.1 | A-120396.1 UGCAGAAGGCCGAGAUGAC A-120397.1 GUCAUCUCGGCCUUCUGCA 1280-1298
AD-59330.1 | A-120412.1 CUAUUUUUGGUUUGUGAAC A-120413.1 GUUCACAAACCAAAAAUAG 1541-1559
AD-59331.1 | A-120428.1 CAGUGAAGCAGCUGCAAGU A-120429.1 ACUUGCAGCUGCUUCACUG 1352-1370
AD-59332.1 | A-120350.1 GUGUCCAAUAAGACCGAAG A-120351.1 CUUCGGUCUUAUUGGACAC 783-801
AD-59333.1 | A-120366.1 AUGAAUUGGAGGAGAUGAU A-120367.1 AUCAUCUCCUCCAAUUCAU 1141-1159
AD-59334.1 | A-120382.1 AUCUAUGAUGUACCAGGAA A-120383.1 UUCCUGGUACAUCAUAGAU 962-980
AD-59335.1 | A-120398.1 CCAUAAGGCAUUUCUUGAG A-120399.1 CUCAAGAAAUGCCUUAUGG 1319-1337
AD-59336.1 | A-120414.1 AUGCAUUCCAUAAGGCAUU A-120415.1 AAUGCCUUAUGGAAUGCAU 1312-1330
AD-59337.1 | A-120430.1 UGGUGCUGGUUAACACCAU A-120431.1 AUGGUGUUAACCAGCACCA 853-871
AD-59338.1 | A-120352.1 AUCUGUUCAGCCCUGAAAA A-120353.1 UUUUCAGGGCUGAACAGAU 1240-1258
AD-59339.1 | A-120368.1 AGAUGAUGCUGGUGGUCCA A-120369.1 UGGACCACCAGCAUCAUCU 1153-1171
AD-59340.1 | A-120384.1 AUAUGGAGCCAAGCUCCAG A-120385.1 CUGGAGCUUGGCUCCAUAU 710-728
AD-59341.1 | A-120400.1 CCGAAUCACCGAUGUCAUU A-120401.1 AAUGACAUCGGUGAUUCGG 803-821
AD-59342.1 | A-120416.1 GCAGAGCAAUCCAGAGCGG A-120417.1 CCGCUCUGGAUUGCUCUGC 750-768
AD-59343.1 | A-120432.1 ACACCAUUUACUUCAAGGG A-120433.1 CCCUUGAAGUAAAUGGUGU 865-883
AD-59344.1 | A-120354.1 GUACCAGGAAGGCAAGUUC A-120355.1 GAACUUGCCUUCCUGGUAC 971-989
AD-59345.1 | A-120370.1 UGCCCAAGCCUGAGAAGAG A-120371.1 CUCUUCUCAGGCUUGGGCA 1069-1087
AD-59346.1 | A-120386.1 UUCUUUGCCAAACUGAACU A-120387.1 AGUUCAGUUUGGCAAAGAA 579-597
AD-59347.1 | A-120402.1 UGGCCAAGGUAGAGAAGGA A-120403.1 UCCUUCUCUACCUUGGCCA 1090-1108
AD-59348.1 | A-120418.1 UGCUGCAAGAGUGGCUGGA A-120419.1 UCCAGCCACUCUUGCAGCA 1123-1141
AD-59349.1 | A-120434.1 CCAUGUGCAUUUACCGCUC A-120435.1 GAGCGGUAAAUGCACAUGG 271-289
AD-59350.1 | A-120356.1 AGACAUGGGCCUUGUCGAU A-120357.1 AUCGACAAGGCCCAUGUCU 1223-1241
AD-59351.1 | A-120372.1 UUUUGGAGACAAAUCCCUU A-120373.1 AAGGGAUUUGUCUCCAAAA 653-671
AD-59352.1 | A-120388.1 GGAUGAGGGCUCAGAACAG A-120389.1 CUGUUCUGAGCCCUCAUCC 311-329
AD-59353.1 | A-120404.1 CGGCUUUUGCUAUGACCAA A-120405.1 UUGGUCAUAGCAAAAGCCG 469-487
AD-59354.1 | A-120420.1 AGCUCCAGCCCCUGGACUU A-120421.1 AAGUCCAGGGGCUGGAGCU 721-739
AD-59355.1 | A-120436.1 CUGAUCAGAUCCACUUCUU A-120437.1 AAGAAGUGGAUCUGAUCAG 562-580
AD-59356.1 | A-120358.1 UGCUGGUGGUCCACAUGCC A-120359.1 GGCAUGUGGACCACCAGCA 1159-1177
AD-59357.1 | A-120374.1 GCGAGAUUUAGAGGAAAGA A-120375.1 UCUUUCCUCUAAAUCUCGC 30-48
AD-59358.1 | A-120390.1 CUGCUCAUUGGCUUCUGGG A-120391.1 CCCAGAAGCCAAUGAGCAG 183-201
AD-59359.1 | A-120406.1 CCUUCAAUGAGACCUACCA A-120407.1 UGGUAGGUCUCAUUGAAGG 673-691
AD-59360.1 | A-120422.1 ACCAUUUACUUCAAGGGCC A-120423.1 GGCCCUUGAAGUAAAUGGU 867-885
AD-59587.1 | A-120438.1 GCACCUCUUCCUAUUUUUG A-120439.1 CAAAAAUAGGAAGAGGUGC 1531-1549
AD-59588.1 | A-120454.1 GUGGCUGAAGGCACCCAGG A-120455.1 CCUGGGUGCCUUCAGCCAC 1002-1020
AD-59589.1 | A-120470.1 UCCGCAUUGAGGACGGCUU A-120471.1 AAGCCGUCCUCAAUGCGGA 1183-1201
AD-59590.1 | A-120486.1 UGGACAUCUGCACAGCCAA A-120487.1 UUGGCUGUGCAGAUGUCCA 229-247
AD-59591.1 | A-120502.1 GUCCAAACUCCCAGGUAUU A-120503.1 AAUACCUGGGAGUUUGGAC 1259-1277
AD-59592.1 | A-120518.1 AGAAGGAACUCACCCCAGA A-120519.1 UCUGGGGUGAGUUCCUUCYU 1102-1120
AD-59593.1 | A-120440.1 UCUUGAGGUAAAUGAAGAA A-120441.1 UUCUUCAUUUACCUCAAGA 1331-1349

- 103 -



[0594]

[0595]

S=S45 10-2375607

AD-59594.1 | A-120456.1 AGCCCUGUGGACAUCUGCA A-120457.1 UGCAGAUGUCCACAGGGCU 222-240
AD-59595.1 | A-120472.1 CAGAGCGGCCAUCAACAAA A-120473.1 UUUGUUGAUGGCCGCUCUG 761-779
AD-59596.1 | A-120488.1 AUUUAAGUUUGACACCAUA A-120489.1 UAUGGUGUCAAACUUAAAU 530-548
AD-59597.1 | A-120504.1 UGAGAAGAGCCUGGCCAAG A-120505.1 CUUGGCCAGGCUCUUCUCA 1079-1097
AD-59598.1 | A-120520.1 UCACCAUGGUCCUCAUCUU A-120521.1 AAGAUGAGGACCAUGGUGA 1051-1069
AD-59599.1 | A-120442.1 GGAAGGAACUGUUCUACAA A-120443.1 UUGUAGAACAGUUCCUUCC 919-937
AD-59600.1 | A-120458.1 CUGGUUUUUAUAAGAGAAG A-120459.1 CUUCUCUUAUAAAAACCAG 1440-1458
AD-59601.1 | A-120474.1 CUGGGUGCCUGUAAUGACA A-120475.1 UGUCAUUACAGGCACCCAG 489-507
AD-59602.1 | A-120490.1 GUACCGCUGUUGUGAUUGC A-120491.1 GCAAUCACAACAGCGGUAC 1369-1387
AD-59603.1 | A-120506.1 UCUAUCAGCACCUGGCAGA A-120507.1 UCUGCCAGGUGCUGAUAGA 400-418
AD-59604.1 | A-120522.1 CUGGCAGAUUCCAAGAAUG A-120523.1 CAUUCUUGGAAUCUGCCAG 411-429
AD-59605.1 | A-120444.1 CGAUGUCAUUCCCUCGGAA A-120445.1 UUCCGAGGGAAUGACAUCG 812-830
AD-59606.1 | A-120460.1 GCUUCUGGGACUGCGUGAC A-120461.1 GUCACGCAGUCCCAGAAGC 193-211
AD-59607.1 | A-120476.1 CCUGUCACGGGAGCCCUGU A-120477.1 ACAGGGCUCCCGUGACAGG 211-229
AD-59608.1 | A-120492.1 AUUUACUUCAAGGGCCUGU A-120493.1 ACAGGCCCUUGAAGUAAAU 870-888
AD-59609.1 | A-120508.1 UGCUACCACUUUCUAUCAG A-120509.1 CUGAUAGAAAGUGGUAGCA 389-407
AD-59610.1 | A-120524.1 GGAACUGUCCAAGGCCAAU A-120525.1 AUUGGCCUUGGACAGUUCC 362-380
AD-59611.1 | A-120446.1 ACAAAUCCUCCAAGUUAGU A-120447.1 ACUAACUUGGAGGAUUUGU 619-637
AD-59612.1 | A-120462.1 AUUUACCGCUCCCCGGAGA A-120463.1 UCUCCGGGGAGCGGUAAAU 279-297
AD-59613.1 | A-120478.1 ACCCCUGAGUAUCUCCACG A-120479.1 CGUGGAGAUACUCAGGGGU 452-470
AD-59614.1 | A-120494.1 CACUAUCUCCACUUGCCCA A-120495.1 UGGGCAAGUGGAGAUAGUG 79-97
AD-59615.1 | A-120510.1 AAAUACAAACUACUUCCAU A-120511.1 AUGGAAGUAGUUUGUAUUU 1572-1590
AD-59616.1 | A-120526.1 CUGGUUAACACCAUUUACU A-120527.1 AGUAAAUGGUGUUAACCAG 858-876
AD-59617.1 | A-120448.1 UCAUCUUGCCCAAGCCUGA A-120449.1 UCAGGCUUGGGCAAGAUGA 1063-1081
AD-59618.1 | A-120464.1 CCUCAGAUCACACUAUCUC A-120465.1 GAGAUAGUGUGAUCUGAGG 69-87
AD-59619.1 | A-120480.1 CUGUCCUCUGGAACCUCUG A-120481.1 CAGAGGUUCCAGAGGACAG 30-Dec
AD-59620.1 | A-120496.1 CCCUGUGGAAGAUUAGCGG A-120497.1 CCGCUAAUCUUCCACAGGG 99-117
AD-59621.1 | A-120512.1 AUCUCCACGGCUUUUGCUA A-120513.1 UAGCAAAAGCCGUGGAGAU 462-480
AD-59622.1 | A-120528.1 GUGGCUGGAUGAAUUGGAG A-120529.1 CUCCAAUUCAUCCAGCCAC 1133-1151
AD-59623.1 | A-120450.1 CAAGUUAGUAUCAGCCAAU A-120451.1 AUUGGCUGAUACUAACUUG 629-647
AD-59624.1 | A-120466.1 GUGAUGACAUCACCAUGGU A-120467.1 ACCAUGGUGAUGUCAUCAC 1042-1060
AD-59625.1 | A-120482.1 UUCCAAGAAUGACAAUGAU A-120483.1 AUCAUUGUCAUUCUUGGAA 419-437
AD-59626.1 | A-120498.1 UGAUGGAGGUAUUUAAGUU A-120499.1 AACUUAAAUACCUCCAUCA 520-538
AD-59627.1 | A-120514.1 GUAUUCCAAUGUGAUAGGA A-120515.1 UCCUAUCACAUUGGAAUAC 122-140
AD-59628.1 | A-120530.1 CAGCCAAGCCGCGGGACAU A-120531.1 AUGUCCCGCGGCUUGGCUG 241-259
AD-59629.1 | A-120452.1 CAUGCCCCGCUUCCGCAUYU A-120453.1 AAUGCGGAAGCGGGGCAUG 1172-1190
AD-59630.1 | A-120468.1 AUGUGAUAGGAACUGUAAC A-120469.1 GUUACAGUUCCUAUCACAU 130-148
AD-59631.1 | A-120484.1 ACAAAUCCCUUACCUUCAA A-120485.1 UUGAAGGUAAGGGAUUUGU 661-679
AD-59632.1 | A-120500.1 AGGUUUAUCUUUUGUCCUU A-120501.1 AAGGACAAAAGAUAAACCU 163-181
AD-59633.1 | A-120516.1 AGAUCCCGGAGGCCACCAA A-120517.1 UUGGUGGCCUCCGGGAUCU 331-349
AD-59634.1 | A-120532.1 ACAUUUUCCUGUCACCCCU A-120533.1 AGGGGUGACAGGAAAAUGU 439-457
AD-59635.1 | A-120548.1 GGCCUUUCCUGGUUUUUAU A-120549.1 AUAAAAACCAGGAAAGGCC 1432-1450
AD-59636.1 | A-120564.1 UUGUGUUAAGUAAAAUGUU A-120565.1 AACAUUUUACUUAACACAA 1502-1520
AD-59637.1 | A-120534.1 CAAGGAAAAUGCAGAGCAA A-120535.1 UUGCUCUGCAUUUUCCUUG 740-758
AD-59638.1 | A-120550.1 CUGAGAAAACAUCUGAUCA A-120551.1 UGAUCAGAUGUUUUCUCAG 550-568
AD-59639.1 | A-120566.1 UUACUUCAAGGGCCUGUGG A-120567.1 CCACAGGCCCUUGAAGUAA 872-890
AD-59640.1 | A-120536.1 ACCCCAACAGGGUGACUUU A-120537.1 AAAGUCACCCUGUUGGGGU 1402-1420
AD-59641.1 | A-120552.1 CCAGGUAUUGUUGCAGAAG A-120553.1 CUUCUGCAACAAUACCUGG 1269-1287
AD-59642.1 | A-120568.1 GCCUGUGGAAGUCAAAGUU A-120569.1 AACUUUGACUUCCACAGGC 883-901
AD-59643.1 | A-120538.1 UGGAACCUCUGCGAGAUUU A-120539.1 AAAUCUCGCAGAGGUUCCA 20-38
AD-59644.1 | A-120554.1 AGCCCUGAGAACACAAGGA A-120555.1 UCCUUGUGUUCUCAGGGCU 903-921
AD-59645.1 | A-120570.1 CUCUAUGUCUCAGAUGCAU A-120571.1 AUGCAUCUGAGACAUAGAG 1299-1317
AD-59646.1 | A-120540.1 AAGACCGAAGGCCGAAUCA A-120541.1 UGAUUCGGCCUUCGGUCUU 792-810
AD-59647.1 | A-120556.1 UAAAAUGUUCUUAUUCUUU A-120557.1 AAAGAAUAAGAACAUUUUA 1512-1530
AD-59648.1 | A-120572.1 UCUGGAAAAAGGAAGGUUU A-120573.1 AAACCUUCCUUUUUCCAGA 150-168
AD-59649.1 | A-120542.1 UUCAAGGCCAACAGGCCUU A-120543.1 AAGGCCUGUUGGCCUUGAA 1419-1437
AD-59650.1 | A-120558.1 GAAGUCAAAGUUCAGCCCU A-120559.1 AGGGCUGAACUUUGACUUC 890-908
AD-59651.1 | A-120574.1 CCAUCAAUGAGCUCACUGU A-120575.1 ACAGUGAGCUCAUUGAUGG 832-850
AD-59652.1 | A-120544.1 CUCUGAACACUAUUAUCUU A-120545.1 AAGAUAAUAGUGUUCAGAG 1462-1480
AD-59653.1 | A-120560.1 UGCUGGUUAACACCAUUUA A-120561.1 UAAAUGGUGUUAACCAGCA 856-874
AD-59654.1 | A-120546.1 AGAGGAAAGAACCAGUUUU A-120547.1 AAAACUGGUUCUUUCCUCY 39-57
AD-59655.1 | A-120562.1 UGCCCAGCCCUGUGGAAGA A-120563.1 UCUUCCACAGGGCUGGGCA 92-110
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AD-59267.1 A-120250.1 GGAGAAGAAGGCAACUGAGATAT A-120251.1 CUCAGUUGCCUUCUUCUCCATdT
AD-59268.1 A-120266.1 UGACCAAGCUGGGUGCCUGTAT A-120267.1 CAGGCACCCAGCUUGGUCAdTT
AD-59269.1 A-120282.1 GGUUAACACCAUUUACUUCATAT A-120283.1 GAAGUAAAUGGUGUUAACCATAT
AD-59270.1 A-120298.1 GCUGGUUAACACCAUUUACATAT A-120299.1 GUAAAUGGUGUUAACCAGCATT
AD-59271.1 A-120314.1 UAAUGACACCCUCCAGCAAATAT A-120315.1 UUGCUGGAGGGUGUCAUUAdTAT
AD-59272.1 A-120330.1 CGUGUUCAGCAUCUAUGAUTAT A-120331.1 AUCAUAGAUGCUGAACACGATAT
AD-59273.1 A-120252.1 UUGAGGACGGCUUCAGUUUATAT A-120253.1 AAACUGAAGCCGUCCUCAATAT
AD-59274.1 A-120268.1 CGGCGUGUCUGGGAACUGUITIT A-120269.1 ACAGUUCCCAGACACGCCGATAT
AD-59275.1 A-120284.1 UUAACACCAUUUACUUCAATAT A-120285.1 UUGAAGUAAAUGGUGUUAAJTAT
AD-59276.1 A-120300.1 CCCUGAAAAGUCCAAACUCATAT A-120301.1 GAGUUUGGACUUUUCAGGGATAT
AD-59277.1 A-120316.1 CGAGAUGACCUCUAUGUCUdTAT A-120317.1 AGACAUAGAGGUCAUCUCGATAT
AD-59278.1 A-120332.1 UCUACAAGGCUGAUGGAGAdTdT A-120333.1 UCUCCAUCAGCCUUGUAGAdTIT
AD-59279.1 A-120254.1 AGCUCACUGUUCUGGUGCUTAT A-120255.1 AGCACCAGAACAGUGAGCUTAT
AD-59280.1 A-120270.1 AGGAGCAGCUGCAAGACAUTAT A-120271.1 AUGUCUUGCAGCUGCUCCUdTIT

[0596]

- 105 -



[0597]

AD-59281.1 A-120286.1 GCCACCAACCGGCGUGUCUdTAT A-120287.1 AGACACGCCGGUUGGUGGCATAT
AD-59282.1 A-120302.1 CAGAACAGAAGAUCCCGGAdTAT A-120303.1 UCCGGGAUCUUCUGUUCUGITdT
AD-59283.1 A-120318.1 CCUUGUCGAUCUGUUCAGCATdT A-120319.1 GCUGAACAGAUCGACAAGGATAT
AD-59284.1 A-120334.1 AGGCAAGUUCCGUUAUCGGATAT A-120335.1 CCGAUAACGGAACUUGCCUITAT

AD-59285.1 A-120256.1 UUUUGUCCUUGCUGCUCAUdTIT A-120257.1 AUGAGCAGCAAGGACAAAAITAT

AD-59286.1 A-120272.1 AGACCUACCAGGACAUCAGATAT A-120273.1 CUGAUGUCCUGGUAGGUCUTdT
AD-59287.1 A-120288.1 AACUGAACUGCCGACUCUAdTAT A-120289.1 UAGAGUCGGCAGUUCAGUUTAT
AD-59288.1 A-120304.1 CAUUUACUUCAAGGGCCUGATAT A-120305.1 CAGGCCCUUGAAGUAAAUGATAT
AD-59289.1 A-120320.1 CCCUGGACUUCAAGGAAAAITAT A-120321.1 UUUUCCUUGAAGUCCAGGGATAT
AD-59290.1 A-120336.1 AGCUGCAAGUACCGCUGUUTAT A-120337.1 AACAGCGGUACUUGCAGCUTAT
AD-59291.1 A-120258.1 ACACAAGGAAGGAACUGUUATIT A-120259.1 AACAGUUCCUUCCUUGUGUdTAT
AD-59292.1 A-120274.1 GCAACUGAGGAUGAGGGCUdTAT A-120275.1 AGCCCUCAUCCUCAGUUGCATAT

AD-59293.1 A-120290.1 GUAGCCAACCCUUGUGUUAATAT A-120291.1 UAACACAAGGGUUGGCUACITAT
AD-59294.1 A-120306.1 GUUUGUGAACAGAAGUAAAdTIT A-120307.1 UUUACUUCUGUUCACAAACATAT
AD-59295.1 A-120322.1 GGGUGACUUUCAAGGCCAAdTAT A-120323.1 UUGGCCUUGAAAGUCACCCATdT
AD-59296.1 A-120338.1 UUAUCGGCGCGUGGCUGAAITAT A-120339.1 UUCAGCCACGCGCCGAUAAdTAT

AD-59297.1 A-120260.1 CCACUUCUUCUUUGCCAAAITAT A-120261.1 UUUGGCAAAGAAGAAGUGGATdT
AD-59298.1 A-120276.1 AACACCAUUUACUUCAAGGATAT A-120277.1 CCUUGAAGUAAAUGGUGUUITAT
AD-59299.1 A-120292.1 GAUGGAGAGUCGUGUUCAGATAT A-120293.1 CUGAACACGACUCUCCAUCATIT

AD-59300.1 A-120308.1 CACCAUUUACUUCAAGGGCATAT A-120309.1 GCCCUUGAAGUAAAUGGUGATAT
AD-59301.1 A-120324.1 UUUACUUCAAGGGCCUGUGTAT A-120325.1 CACAGGCCCUUGAAGUAAAATAT

AD-59302.1 A-120340.1 UAAGAGAAGUUCCUCUGAAdTAT A-120341.1 UUCAGAGGAACUUCUCUUAITAT
AD-59303.1 A-120262.1 GCGGGACAUUCCCAUGAAUTAT A-120263.1 AUUCAUGGGAAUGUCCCGCATAT
AD-59304.1 A-120278.1 UGCCCCACCCUGUCCUCUGATAT A-120279.1 CAGAGGACAGGGUGGGGCAATAT
AD-59305.1 A-120294.1 UGGUUAACACCAUUUACUUITAT A-120295.1 AAGUAAAUGGUGUUAACCATAT
AD-59306.1 A-120310.1 CGGAUUGCCUCAGAUCACAITAT A-120311.1 UGUGAUCUGAGGCAAUCCGATAT
AD-59307.1 A-120326.1 CCAGGACAUCAGUGAGUUGITAT A-120327.1 CAACUCACUGAUGUCCUGGATdT
AD-59308.1 A-120342.1 CCAGUUUUCAGGCGGAUUGATAT A-120343.1 CAAUCCGCCUGAAAACUGGATAT

AD-59309.1 A-120264.1 CACCAUAUCUGAGAAAACAITAT A-120265.1 UGUUUUCUCAGAUAUGGUGTAT
AD-59310.1 A-120280.1 AAGUAAAAAUAAAUACAAACTIT A-120281.1 UUUGUAUUUAUUUUUACUUCTAT
AD-59311.1 A-120296.1 GCACCCAGGUGCUUGAGUUITAT A-120297.1 AACUCAAGCACCUGGGUGCITAT

AD-59312.1 A-120312.1 UAACACCAUUUACUUCAAGATAT A-120313.1 CUUGAAGUAAAUGGUGUUAdTAT
AD-59313.1 A-120328.1 CCUUCAAAGGUGAUGACAUATAT A-120329.1 AUGUCAUCACCUUUGAAGGATAT
AD-59314.1 A-120344.1 CAAGGCCAAUUCCCGCUUUATAT A-120345.1 AAAGCGGGAAUUGGCCUUGTT
AD-59315.1 A-120360.1 UCAGUUUGAAGGAGCAGCUTAT A-120361.1 AGCUGCUCCUUCAAACUGAITAT

AD-59316.1 A-120376.1 GGGACUGCGUGACCUGUCAdTAT A-120377.1 UGACAGGUCACGCAGUCCCATAT

AD-59317.1 A-120392.1 UCAGCCAAUCGCCUUUUUGTAT A-120393.1 CAAAAAGGCGAUUGGCUGAdTIT
AD-59318.1 A-120408.1 CCUCGGAAGCCAUCAAUGAdTAT A-120409.1 UCAUUGAUGGCUUCCGAGGATAT
AD-59319.1 A-120424.1 GACAAUGAUAACAUUUUCCATT A-120425.1 GGAAAAUGUUAUCAUUGUCTAT
AD-59320.1 A-120346.1 CUUAUUCUUUGCACCUCUUdTAT A-120347.1 AAGAGGUGCAAAGAAUAAGITAT
AD-59321.1 A-120362.1 AUUGCUGGCCGUUCGCUAAdTAT A-120363.1 UUAGCGAACGGCCAGCAAUITAT

AD-59322.1 A-120378.1 AAAUGAAGAAGGCAGUGAAdTAT A-120379.1 UUCACUGCCUUCUUCAUUULTAT
AD-59323.1 A-120394.1 UGAGUUGGUAUAUGGAGCCATAT A-120395.1 GGCUCCAUAUACCAACUCATAT

AD-59324.1 A-120410.1 UCCAGCAACUGAUGGAGGUTAT A-120411.1 ACCUCCAUCAGUUGCUGGAdTAT
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AD-59325.1 A-120426.1 AACUGUAACCUCUGGAAAAITAT A-120427.1 UUUUCCAGAGGUUACAGUUATAT
AD-59326.1 A-120348.1 UCAACAAAUGGGUGUCCAAdTAT A-120349.1 UUGGACACCCAUUUGUUGAdTAT
AD-59327.1 A-120364.1 GAUUAGCGGCCAUGUAUUCATAT A-120365.1 GAAUACAUGGCCGCUAAUCTAT
AD-59328.1 A-120380.1 GUGCUUGAGUUGCCCUUCAITAT A-120381.1 UGAAGGGCAACUCAAGCACITAT
AD-59329.1 A-120396.1 UGCAGAAGGCCGAGAUGACTAT A-120397.1 GUCAUCUCGGCCUUCUGCATAT
AD-59330.1 A-120412.1 CUAUUUUUGGUUUGUGAACATdT A-120413.1 GUUCACAAACCAAAAAUAGATAT
AD-59331.1 A-120428.1 CAGUGAAGCAGCUGCAAGUITAT A-120429.1 ACUUGCAGCUGCUUCACUGATIT
AD-59332.1 A-120350.1 GUGUCCAAUAAGACCGAAGATAT A-120351.1 CUUCGGUCUUAUUGGACACATdT
AD-59333.1 A-120366.1 AUGAAUUGGAGGAGAUGAUdTIT A-120367.1 AUCAUCUCCUCCAAUUCAUATAT
AD-59334.1 A-120382.1 AUCUAUGAUGUACCAGGAAdTIT A-120383.1 UUCCUGGUACAUCAUAGAUdTAT
AD-59335.1 A-120398.1 CCAUAAGGCAUUUCUUGAGATAT A-120399.1 CUCAAGAAAUGCCUUAUGGTAT
AD-59336.1 A-120414.1 AUGCAUUCCAUAAGGCAUUITAT A-120415.1 AAUGCCUUAUGGAAUGCAUdTAT
AD-59337.1 A-120430.1 UGGUGCUGGUUAACACCAUdTAT A-120431.1 AUGGUGUUAACCAGCACCAdTAT
AD-59338.1 A-120352.1 AUCUGUUCAGCCCUGAAAAITAT A-120353.1 UUUUCAGGGCUGAACAGAUdTAT
AD-59339.1 A-120368.1 AGAUGAUGCUGGUGGUCCAATAT A-120369.1 UGGACCACCAGCAUCAUCUdTAT
AD-59340.1 A-120384.1 AUAUGGAGCCAAGCUCCAGATdT A-120385.1 CUGGAGCUUGGCUCCAUAUITAT
AD-59341.1 A-120400.1 CCGAAUCACCGAUGUCAUUMTIT A-120401.1 AAUGACAUCGGUGAUUCGGATAT
AD-59342.1 A-120416.1 GCAGAGCAAUCCAGAGCGGATdT A-120417.1 CCGCUCUGGAUUGCUCUGCTdT
AD-59343.1 A-120432.1 ACACCAUUUACUUCAAGGGATAT A-120433.1 CCCUUGAAGUAAAUGGUGUTAT
AD-59344.1 A-120354.1 GUACCAGGAAGGCAAGUUCTIT A-120355.1 GAACUUGCCUUCCUGGUACATAT
AD-59345.1 A-120370.1 UGCCCAAGCCUGAGAAGAGITAT A-120371.1 CUCUUCUCAGGCUUGGGCAATAT
AD-59346.1 A-120386.1 UUCUUUGCCAAACUGAACUdTAT A-120387.1 AGUUCAGUUUGGCAAAGAATAT
AD-59347.1 A-120402.1 UGGCCAAGGUAGAGAAGGAdTAT A-120403.1 UCCUUCUCUACCUUGGCCAATAT
AD-59348.1 A-120418.1 UGCUGCAAGAGUGGCUGGAdTAT A-120419.1 UCCAGCCACUCUUGCAGCAdTAT
AD-59349.1 A-120434.1 CCAUGUGCAUUUACCGCUCITAT A-120435.1 GAGCGGUAAAUGCACAUGGITAT
AD-59350.1 A-120356.1 AGACAUGGGCCUUGUCGAUdTAT A-120357.1 AUCGACAAGGCCCAUGUCUdTIT
AD-59351.1 A-120372.1 UUUUGGAGACAAAUCCCUUITAT A-120373.1 AAGGGAUUUGUCUCCAAAACTAT
AD-59352.1 A-120388.1 GGAUGAGGGCUCAGAACAGITAT A-120389.1 CUGUUCUGAGCCCUCAUCCATAT
AD-59353.1 A-120404.1 CGGCUUUUGCUAUGACCAAITAT A-120405.1 UUGGUCAUAGCAAAAGCCGATAT
AD-59354.1 A-120420.1 AGCUCCAGCCCCUGGACUUTAT A-120421.1 AAGUCCAGGGGCUGGAGCUdTAT
AD-59355.1 A-120436.1 CUGAUCAGAUCCACUUCUUITAT A-120437.1 AAGAAGUGGAUCUGAUCAGATAT
AD-59356.1 A-120358.1 UGCUGGUGGUCCACAUGCCATAT A-120359.1 GGCAUGUGGACCACCAGCAATIT
AD-59357.1 A-120374.1 GCGAGAUUUAGAGGAAAGAITAT A-120375.1 UCUUUCCUCUAAAUCUCGCATAT
AD-59358.1 A-120390.1 CUGCUCAUUGGCUUCUGGGATdT A-120391.1 CCCAGAAGCCAAUGAGCAGATAT
AD-59359.1 A-120406.1 CCUUCAAUGAGACCUACCATAT A-120407.1 UGGUAGGUCUCAUUGAAGGATAT
AD-59360.1 A-120422.1 ACCAUUUACUUCAAGGGCCTdT A-120423.1 GGCCCUUGAAGUAAAUGGUATAT
AD-59587.1 A-120438.1 GCACCUCUUCCUAUUUUUGITAT A-120439.1 CAAAAAUAGGAAGAGGUGCATAT
AD-59588.1 A-120454.1 GUGGCUGAAGGCACCCAGGATAT A-120455.1 CCUGGGUGCCUUCAGCCACATAT
AD-59589.1 A-120470.1 UCCGCAUUGAGGACGGCUUdTAT A-120471.1 AAGCCGUCCUCAAUGCGGAdTAT
AD-59590.1 A-120486.1 UGGACAUCUGCACAGCCAAdTAT A-120487.1 UUGGCUGUGCAGAUGUCCAATAT
AD-59591.1 A-120502.1 GUCCAAACUCCCAGGUAUUCTAT A-120503.1 AAUACCUGGGAGUUUGGACTAT
AD-59592.1 A-120518.1 AGAAGGAACUCACCCCAGAdTAT A-120519.1 UCUGGGGUGAGUUCCUUCUdTIT
AD-59593.1 A-120440.1 UCUUGAGGUAAAUGAAGAAITAT A-120441.1 UUCUUCAUUUACCUCAAGAdTAT
AD-59594.1 A-120456.1 AGCCCUGUGGACAUCUGCAdTAT A-120457.1 UGCAGAUGUCCACAGGGCUdTAT
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AD-59595.1 A-120472.1 CAGAGCGGCCAUCAACAAAITAT A-120473.1 UUUGUUGAUGGCCGCUCUGATAT
AD-59596.1 A-120488.1 AUUUAAGUUUGACACCAUAATAT A-120489.1 UAUGGUGUCAAACUUAAAUATAT
AD-59597.1 A-120504.1 UGAGAAGAGCCUGGCCAAGATAT A-120505.1 CUUGGCCAGGCUCUUCUCAATAT
AD-59598.1 A-120520.1 UCACCAUGGUCCUCAUCUUITAT A-120521.1 AAGAUGAGGACCAUGGUGAdTIT
AD-59599.1 A-120442.1 GGAAGGAACUGUUCUACAAdTAT A-120443.1 UUGUAGAACAGUUCCUUCCATT
AD-59600.1 A-120458.1 CUGGUUUUUAUAAGAGAAGATIT A-120459.1 CUUCUCUUAUAAAAACCAGATAT
AD-59601.1 A-120474.1 CUGGGUGCCUGUAAUGACAdTAT A-120475.1 UGUCAUUACAGGCACCCAGATdT
AD-59602.1 A-120490.1 GUACCGCUGUUGUGAUUGCITT A-120491.1 GCAAUCACAACAGCGGUACATAT
AD-59603.1 A-120506.1 UCUAUCAGCACCUGGCAGAdTAT A-120507.1 UCUGCCAGGUGCUGAUAGAATAT
AD-59604.1 A-120522.1 CUGGCAGAUUCCAAGAAUGATAT A-120523.1 CAUUCUUGGAAUCUGCCAGATdT
AD-59605.1 A-120444.1 CGAUGUCAUUCCCUCGGAAdTAT A-120445.1 UUCCGAGGGAAUGACAUCGTAT
AD-59606.1 A-120460.1 GCUUCUGGGACUGCGUGACATAT A-120461.1 GUCACGCAGUCCCAGAAGCATAT
AD-59607.1 A-120476.1 CCUGUCACGGGAGCCCUGUITAT A-120477.1 ACAGGGCUCCCGUGACAGGATAT
AD-59608.1 A-120492.1 AUUUACUUCAAGGGCCUGUdTAT A-120493.1 ACAGGCCCUUGAAGUAAAUMTAT
AD-59609.1 A-120508.1 UGCUACCACUUUCUAUCAGATAT A-120509.1 CUGAUAGAAAGUGGUAGCAdTAT
AD-59610.1 A-120524.1 GGAACUGUCCAAGGCCAAUTAT A-120525.1 AUUGGCCUUGGACAGUUCCITAT
AD-59611.1 A-120446.1 ACAAAUCCUCCAAGUUAGUATAT A-120447.1 ACUAACUUGGAGGAUUUGUATAT
AD-59612.1 A-120462.1 AUUUACCGCUCCCCGGAGAdTAT A-120463.1 UCUCCGGGGAGCGGUAAAUATAT
AD-59613.1 A-120478.1 ACCCCUGAGUAUCUCCACGATAT A-120479.1 CGUGGAGAUACUCAGGGGUTAT
AD-59614.1 A-120494.1 CACUAUCUCCACUUGCCCAATAT A-120495.1 UGGGCAAGUGGAGAUAGUGTAT
AD-59615.1 A-120510.1 AAAUACAAACUACUUCCAUTAT A-120511.1 AUGGAAGUAGUUUGUAUUUATAT
AD-59616.1 A-120526.1 CUGGUUAACACCAUUUACUTAT A-120527.1 AGUAAAUGGUGUUAACCAGATAT
AD-59617.1 A-120448.1 UCAUCUUGCCCAAGCCUGAATAT A-120449.1 UCAGGCUUGGGCAAGAUGAATAT
AD-59618.1 A-120464.1 CCUCAGAUCACACUAUCUCATAT A-120465.1 GAGAUAGUGUGAUCUGAGGATAT
AD-59619.1 A-120480.1 CUGUCCUCUGGAACCUCUGATAT A-120481.1 CAGAGGUUCCAGAGGACAGITAT
AD-59620.1 A-120496.1 CCCUGUGGAAGAUUAGCGGTAT A-120497.1 CCGCUAAUCUUCCACAGGGTAT
AD-59621.1 A-120512.1 AUCUCCACGGCUUUUGCUAdTAT A-120513.1 UAGCAAAAGCCGUGGAGAUTAT
AD-59622.1 A-120528.1 GUGGCUGGAUGAAUUGGAGATAT A-120529.1 CUCCAAUUCAUCCAGCCACATAT
AD-59623.1 A-120450.1 CAAGUUAGUAUCAGCCAAUdTAT A-120451.1 AUUGGCUGAUACUAACUUGATdT
AD-59624.1 A-120466.1 GUGAUGACAUCACCAUGGUTAT A-120467.1 ACCAUGGUGAUGUCAUCACATAT
AD-59625.1 A-120482.1 UUCCAAGAAUGACAAUGAUTAT A-120483.1 AUCAUUGUCAUUCUUGGAATAT
AD-59626.1 A-120498.1 UGAUGGAGGUAUUUAAGUUATAT A-120499.1 AACUUAAAUACCUCCAUCAATAT
AD-59627.1 A-120514.1 GUAUUCCAAUGUGAUAGGAATAT A-120515.1 UCCUAUCACAUUGGAAUACATAT
AD-59628.1 A-120530.1 CAGCCAAGCCGCGGGACAUITAT A-120531.1 AUGUCCCGCGGCUUGGCUGITT
AD-59629.1 A-120452.1 CAUGCCCCGCUUCCGCAUUITAT A-120453.1 AAUGCGGAAGCGGGGCAUGITAT
AD-59630.1 A-120468.1 AUGUGAUAGGAACUGUAACATdT A-120469.1 GUUACAGUUCCUAUCACAUdTAT
AD-59631.1 A-120484.1 ACAAAUCCCUUACCUUCAAdTAT A-120485.1 UUGAAGGUAAGGGAUUUGUTAT
AD-59632.1 A-120500.1 AGGUUUAUCUUUUGUCCUUTAT A-120501.1 AAGGACAAAAGAUAAACCUITAT
AD-59633.1 A-120516.1 AGAUCCCGGAGGCCACCAAATAT A-120517.1 UUGGUGGCCUCCGGGAUCUTAT
AD-59634.1 A-120532.1 ACAUUUUCCUGUCACCCCUdTAT A-120533.1 AGGGGUGACAGGAAAAUGUATAT
AD-59635.1 A-120548.1 GGCCUUUCCUGGUUUUUAUATIT A-120549.1 AUAAAAACCAGGAAAGGCCATT
AD-59636.1 A-120564.1 UUGUGUUAAGUAAAAUGUUTAT A-120565.1 AACAUUUUACUUAACACAATIT
AD-59637.1 A-120534.1 CAAGGAAAAUGCAGAGCAAATAT A-120535.1 UUGCUCUGCAUUUUCCUUGATAT
AD-59638.1 A-120550.1 CUGAGAAAACAUCUGAUCAATAT A-120551.1 UGAUCAGAUGUUUUCUCAGATAT
AD-59639.1 A-120566.1 UUACUUCAAGGGCCUGUGGATdT A-120567.1 CCACAGGCCCUUGAAGUAAdTAT
AD-59640.1 A-120536.1 ACCCCAACAGGGUGACUUUITAT A-120537.1 AAAGUCACCCUGUUGGGGUATAT
AD-59641.1 A-120552.1 CCAGGUAUUGUUGCAGAAGATAT A-120553.1 CUUCUGCAACAAUACCUGGITAT
AD-59642.1 A-120568.1 GCCUGUGGAAGUCAAAGUUATAT A-120569.1 AACUUUGACUUCCACAGGCATAT
AD-59643.1 A-120538.1 UGGAACCUCUGCGAGAUUUdTAT A-120539.1 AAAUCUCGCAGAGGUUCCATAT
AD-59644.1 A-120554.1 AGCCCUGAGAACACAAGGAdTAT A-120555.1 UCCUUGUGUUCUCAGGGCUdTAT
AD-59645.1 A-120570.1 CUCUAUGUCUCAGAUGCAUITAT A-120571.1 AUGCAUCUGAGACAUAGAGATAT
AD-59646.1 A-120540.1 AAGACCGAAGGCCGAAUCATAT A-120541.1 UGAUUCGGCCUUCGGUCUUTAT
AD-59647.1 A-120556.1 UAAAAUGUUCUUAUUCUUUCTAT A-120557.1 AAAGAAUAAGAACAUUUUAATAT
AD-59648.1 A-120572.1 UCUGGAAAAAGGAAGGUUUATAT A-120573.1 AAACCUUCCUUUUUCCAGAdTdT
AD-59649.1 A-120542.1 UUCAAGGCCAACAGGCCUUITAT A-120543.1 AAGGCCUGUUGGCCUUGAAdTAT
AD-59650.1 A-120558.1 GAAGUCAAAGUUCAGCCCUdTAT A-120559.1 AGGGCUGAACUUUGACUUCITAT
AD-59651.1 A-120574.1 CCAUCAAUGAGCUCACUGUATAT A-120575.1 ACAGUGAGCUCAUUGAUGGITAT
AD-59652.1 A-120544.1 CUCUGAACACUAUUAUCUUTAT A-120545.1 AAGAUAAUAGUGUUCAGAGATAT
AD-59653.1 A-120560.1 UGCUGGUUAACACCAUUUAATAT A-120561.1 UAAAUGGUGUUAACCAGCAATAT
AD-59654.1 A-120546.1 AGAGGAAAGAACCAGUUUUCTIT A-120547.1 AAAACUGGUUCUUUCCUCUATAT
AD-59655.1 A-120562.1 UGCCCAGCCCUGUGGAAGAdTAT A-120563.1 UCUUCCACAGGGCUGGGCAdTAT
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[0601]

[0602]

[0603]

[0604]

[0605]

[0606]

[0607]

[0608]

[0609]

[0610]

S=S01 10-2375607

A E ) T A

HepG2 A|3Z(ATCC, Manassas, VA)¥, 10% FBS, Z~E=Eunjo]al @ ZFFEMI(ATCC)o] EZ% Eagle's Minimum
Essential Medium(ATCC)el A 5% C0,9] #917] stoll 37TCelA A AZFA~(confluence) 7HA] AFA7 3 E

Hrxglol| o3l ZHolERFE WEAIZT. 96 € ZHCEdA NE e, 99 14.8 9] Opti-MEM + 0.2
w2 Lipofectamine RNAiMax(Invitrogen, Carlsbad CA. cat # 13778-150)% 5 u02] Z} 1647] siRNA 7= 20
A71go =z EWxAAS S8, o], ERES AR A 158 5L AWl dA A, I the, oF
2.5%10 71 HepG2 AEE FHHralt 80 mo A A vl (3484 v sikVA EFEo] 7. A%
S RNA Al A 2427 < Aol dAIFH Y. AEE 20 nMAllA F=833FaL, volB AlxE 2 AD-1955, &4 ©
o B A FAF A A siRNAE EWNAFHAAZ] AE2E ZTFAZT.

DYNABEADS mRNA 2] Z]E(Invitrogen. part #: 610-12)F AF-§-3F A RNA F&]

AEE *ﬂéh 150;;@94 ﬁsﬁ/ﬁﬁ% AFANA A =, ZAF A" 7] (platform shaker) “FelA 700 rpm
L q Sd3kTh). 10 peo] A4 HI= = 80 we] &3h/
Q ATt A AREE ARGEle] A ]
, d S AAg F, gald AEE Jolde
7heta 5% EQF THFSIATE. A NS A T, A HEE, 150 we] Al $EA] AE AFES)
2 ¥ FA NS AU, o]F, 150 we] A=A ¢
) Ak, thEell, 150 w &7 &FAE AHESHA
HEE A¥eta, x8stal, 4 A . ZHEE ST dx -, 50ue] &9
AFAE HA7Fsta, 70 CTolA 5& &< st v=E 58 &< XA 283t E8 € RNAE 3
frabe 40 o] A NS Fste], T T2 96 4 ZHo|E HItslSiTt.
ABI High capacity cDNA % FIAF 7] E (Applied Biosystems. Foster City. CA. Cat #4368813)& AFS-$F cDNA $}
el

Hgule) 2 w0 10X 54, 0.8 b 25% dNTP, 2 b 9E X2}o]™, 1 4l Reverse Transcriptase, 1 ul RNase
AAA = 3.2 uo] W09 vAE WAE 10 wo] @A RNAYl H71EFITE. oDNAS 1719 dAE 53te] Bio-
Rad C-1000 & S$-1000 ME Alo]Z# (Hercules, CA)E AFEsle] AT 25Tl 108, 37CelA
120%, 85ColAl 5% 2 4ColA 4.

29 E9] PCR

2 102 cDNAE, 384 ¥ Z#|o]E(Roche cat # 04887301001)] & T 0.5 0 217+ GAPDH TagMan X2 X (Applied
Biosystems Cat #4326317E), 0.5 ¢ <17F SERPINC1 TagMan =M (Applied Biosystems cat # Hs00892758_ml)
2 540 Lightcycler 480 X2 H mu}x¥E 2l (Roche Cat #04887301001)5 &Hfi-3f+= wl2E wxo H713lict.
2 €} PCRE LC480 Real Time PCR ] (Roche)oll Al a3}ich.

A WS wEE At datel, A el HolEE AACt WEE AFSste] B8, 20ni AD-1955% E
Aoy Are FAE A4ew AFaAAT.

=1

22+ ¥A1E iRNAQ] HepG2oll Aol ©@d &3 ~3¢lo] AIE HoF
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[0611]

EAH iRNA9 20 oM Y £ 239

* 22

2

wEas p| M |EE WA

' A7

AD1955 100.4 9.1
AD-59267.1 9.3 2.7
AD-59268.1 72.2 20.3
AD-59269.1 6.9 0.4
AD-59270.1 183 5.2
AD-59271.1 27.9 7.6
AD-59272.1 13.0 11
AD-59273.1 79.4 10.9
AD-59274.1 59 11
AD-59275.1 16.1 5.5
AD-59276.1 6.1 2.2
AD-59277.1 4.4 0.9
AD-59278.1 83 0.4
AD-59279.1 12.7 4.7
AD-59280.1 4.5 L2
AD-59281.1 15.7 5.6
AD-59282.1 25.9 6.9
AD-59283.1 27.0 18.9
AD-59284.1 8.6 3.7
AD-59285.1 11.2 8%
AD-59286.1 15.2 5.0
AD-59287.1 6.9 1.8
AD-59288.1 74.5 16.5
AD-59289.1 33 1.3
AD-59290.1 13.8 25
AD-59291.1 9.4 2.8
AD-59292.1 9.5 35
AD-59293.1 25 b
AD-59294.1 4.8 1.8
AD-59295.1 11.8 72
AD-59296.1 32.4 4.9
AD-59297.1 785 105.0
AD-59298.1 76.3 10.7
AD-59299.1 4.4 0.8
AD-59300.1 322 10.8
AD-59301.1 48.5 15.2
AD-59302.1 7.2 3.0

gy
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[0612]

AD-59303.1 17.0 23
AD-59304.1 87.1 16.4
AD-59305.1 4.4 0.9
AD-59306.1 35.7 10.6
AD-59307.1 6.3 0.4
AD-59308.1 65.1 9.1
AD-59309.1 7.5 2.0
AD-59310.1 27.1 9.5
AD-59311.1 8.1 1.4
AD-59312.1 84.5 85
AD-59313.1 17.8 0.2
AD-59314.1 211 0.4
AD-59315.1 85.5 29.8
AD-59316.1 13.0 1.6
AD-59317.1 64.0 10.7
AD-59318.1 7.9 2.2
AD-59319.1 318 4.7
AD-59320.1 5.7 21
AD-59321.1 3.4 0.0
AD-59322.1 9.6 13
AD-59323.1 100.1 4.8
AD-59324.1 40.2 2.9
AD-59325.1 5.8 0.7
AD-59326.1 20.4 10.9
AD-59327.1 5.0 2.0
AD-59328.1 8.0 2.8
AD-59329.1 54.1 5.9
AD-59330.1 21.6 12.3
AD-59331.1 4.3 2.4
AD-59332.1 129 3.8
AD-59333.1 26.1 1.0
AD-59334.1 41.9 4.7
AD-59335.1 12.5 1.7
AD-59336.1 13.5 1.7
AD-59337.1 78.6 3.6
AD-59338.1 17.9 12.3
AD-59339.1 5.8 4.1
AD-59340.1 92.3 10.0
AD-59341.1 8.0 1.8
AD-59342.1 111 1.9
AD-59343.1 43.6 4.2
AD-59344.1 6.0 23
AD-59345.1 23.6 3.6
AD-59346.1 41.0 3.2
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[0613]

AD-59347.1 12.2 1.0
AD-59348.1 30.0 5.1
AD-59349.1 14.4 0.9
AD-59350.1 9.1 1.0
AD-59351.1 10.7 16
AD-59352.1 1.9 0.4
AD-59353.1 4.6 0.8
AD-59354.1 30.1 0.1
AD-59355.1 12.2 6.
AD-59356.1 63.6 11.5
AD-59357.1 112.1 20.6
AD-59358.1 23.2 3.0
AD-59359.1 75 0.8
AD-59360.1 19.2 0.5
AD-59587.1 8.4 2.7
AD-59588.1 24.8 5.7
AD-59589.1 44 1.7
AD-59590.1 13.6 13
AD-59591.1 3.1 0.5
AD-59592.1 121 2.7
AD-59593.1 7.6 35
AD-59594.1 7.5 1.6
AD-59595.1 201 2.9
AD-59596.1 73 13
AD-59597.1 61.3 6.8
AD-59598.1 244 1.6
AD-59599.1 4.3 0.4
AD-59600.1 30.1 2.8
AD-59601.1 114 0.8
AD-59602.1 6.0 0.0
AD-59603.1 19.4 2.2
AD-59604.1 58 0.6
AD-59605.1 6.5 0.3
AD-59606.1 9.9 0.6
AD-59607.1 28.0 28
AD-59608.1 66.1 8.0
AD-59609.1 84.2 9.0
AD-59610.1 8.0 17
AD-59611.1 6.6 15
AD-59612.1 315 2.7
AD-59613.1 27.6 17
AD-59614.1 20.3 0.5
AD-59615.1 12.8 14
AD-59616.1 6.8 0.3
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[0614]

AD-59617.1 13.1 0.9
AD-59618.1 5.4 0.2
AD-59619.1 59.1 5.4
AD-59620.1 63 17
AD-59621.1 18.4 1.8
AD-59622.1 9.6 1.2
AD-59623.1 87 21
AD-59624.1 136 07
AD-59625.1 12.0 1.5
AD-59626.1 14.6 1.8
AD-59627.1 7.7 6.7
AD-59628.1 76 03
AD-59629.1 55.7 8.2
AD-59630.1 20.2 58
AD-59631.1 123 01
AD-59632.1 3.1 03
AD-59633.1 20.4 2.1
AD-59634.1 3.7 0.0
AD-59635.1 161 13
AD-59636.1 130 10
AD-59637.1 14.4 4.8
AD-59638.1 sl 1.0
AD-59639.1 704 53
AD-59640.1 2.5 0.1
AD-59641.1 18.1 20
AD-59642.1 5.9 1.0
AD-59643.1 707 178
AD-59644.1 17.9 4.7
AD-59645.1 2.5 0.1
AD-59646.1 19.9 01
AD-59647.1 748 120
AD-59648.1 6.8 0.0
AD-59649.1 95.2 6.2
AD-59650.1 71.1 1.0
AD-59651.1 5.0 08
AD-59652.1 55 12
AD-59653.1 15.3 1.0
AD-59654.1 67.4 0.9
AD-59655.1 108 10

o] B 94.9 1.2
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<160> 1630

<170> KopatentIn 1.71
<210> 1

<211> 1599

<212> DNA

<213> Homo sapiens

<400> 1

tctgecccac cctgtectcet ggaacctcetg cgagatttag aggaaagaac cagttttcag 60
gcggattgece tcagatcaca ctatctccac ttgcecccagece ctgtggaaga ttagcecggeca 120
tgtattccaa tgtgatagga actgtaacct ctggaaaaag gaaggtttat cttttgtcct 180
tgctgetcat tggettcectgg gactgegtga cctgtcacgg gagecctgtg gacatctgcea 240
cagccaagcc gcecgggacatt cccatgaatc ccatgtgecat ttaccgctcc ccggagaaga 300
aggcaactga ggatgagggce tcagaacaga agatcccgga ggccaccaac cggegtgtcet 360
gggaactgtc caaggccaat tcccgetttg ctaccacttt ctatcagcac ctggcagatt 420
ccaagaatga caatgataac attttcctgt cacccctgag tatctccacg gettttgcta 480
tgaccaagct gggtgcectgt aatgacaccc tccagcaact gatggaggta tttaagtttg 540
acaccatatc tgagaaaaca tctgatcaga tccacttctt ctttgccaaa ctgaactgcc 600
gactctatcg aaaagccaac aaatcctcca agttagtatc agccaatcgce ctttttggag 660
acaaatccct taccttcaat gagacctacc aggacatcag tgagttggta tatggagcca 720
agctccagec cctggacttc aaggaaaatg cagagcaatc cagagcggec atcaacaaat 780
gggtgtccaa taagaccgaa ggccgaatca ccgatgtcat tccctcggaa gecatcaatg 840
agctcactgt tctggtgctg gttaacacca tttacttcaa gggectgtgg aagtcaaagt 900
tcagccctga gaacacaagg aaggaactgt tctacaaggce tgatggagag tcgtgttcag 960
catctatgat gtaccaggaa ggcaagttcc gttatcggeg cgtggetgaa ggcacccagg 1020
tgcttgagtt gecccttcaaa ggtgatgaca tcaccatggt cctcatcttg cccaagectg 1080
agaagagcct ggccaaggta gagaaggaac tcaccccaga ggtgcetgcaa gagtggetgg 1140
atgaattgga ggagatgatg ctggtggtcec acatgccceg cttccgeatt gaggacgget 1200
tcagtttgaa ggagcagcetg caagacatgg gecttgtcga tctgttcage cctgaaaagt 1260
ccaaactccc aggtattgtt gcagaaggcec gagatgacct ctatgtctca gatgcattcce 1320
ataaggcatt tcttgaggta aatgaagaag gcagtgaagc agctgcaagt accgetgttg 1380
tgattgctgg ccgttcgeta aaccccaaca gggtgacttt caaggccaac aggectttece 1440
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tggtttttat aagagaagtt cctctgaaca ctattatctt catgggcaga gtagccaacc 1500
cttgtgttaa gtaaaatgtt cttattcttt gcacctcttc ctatttttgg tttgtgaaca 1560
gaagtaaaaa taaatacaaa ctacttccat ctcacatta 1599
<210> 2

<211> 1545

<212> DNA

<213> Macaca mulatta

<400> 2

ggcacgagga ccatctccac ttgcccagece ctgtggaaga ttagcgacca tgtattccaa 60
tgtgatagga accgtagcct ctggaaaaag gaaggtttat cttctgtcect tgctgetcat 120
tggcctctgg gactgtatga cctgtcacgg gagcecctgtg gacatctgeca cagccaagcec 180
gcgggacatt cccatgaatc ccatgtgcat ttaccgectcc ccggagaaga aggcaactga 240
ggatgagggc tcagaacaga agatccccga ggccaccaac cggegegtcet gggaactgtce 300
caaggccaat tcccgetttg ctaccacttt ctatcagcac ctggcagatt ccaagaacga 360
caaggataac attttcctgt cacccctgag tgtctccacg gettttgeta tgaccaagcet 420
gggtgcctgt aatgacaccc tcaagcaact gatggaggta tttaagtttg acaccatatc 480
tgagaaaaca tctgatcaga tccacttctt ctttgccaaa ctgaactgcc gactctatcg 540
aaaagccaac aaatcctcca agttagtatc agccaatcge ctttttggag acaaatccct 600
taccttcaat gagacctacc aggacatcag tgagttggta tacggagcca agctccagcec 660
cctggacttc aaggaaaatg cagagcaatc cagagcggcec atcaacaaat gggtgtccaa 720
taagaccgaa ggccgaatca ccgatgtcat tcccccggaa gccatcaacg agctcactgt 780
tctggtgcetg gttaacacca tttacttcaa gggectgtgg aagtcaaagt ttagccctga 840
gaacacaagg atggaaccgt tctacaaggc tgatggagag tcgtgttcag cgtctatgat 900
gtaccaggaa ggcaagttct gttatcggeg cgtggcectgaa ggcacccagg tgcttgagtt 960
gcecttcaag ggtgatgaca tcaccatggt getcatcetg cccaagectg agaagagect 1020
gaccaaggtg gagcaggaac tcaccccaga ggtgctgcag gagtggetgg atgagttgga 1080
ggagatgatg ctggtggttc acatgecceg cttecgeatt gaggacgget tcagtttgaa 1140
ggagcagcetg caagacatgg gecttgtega tctgttcage cctgaaaagt ccaaactccce 1200
aggtattgtt gcagaaggcc gggatgacct ctatgtctcc gatgcattcc ataaggcatt 1260
tcttgaggta aatgaagaag gcagtgaagc agctgcaagt accgeccattg ggattgetgg 1320
ccgttegeta aaccccaaca gggtgacctt caaggccaac aggectttcee tggtttttat 1380
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aagagaagtt cctctgaaca ctattatctt catgggcaga gtagccaacc cttgtgtgag 1440
ctaaactgtt cttattcttt gtacctcttc ctattttggt ttgtgaatag aagtaaaaat 1500
aaatacaact actcccatct tacattaaaa aaaaaaaaaa aaaaa 1545
<210> 3

<211> 2171

<212> DNA

<213> Mus musculus

<400> 3

ataggtaatt ttagaaatag atctgatttg tatctgagac attttagtga agtggtgaga 60
tataagacat aatcagaaga catatctacc tgaagacttt aaggggagag ctccctcccec 120
cacctggcect ctggacctct cagatttagg ggaaagaacc agttttcgga gtgatcgtct 180
cagtcagcac catctctgta ggagcatcgg ccatgtattc ccctggggca ggaagtgggg 240
ctgctggtga gaggaagcett tgtctcectet ctetgetect catcggtgece ttgggetgtg 300
ctatctgtca cggaaaccct gtggacgaca tctgcatagce gaagccccga gacatcccecg 360
tgaatccctt gtgcatttac cgcectcecectg ggaagaaggce caccgaggag gatggetcag 420
agcagaaggt tccagaagcc accaaccggce gggtctggga actgtccaag gccaattcge 480
gatttgccac taacttctac cagcacctgg cagactccaa gaatgacaac gacaacattt 540
tcctgtcacce cttgagecatc tccactgett ttgctatgac caagetgggt gcectgtaacg 600
acactctcaa gcagctgatg gaggttttta aatttgatac catctccgag aagacatccg 660
accagatcca cttcttcttt gccaaactga actgccgact ctatcgaaaa gccaacaagt 720
cctctgactt ggtatcagcc aaccgecttt ttggagacaa atccctcacc ttcaacgaga 780
gctatcaaga tgttagtgag gttgtctatg gagccaagct ccageccctg gacttcaagg 840
agaatccgga gcaatccaga gtgaccatca acaactgggt agctaataag actgaaggcc 900
gcatcaaaga tgtcatccca cagggcgeca ttaacgagct cactgecectg gttcectggtta 960
acaccattta cttcaagggc ctgtggaagt caaagttcag ccctgagaac acaaggaagg 1020
aaccgttcta taaggtcgat gggcagtcat gcccagtgec tatgatgtac caggaaggcea 1080
aattcaaata ccggcgegtg gcagagggceca cccaggtget agagetgecc ttcaaggggg 1140
atgacatcac catggtgctc atcctgecca agectgagaa gagectggec aaggtggage 1200
aggagctcac cccagagctg ctgcaggagt ggetggatga getgtcagag actatgettg 1260
tggtccacat gccecegette cgcaccgagg atggettcag tctgaaggag cagetgcaag 1320
acatgggcect cattgatctc ttcagccctg aaaagtccca actcccaggg atcgttgetg 1380
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gaggcaggga

aggaaggcag
ccaatagggt
tgaacactat
atctttgcac
cacctcacga
cacttttggg

gcttttgaag

gtgaaagacc
aaacaagagg
agagggacct
caatctccca
ctcacatgca
aaaaaaaaaa
<210> 4

<211> 1561

<212> DNA

cgacctctat

tgaagcagca
gaccttcaag
tatattcatg
cttttcctac
gaatggactt
caagtgaagg

gtagaagcag

atgtctcaag
taaatatatt
taaattctca
taaagacaga
taatgttctt

a

gtctccgacg

gcgagtactt
gccaacaggce
gggagagtgg
tttggtgttt
ttccacttga
gggagcagcec

ggcggtcagg

atggtctttc
actatttcat
ttattgcccc
gattcaaata

atacacagtg

<213> Rattus norvegicus

<400> 4

cggagggatt
cccgggaata
cattggtgcc
gaagccecga
cacggaggag
actgtccaag

gaacgacaac

caagctgggt
catctccgag
ctatcgaaaa
atcccttacc

tcagccectg

gctcagcact
ggaagtgcegg
ttgggctgtg
gacatcceceg
gatgtcctag
gccaattctce

gacaacattt

gcttgtaata
aagacatccg
gccaacaagt
ttcaatgaga

gacttcaagg

gtctccacgg
ttgctggaga
ctgtctgtca
tgaaccccat
agcagaaggt
gatttgccac

tcctgtcacce

acaccctcaa
accagatcca
cctctaactt
gctatcaaga

agaatccgga

cattccacaa

ctgtcgtgat
ccttectggt
ctaatccttg
gtgaatagaa
agacgagaga
agccacggtg

agttaaggcc

tcctecccaa
cttagaggat
catactacaa
agagtattaa

tcaaaataaa

cttctctgca
gaggaagctt
tggaaaccct
gtgcatttac
tccggaagece
taacttctat

cttgagcatc

gcagctgatg
cttettettt
ggtgtcagce
cgttagtgag

gcaatccaga

agcatttctt

tactggccgg
tcttataagg
tgtgaactaa
gtaaaaataa
ctggagtaca
gcacaaacct

agttgaggct

agtagaaaag
agcaggcatc
actaaaaaac
acgttttatt

gagaaatgca

gaagcgtcca
tgtctectcet
gtggacgaca
cgcteecectg
accaaccggce
cagcacctgg

tccacggegt

gaggttttta
gccaaactga
aaccgccttt
attgtctatg

gtgaccatca

gaggtaaatg

tcactgaacc
gaagttgcac
aatattctta
atacgactgc
gatgctacac
atatcctggt

gggctgeaga

aaaaccataa
ttgaaagggt
aaacccgaat
tctcaaacca

tttttataca

ccatgtattc
ctctgctact
tctgcatagce
cgaagaaggc
gggtetggga
cagactccaa

ttgctatgac

aatttgatac
actgccgact
ttggagacaa
gagccaagct

acaactgggt
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agctaataag

cactgccctg

ccctgagaac
catgatgtac
agagatgccc
gagcctggcet
gctgteggag
tctgaaggag

actcccaggg

agecgtttctt
tactggccgg
tcttataagg
tgtgaactaa
gtaaaaataa
a

<210> 5
<211> 1599
<212> DNA

<213> Homo

<400> 5

taatgtgaga
aagaggtgca
agataatagt
aagtcaccct
cttcactgcc
ggtcatctcg

cgacaaggcce

ggggcatgtg
ctggggtgag
ccatggtgat

gccgataacg

actgaaggcc

gtgctggtta

acaaggaagg
caggaaggca
ttcaaggggg
aaggtggage
gtcatgcttg
cagctgcaag

atcattgctg

gaggtaaatg
tcactgaacc
gaagtcgcac
aatattctta

atatgactgc

sapiens

tggaagtagt
aagaataaga
gttcagagga
gttggggttt
ttcttcattt
gcecettetgea

catgtcttgc

gaccaccagc
ttecttetcet
gtcatcacct

gaacttgcect

gcatcaaaga

acaccattta

aaccattcca
aattcaaata
acgacatcac
aggaactcac
tggtccacgt
acatgggcect

aaggcaggga

aggaaggcag
ccagtagggt
tgaacactat
atctttgcac

cacctcaaaa

ttgtatttat
acattttact
acttctctta
agcgaacggce
acctcaagaa
acaatacctg

agctgctcct

atcatctcct
accttggcca

ttgaagggca

tcctggtaca

cgtcatcccc

cttcaagggc

caaagttgat
caggcgtgtg
catggtgctc
cccggagetg
geceeegette
tgttgatctc

cgacctcttt

tgaagcagca
gaccttcaag
tatattcatg
cttttectat

daaaaaaaaa

ttttacttct
taacacaagg
taaaaaccag
cagcaatcac
atgccttatg
ggagtttgga

tcaaactgaa

ccaattcatc
ggctcttete
actcaagcac

tcatagatgc

caaggagcca

ctgtggaagt

gggcagtcat
ggagagggta
atcctgccca
ctgcaggagt
cgcatcgagg
ttcagccctg

gtctccgatg

gcgagtactt
gccaacaggce
gggagagtgt
ctcggtgttt

daaaaaaaaa

gttcacaaac
gttggctact
gaaaggcctg
aacagcggta
gaatgcatct
cttttcaggg

gcegtectcea

cagccactct
aggcttgggce

ctgggtgcct

tgaacacgac

ttgatgagct

caaagttcag

geetggtgcece
cccaggtgct
agcctgagaa
ggctggatga
acagcttcag
agaagtccca

cattccacaa

ctgtcgtgat
ccttectggt
ctaatccttg
gttaatggaa

daaaaaaaaa

caaaaatagg
ctgcccatga
ttggecttga
cttgcagctg
gagacataga
ctgaacagat

atgcggaagc

tgcagcacct
aagatgagga
tcagccacgc

tctccatcag
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ccttgtagaa
tgaagtaaat

tgacatcggt

attgctctgce
tgatgtcctg
atactaactt
agaagtggat
gttgcetggag
tcaggggtga

aagtggtagc

ccgggatctt
tgcacatggg
cgtgacaggt
tttttccaga
gctgggcaag
taaatctcgc
<210> 6

<211> 1545

<212> DNA

cagttccttc
ggtgttaacc

gattcggect

attttccttg
gtaggtctca
ggaggatttg
ctgatcagat
ggtgtcatta
caggaaaatg

aaagcgggaa

ctgttctgag
attcatggga
cacgcagtcc
ggttacagtt
tggagatagt

agaggttcca

<213> Macaca mulatta

<400> 6

tttttetttt
cacaaaccaa
gctactctge
ggectgttgg
gcggtacttg
gcatcggaga

tcagggctga

tcctcaatge
cactcctgca

ttgggcagga

ttttttttta
aataggaaga
ccatgaagat
ccttgaaggt
cagctgcttc
catagaggtc

acagatcgac

ggaagcgggg
gcacctctgg

tgagcaccat

cttgtgttct
agcaccagaa

tcggtcttat

aagtccaggg
ttgaaggtaa
ttggcttttc
gttttctcag
caggcaccca
ttatcattgt

ttggccttgg

cccteatect
atgtcccgeg
cagaagccaa
cctatcacat
gtgatctgag

gaggacaggg

atgtaagatg
ggtacaaaga
aatagtgttc
caccctgttg
actgccttct
atcccggcect

aaggcccatg

catgtgaacc

ggtgagttcc

ggtgatgtca

cagggctgaa
cagtgagctc

tggacaccca

gctggagett
gggatttgtc
gatagagtcg
atatggtgtc
gettggtcat
cattcttgga

acagttccca

cagttgcctt
gettggetgt
tgagcagcaa
tggaatacat
gcaatccgcc

tggggcaga

ggagtagttg
ataagaacag
agaggaactt
gggtttageg
tcatttacct
tctgcaacaa

tcttgcagct

accagcatca
tgctccacct

tcacccttga

ctttgacttc
attgatggct

tttgttgatg

ggctccatat
tccaaaaagg
gcagttcagt
aaacttaaat
agcaaaagcc
atctgccagg

gacacgccegg

cttctceggg
gcagatgtcc
ggacaaaaga
ggccgctaat

tgaaaactgg

tatttatttt
tttagctcac
ctcttataaa
aacggccage
caagaaatgc
tacctgggag

gctcecttcaa

tctectecaa

tggtcaggct

agggcaactc

cacaggccct

tccgagggaa

geegetetgg

accaactcac
cgattggctg
ttggcaaaga
acctccatca
gtggagatac
tgctgataga

ttggtggcct

gagcggtaaa
acagggctcc
taaaccttcc
cttccacagg

ttctttecte

tacttctatt
acaagggttg
aaccaggaaa
aatcccaatg
cttatggaat
tttggacttt

actgaagccg

ctcatccagc
cttctcaggce

aagcacctgg
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gtgccttcag
cacgactctc
gacttccaca

atggcttccg

ttgatggecg
ccgtatacca
aaaaggcgat
ttcagtttgg
ttaaatacct
aaagccgtgg

gccaggtgcet

cgeeggttgg
tceggggage
atgtccacag
agaagataaa
gctaatcttce
<210> 7

<211> 2171

<212> DNA

ccacgcegecg
catcagcctt
ggcccttgaa

ggggaatgac

ctctggattg
actcactgat
tggctgatac
caaagaagaa
ccatcagttg
agacactcag

gatagaaagt

tggecteggg

ggtaaatgca

ggctceegtg

ccttectttt

cacagggctg

<213> Mus musculus

<400> 7

ttetetettt

atgcatgtga
atgggagatt
aaggtccctc
acctcttgtt
tggtctttca
ccttcaaaag

gcccaaaagt

ctcgtgaggt

ggtgcaaaga

ttgtataaaa

gtggtttgag
gattcgggtt
taccctttca
tttatggttt
ctctgcagcc
caccaggata

ggtgtagcat

ggcagtcgta

ttaagaatat

ataacagaac
gtagaacggt
gtaaatggtg

atcggtgatt

ctctgcattt
gtcctggtag
taacttggag
gtggatctga
cttgagggtg
gggtgacagg

ggtagcaaag

gatcttctgt
catgggattc
acaggtcata
tccagaggct

ggcaagtgga

atgcatttct

aaataaaacg
tgttttttag
agatgcctgc
tcttttctac
cagcctcaac
taggtttgtg

ctgtactcca

tttattttta

tttagttcac

ttgccttect
tccatccttg
ttaaccagca

cggeettegg

tccttgaagt
gtctcattga
gatttgttgg
tcagatgttt
tcattacagg
aaaatgttat

cgggaattgg

tctgagccct
atgggaatgt
cagtcccaga
acggttccta

gatggtcctce

ctttattttg

tttaatactc
tttgtagtat
tatcctctaa
tttggggagg
tggccttaac
ccaccgtgge

gtctetegte

cttctattca

acaaggatta

ggtacatcat
tgttctcagg
ccagaacagt

tcttattgga

ccaggggctg
aggtaaggga
cttttcgata
tctcagatat
cacccagctt
ccttgtegtt

ccttggacag

catcctcagt
ccecgeggett
ggccaatgag
tcacattgga

gtgce

acactgtgta

ttatttgaat
gggggcaata
gatgaaatag
agaaagacca
tcctgaccge
tggctgctcce

ttcaagtgga

Caaacaccaa

gccactctcece

agacgctgaa
gctaaacttt
gagctcgttg

cacccatttg

gagcttggct
tttgtctcca
gagtcggcag
ggtgtcaaac
ggtcatagca
cttggaatct

ttcccagacg

tgecttette
ggctgtgcag
cagcaaggac

atacatggtc

taagaacatt

ctctgtettt
atgagaattt
taatatattt
tcttgagaca
cctgecttcta
cectteactt

aaagtccatt

agtaggaaaa

ccatgaatat
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aatagtgttc
caccctattg
actgccttcc
gtcectgect

gaggcccatg

catgtggacc
ggtgagctcc
ggtgatgtca
gtatttgaat
atagaacggt
gtaaatggtg

atctttgatg

ctccggattc
atcttgatag
caagtcagag
gtggatctgg
cttgagagtg
gggtgacagg

agtggcaaat

aaccttctgce
caagggattc
gtgacagata
ctcaccagca
ggtgctgact
gaggccaggt

tatgtcttat

aaattaccta
<210> 8
<211> 1561

<212> DNA

agtgcaactt
gggttcagtg
tcatttacct
ccagcaacga

tcttgcagct

acaagcatag
tgctccacct
tcceecttga
ttgecttect
tcettecttg
ttaaccagaa

cggecttcag

tccttgaagt
ctctegttga
gacttgttgg
tcggatgtct
tcgttacagg
aaaatgttgt

cgcgaattgg

tctgagccat
acggggatgt
gcacagccca
gceccacttce
gagacgatca
g8gggaggga

atctcaccac

cccttataag
accggccagt
caagaaatgc
tcecctgggag

gctecttcag

tctctgacag
tggccaggct
agggcagctc
ggtacatcat
tgttctcagg
ccagggcagt

tcttattagce

ccaggggctg
aggtgaggga
cttttcgata
tctcggagat
cacccagctt
cgttgtcatt

ccttggacag

ccteecteggt
ctcggggcett
aggcaccgat
ctgcecccagg
ctccgaaaac
gctcteecect

ttcactaaaa

<213> Rattus norvegicus

aaccaggaag
aatcacgaca
tttgtggaat
ttgggacttt

actgaagcca

ctcatccagc
cttctcaggce
tagcacctgg
aggcactggg
gctgaacttt
gagctcgtta

tacccagttg

gagcttggct
tttgtctcca
gagtcggcag
ggtatcaaat
ggtcatagca
cttggagtct

ttcccagacc

ggccttette
cgctatgcag
gaggagcaga
ggaatacatg
tggttcttte
taaagtcttc

tgtctcagat

ggeetgttgg
gaagtactcg
gcgtcggaga
tcagggctga

tceteggtge

cactcctgca
ttgggcagga
gtgccectetg
catgactgcc
gacttccaca
atggcgccct

ttgatggtca

ccatagacaa
aaaaggcggt
ttcagtttgg
ttaaaaacct
aaagcagtgg
gccaggtgcet

cgeeggttgg

ccagggegagce
atgtcgtcca
gagaggagac
gccegatgetce
ccctaaatct
aggtagatat

acaaatcaga

ccttgaaggt
ctgctgcttc
catagaggtc
agagatcaat

g8aagcgesy

gcagctctgg
tgagcaccat
ccacgcgeeg
catcgacctt
ggcccttgaa
gtgggatgac

ctctggattg

cctcactaac
tggctgatac
caaagaagaa
ccatcagctg
agatgctcaa
ggtagaagtt

tggcttctgg

ggtaaatgca
cagggtttcc
aaagcttcct
ctacagagat
gagaggtcca
gtcttctgat

tctatttcta
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<400> 8

teettteett
cttccattaa
acaaggatta
aaccaggaag

aatcacgaca

tttgtggaat
ttgggacttc
actgaagctg
ctcatccagc
cttctcaggce
tagcacctgg

gggcaccagg

gctgaacttt
gagctcatca
tacccagttg
aagcttggct
tttgtctcca
gagtcggcag

ggtatcaaat

ggtcatagca
cttggagtct
ttcccagacc
ggccttette
cgctatgcag
gagtagcaga

ggaatacatg

g
<210> 9
<211> 16

<212> PRT

tttttteett
caaacaccga
gacactctcc

ggeetgttgg

gaagtactcg

gcatcggaga
tcagggctga
tcctegatge
cactcctgca
ttgggcagga
gtaccctctce

catgactgcc

gacttccaca
atggctcctt
ttgatggtca
ccatagacaa
aaaaggcggt
ttcagtttgg

ttaaaaacct

aacgccgtgg
gccaggtgcet
cgecggttgg
gcaggggage
atgtcgtcca
gagaggagac

gtggacgcett

teettteett
gataggaaaa
ccatgaatat
ccttgaaggt

ctgctgcttc

caaagaggtc
agagatcaac
ggaagcggeg
gcagctcegg
tgagcaccat
ccacacgcct

catcaacttt

ggcccttgaa
gggggatgac
ctctggattg
tctcactaac
tggctgacac
caaagaagaa

ccatcagctg

agatgctcaa
gatagaagtt
tggctteegg
ggtaaatgca
cagggtttcc
aaagcttcct

ctgcagagaa

tttttgaggt
ggtgcaaaga
aatagtgttc
caccctactg

actgccttcc

gtcectgect
aaggcccatg
cacgtggacc
ggtgagttcc
ggtgatgtcg
gtatttgaat

gtggaatggt

gtaaatggtg
gtctttgatg
ctccggattc
gtcttgatag
caagttagag
gtggatctgg

cttgagggtg

gggtgacagg
agtggcaaat
aaccttctgce
catggggttc
atgacagaca
ctctccagca

gecgtggaga

ggcagtcata
ttaagaatat
agtgcgactt
gggttcagtg

tcatttacct

tcagcaatga
tcttgcagct
acaagcatga
tgctccacct
tcceecttga
ttgccttect

tcettecttg

ttaaccagca
cggecttcag
tccttgaagt
ctctcattga
gacttgttgg
tcggatgtct

ttattacaag

aaaatgttgt
cgagaattgg
tctaggacat
acggggatgt
gcacagccca
accgcacttc

cagtgctgag

tttattttta
tttagttcac
cccttataag
accggccagt

caagaaacgc

tccectgggag
gctcecttcecag
cctcecgacag
tagccaggct
agggcatctc
ggtacatcat

tgttctcagg

ccagggcagt
tcttattagce
ccaggggctg
aggtaaggga
cttttcgata
tctcggagat

cacccagctt

cgttgtcgtt
ccttggacag
cctectecegt
ctcggggcett
aggcaccaat
ctattcccgg

caatccctcce
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<213> Unknown
<220><223> Description of Unknown: Exemplary
hydrophobic membrane translocation peptide
<400> 9
Ala Ala Val Ala Leu Leu Pro Ala Val Leu Leu Ala Leu Leu Ala Pro
1 5 10 15
<210> 10
<211> 11
<212> PRT
<213> Unknown
<220><223> Description of Unknown: RFGF
analogue peptide
<400> 10

Ala Ala Leu Leu Pro Val Leu Leu Ala Ala Pro

1 5 10

<210> 11

<211> 13

<212> PRT

<213> Human immunodeficiency virus

<400> 11

Gly Arg Lys Lys Arg Arg Gln Arg Arg Arg Pro Pro Gln

1 5 10

<210> 12

<211> 16

<212> PRT

<213> Drosophila sp.

<400> 12

Arg Gln Ile Lys Ile Trp Phe Gln Asn Arg Arg Met Lys Trp Lys Lys
1 5 10 15
<210> 13

<211> 21

<212> DNA

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence: Synthetic

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 13

cuuacgcuga guacuucgat t 21

<210> 14

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 14

ucgaaguacu cagcguaagt t 21

<210> 15
<211> 19
<212> RNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<400> 15
cccuguggac aucugcaca 19
<210> 16
<211> 19
<212> RNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<400> 16
cuaccacuuu cuaucagca 19

<210> 17
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<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 17
cuaucgaaaa gccaacaaa
<210> 18
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 18
ggacuucaag gaaaaugca
<210> 19
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 19
guuaacacca uuuacuuca
<210> 20
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 20
ccugguuuuu auaagagaa
<210> 21

<211> 19

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 21

gacauuccca ugaauccca

<210> 22
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 22
caccuggcag auuccaaga
<210> 23
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 23
cgaaaagcca acaaauccu
<210> 24
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 24
gaaaaugcag agcaaucca
<210> 25
<211> 19

<212> RNA

oin
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Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 25

ggccugugga agucaaagu

<210> 26

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

oligonucleotide

<400> 26

gaaguuccuc ugaacacua

<210> 27

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 27

ccaugaaucc caugugcau

<210> 28

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 28

caacugaugg agguauuua

<210> 29
<211> 19
<212> RNA

<213> Artificial Sequence

. Synthetic

. Synthetic

. Synthetic

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

<400> 29

ccaaguuagu aucagccaa

<210> 30

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 30

cggccaucaa caaaugggu

<210> 31

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 31

gaggacggcu ucaguuuga

<210> 32

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 32

ccucugaaca cuauuaucu

<210> 33

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

. Synthetic

. Synthetic

. Synthetic

. Synthetic

. Synthetic
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oligonucleotide
<400> 33
caugaauccc augugcauu
<210> 34
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 34
gauggaggua uuuaaguuu
<210> 35
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 35

guaucagcca aucgccuuu

<210> 36
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 36
ggguguccaa uaagaccga
<210> 37
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 37

omn
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19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic
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cagcccugaa aaguccaaa
<210> 38

<211> 19

<212> RNA

<213> Artificial Sequence

oin
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19

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

oligonucleotide
<400> 38
cccaugugea uuuaccgeu
<210> 39
<211> 19
<212> RNA

<213> Artificial Sequence

19

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

oligonucleotide
<400> 39
guauuuaagu uugacacca
<210> 40
<211> 19
<212> RNA

<213> Artificial Sequence

19

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

oligonucleotide
<400> 40
gacaaauccc uuaccuuca
<210> 41
<211> 19
<212> RNA

<213> Artificial Sequence

19

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

oligonucleotide
<400> 41

cuguucuggu gcugguuaa

19
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<210> 42
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 42

CCaaacuccc agguauugu

<210> 43
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 43
ccegeuuuge uaccacuuu
<210> 44
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 44
cuuaccuuca augagaccu
<210> 45
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 45
cuggugcugg uuaacacca

<210> 46
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Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 46
caaacuccca gguauuguu
<210> 47
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 47
geuuugcuac cacuuucua
<210> 48
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 48
ccuaccagga caucaguga
<210> 49
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 49

ggugcugguu aacaccauu

<210> 50

<211> 19
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Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 50
geeguucgeu aaaccccaa
<210> 51
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 51
ggacaucagu gaguuggua
<210> 52
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 52
gugcugguua acaccauuu
<210> 53
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 53
gccuuuccug guuuuuaua
<210> 54
<211> 19
<212> RNA

<213> Artificial Sequence
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Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<220><223> Description of Artificial Sequence

oligonucleotide

<400> 54

cuuuugcuau gaccaagceu

<210> 55

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 55

uguaccagga aggcaaguu

<210> 56

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 56

acuauuaucu ucaugggca

<210> 57

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 57

ucaugggcag aguagccaa

<210> 58

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

. Synthetic

. Synthetic

. Synthetic

. Synthetic

. Synthetic
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oligonucleotide
<400> 58
ccauuuacuu caagggecu
<210> 59
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 59
uacuucaagg gccugugga
<210> 60
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 60
acuucaaggg ccuguggaa
<210> 61
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 61
cgacucuauc gaaaagcca
<210> 62
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic
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<400> 62

aacugccgac ucuaucgaa

<210> 63

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 63

acugccgacu cuaucgaaa

<210> 64

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 64

gacucuaucg aaaagccaa

<210> 65

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 65

ucuucuuuge caaacugaa

<210> 66

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 66

. Synthetic

. Synthetic

. Synthetic

. Synthetic
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ugccaaacug aacugccga
<210> 67

<211> 19

<212> RNA

<213> Artificial Sequence

oin
1]
Jm
el

19

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

oligonucleotide
<400> 67
ccaaacugaa cugccgacu
<210> 68
<211> 19
<212> RNA

<213> Artificial Sequence

19

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

oligonucleotide
<400> 68
acugaacugc cgacucuau
<210> 69
<211> 19
<212> RNA

<213> Artificial Sequence

19

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

oligonucleotide
<400> 69
gaacugccga cucuaucga
<210> 70
<211> 19
<212> RNA

<213> Artificial Sequence

19

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

oligonucleotide
<400> 70

cugccgacuc uaucgaaaa

19
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<210> 71
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 71
cugguuaaca ccauuuacu
<210> 72
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 72
ugugcagaug uccacaggg
<210> 73
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 73
ugcugauaga aagugguag
<210> 74
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 74
uuuguuggeu uuucgauag
<210> 75

<211> 19

omn
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Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 75
ugcauuuucc uugaagucc
<210> 76
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 76
ugaaguaaau gguguuaac
<210> 77
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 77

uucucuuaua aaaaccagg

<210> 78
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 78
ugggauucau gggaauguc
<210> 79
<211> 19

<212> RNA
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Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 79

ucuuggaauc ugccaggug

<210> 80

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 80

aggauuuguu ggcuuuucg

<210> 81

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 81

uggauugcuc ugcauuuuc

<210> 82

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

oligonucleotide
<400> 82
acuuugacuu ccacaggec
<210> 83
<211> 19
<212> RNA

<213> Artificial Sequence

. Synthetic

. Synthetic

. Synthetic

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

<400> 83

uaguguucag aggaacuuc

<210> 84

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 84

augcacaugg gauucaugg

<210> 85

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 85

uaaauaccuc caucaguug

<210> 86

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 86

uuggcugaua cuaacuugg

<210> 87

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

. Synthetic

. Synthetic

. Synthetic

. Synthetic

. Synthetic
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oligonucleotide
<400> 87
acccauuugu ugauggeceg
<210> 88
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 88
ucaaacugaa gccguccuc
<210> 89
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 89
agauaauagu guucagagg
<210> 90
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 90
aaugcacaug ggauucaug
<210> 91
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 91
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19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic
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aaacCuuaaau accuccauc

<210> 92

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 92

aaaggcgauu ggeugauac

<210> 93

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 93

ucggucuuau uggacacce

<210> 94

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 94

uuuggacuuu ucagggeug

<210> 95

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 95

agcgguaaau gcacauggg

. Synthetic

. Synthetic

. Synthetic

. Synthetic
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<210> 96
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 96
uggugucaaa cuuaaauac
<210> 97
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 97
ugaagguaag ggauuuguc
<210> 98
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 98

uuaaccagca ccagaacag

<210> 99
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 99
acaauaccug ggaguuugg

<210> 100
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Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 100
aaagugguag caaagcggg
<210> 101
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 101
aggucucauu gaagguaag
<210> 102
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 102
ugguguuaac cagcaccag
<210> 103
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 103
aacaauaccu gggaguuug
<210> 104

<211> 19

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 104
uagaaagugg uagcaaage
<210> 105
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 105

ucacugaugu ccugguagg

<210> 106
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 106
aaugguguua accagcacc
<210> 107
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 107
uugggguuua gcgaacgge
<210> 108
<211> 19

<212> RNA
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Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 108
uaccaacuca cugaugucc
<210> 109
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 109
aaaugguguu aaccagcac
<210> 110
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 110
uauaaaaacc aggaaagge
<210> 111
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 111
agcuugguca uagcaaaag
<210> 112
<211> 19
<212> RNA

<213> Artificial Sequence
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Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<220><223> Description of Artificial Sequence
oligonucleotide
<400> 112

aacuugccuu ccugguaca

<210> 113

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 113

ugcccaugaa gauaauagu

<210> 114

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 114

uuggcuacuc ugeccauga

<210> 115

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 115

aggcccuuga aguaaaugg

<210> 116

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

. Synthetic

. Synthetic

. Synthetic

. Synthetic

. Synthetic
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oligonucleotide
<400> 116
uccacaggcc cuugaagua
<210> 117
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 117
uuccacagge ccuugaagu
<210> 118
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 118
uggcuuuucg auagagucg
<210> 119
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 119

uucgauagag ucggcaguu

<210> 120
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
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19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic
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<400> 120

uuucgauaga gucggcagu

<210> 121

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 121

uuggcuuuuc gauagaguc

<210> 122

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 122

uucaguuugg caaagaaga

<210> 123

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 123

ucggcaguuc aguuuggca

<210> 124

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

oligonucleotide

<400> 124

. Synthetic

. Synthetic

. Synthetic

. Synthetic
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agucggcagu ucaguuugg
<210> 125

<211> 19

<212> RNA

<213> Artificial Sequence
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19

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

oligonucleotide
<400> 125
auagagucgg caguucagu
<210> 126
<211> 19
<212> RNA

<213> Artificial Sequence

19

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

oligonucleotide
<400> 126

ucgauagagu cggcaguuc

<210> 127
<211> 19
<212> RNA

<213> Artificial Sequence

19

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

oligonucleotide
<400> 127
uuuucgauag agucggeag
<210> 128
<211> 19
<212> RNA

<213> Artificial Sequence

19

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

oligonucleotide
<400> 128
aguaaauggu guuaaccag

<210> 129

19
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<211> 21
<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 129

cccuguggac aucugcacat t 21

<210> 130

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 130

cuaccacuuu cuaucagcat t 21

<210> 131

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 131

cuaucgaaaa gccaacaaat t 21

<210> 132

<211> 21

<212> DNA

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 132
ggacuucaag gaaaaugcat t 21
<210> 133
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 133
guuaacacca uuuacuucat t 21
<210> 134
<211> 21
<212> DNA
<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 134

ccugguuuuu auaagagaat t 21

<210> 135

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
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oligonucleotide
<400> 135

gacauuccca ugaaucccat t 21

<210> 136

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 136

caccuggcag auuccaagat t 21

<210> 137

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide

<400> 137

cgaaaagcca acaaauccut t 21

<210> 138

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 138

gaaaaugcag agcaauccat t 21
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<210> 139

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 139

ggccugugga agucaaagut t 21

<210> 140

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 140

gaaguuccuc ugaacacuat t 21

<210> 141

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 141

ccaugaaucc caugugcaut t 21

<210> 142

<211> 21

<212> DNA
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<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 142
caacugaugg agguauuuat t 21
<210> 143
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 143
ccaaguuagu aucagccaat t 21
<210> 144
<211> 21
<212> DNA
<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 144

cggccaucaa caaaugggut t 21

<210> 145

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide
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<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 145

gaggacggcu ucaguuugat t 21

<210> 146

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 146

ccucugaaca cuauuaucut t 21

<210> 147

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide

<400> 147

caugaauccc augugcauut t 21

<210> 148

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 148
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gauggaggua uuuaaguuut t 21
<210> 149

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 149

guaucagcca aucgccuuut t 21

<210> 150

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 150

ggguguccaa uaagaccgat t 21

<210> 151

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 151

cagcccugaa aaguccaaat t 21

<210> 152

<211> 21
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<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 152
cccaugugca uuuaccgcut t 21
<210> 153
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 153
guauuuaagu uugacaccat t 21
<210> 154
<211> 21
<212> DNA
<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 154

gacaaauccc uuaccuucat t 21

<210> 155

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 155

cuguucuggu gcugguuaat t 21

<210> 156

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 156

ccaaacuccc agguauugut t 21

<210> 157

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 157
cccgeuuuge uaccacuuut t 21
<210> 158
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
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<400> 158

cuuaccuuca augagaccut t 21
<210> 159

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 159

cuggugcugg uuaacaccat t 21

<210> 160

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 160

caaacuccca gguauuguut t 21

<210> 161

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 161

gcuuugcuac cacuuucuat t 21

<210> 162
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<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 162
ccuaccagga caucagugat t 21
<210> 163
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 163
ggugcugguu aacaccauut t 21
<210> 164
<211> 21
<212> DNA
<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 164

gceguucgcu aaaccccaat t 21

<210> 165

<211> 21

<212> DNA

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 165

ggacaucagu gaguugguat t 21

<210> 166

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 166

gugcugguua acaccauuut t 21

<210> 167

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 167
gccuuuccug guuuuuauat t 21
<210> 168
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
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oligonucleotide
<400> 168
cuuuugcuau gaccaagcut t 21
<210> 169
<211> 21
<212> DNA
<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 169

uguaccagga aggcaaguut t 21

<210> 170

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 170

acuauuaucu ucaugggcat t 21

<210> 171

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 171

ucaugggcag aguagccaat t 21
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<210> 172

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 172
ccauuuacuu caagggccut t 21
<210> 173
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 173
uacuucaagg gccuguggat t 21
<210> 174
<211> 21
<212> DNA
<213> Artificial Sequence

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

oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 174
acuucaaggg ccuguggaat t 21
<210> 175
<211> 21

<212> DNA
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<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 175

cgacucuauc gaaaagccat t 21

<210> 176

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 176

aacugccgac ucuaucgaat t 21

<210> 177

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 177
acugccgacu cuaucgaaat t 21
<210> 178
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic

oligonucleotide
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<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 178

gacucuaucg aaaagccaat t 21

<210> 179

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 179

ucuucuuugc caaacugaat t 21

<210> 180

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 180

ugccaaacug aacugccgat t 21

<210> 181

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 181
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ccaaacugaa cugccgacut t 21
<210> 182
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 182
acugaacugc cgacucuaut t 21
<210> 183
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 183
gaacugccga cucuaucgat t 21
<210> 184
<211> 21
<212> DNA
<213> Artificial Sequence

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

oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 184
cugccgacuc uaucgaaaat t 21
<210> 185

<211> 21
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<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 185

cugguuaaca ccauuuacut t 21

<210> 186

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 186

ugugcagaug uccacagggt t 21

<210> 187

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 187
ugcugauaga aagugguagt t 21
<210> 188
<211> 21
<212> DNA
<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 188

uuuguuggcu uuucgauagt t 21

<210> 189

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 189

ugcauuuucc uugaagucct t 21

<210> 190

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 190

ugaaguaaau gguguuaact t 21

<210> 191

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
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<400> 191
uucucuuaua aaaaccaggt t 21
<210> 192
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 192
ugggauucau gggaauguct t 21
<210> 193
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 193
ucuuggaauc ugccaggugt t 21
<210> 194
<211> 21
<212> DNA
<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 194

aggauuuguu ggcuuuucgt t 21

<210> 195
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<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 195

uggauugcuc ugcauuuuct t 21

<210> 196

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 196

acuuugacuu ccacaggcct t 21

<210> 197

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 197
uaguguucag aggaacuuct t 21
<210> 198
<211> 21
<212> DNA

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 198

augcacaugg gauucauggt t 21

<210> 199

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 199

uaaauaccuc caucaguugt t 21

<210> 200

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 200

uuggcugaua cuaacuuggt t 21

<210> 201

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
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oligonucleotide
<400> 201
acccauuugu ugauggecegt t 21
<210> 202
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 202
ucaaacugaa gccguccuct t 21
<210> 203
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 203
agauaauagu guucagaggt t 21
<210> 204
<211> 21
<212> DNA
<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 204

aaugcacaug ggauucaugt t 21
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<210> 205

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 205

aaacuuaaau accuccauct t 21

<210> 206

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 206

aaaggcgauu ggcugauact t 21

<210> 207

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 207
ucggucuuau uggacaccct t 21
<210> 208
<211> 21

<212> DNA
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<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 208

uuuggacuuu ucagggcugt t 21

<210> 209

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 209

agcgguaaau gcacaugggt t 21

<210> 210

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 210

uggugucaaa cuuaaauact t 21

<210> 211

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide
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<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 211

ugaagguaag ggauuuguct t 21

<210> 212

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 212
uuaaccagca ccagaacagt t 21
<210> 213
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 213
acaauaccug ggaguuuggt t 21
<210> 214
<211> 21
<212> DNA
<213> Artificial Sequence

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

oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 214
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aaagugguag caaagcgggt t 21

<210> 215

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 215

aggucucauu gaagguaagt t 21

<210> 216

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 216

ugguguuaac cagcaccagt t 21

<210> 217

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 217
aacaauaccu gggaguuugt t 21
<210> 218

<211> 21
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<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 218

uagaaagugg uagcaaagct t 21

<210> 219

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 219

ucacugaugu ccugguaggt t 21

<210> 220

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 220

aaugguguua accagcacct t 21

<210> 221

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 221

uugggguuua gcgaacgget t 21

<210> 222

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 222
uaccaacuca cugaugucct t 21
<210> 223
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 223
aaaugguguu aaccagcact t 21
<210> 224
<211> 21
<212> DNA
<213> Artificial Sequence

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

oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
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<400> 224

uauaaaaacc aggaaaggct t 21

<210> 225

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 225

agcuugguca uagcaaaagt t 21

<210> 226

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 226

aacuugccuu ccugguacat t 21

<210> 227

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 227
ugcccaugaa gauaauagut t 21

<210> 228
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<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 228

uuggcuacuc ugcccaugat t 21

<210> 229

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 229

aggcccuuga aguaaauggt t 21

<210> 230

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 230

uccacaggcc cuugaaguat t 21

<210> 231
<211> 21
<212> DNA

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 231

uuccacaggce ccuugaagut t 21

<210> 232

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 232
uggcuuuucg auagagucgt t 21
<210> 233
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 233
uucgauagag ucggcaguut t 21
<210> 234
<211> 21
<212> DNA
<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
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oligonucleotide

<400> 234

uuucgauaga gucggcagut t 21

<210> 235

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 235

uuggcuuuuc gauagaguct t 21

<210> 236

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 236

uucaguuugg caaagaagat t 21

<210> 237

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 237

ucggcaguuc aguuuggcat t 21
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<210> 238

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 238

agucggcagu ucaguuuggt t 21

<210> 239

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 239

auagagucgg caguucagut t 21

<210> 240

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 240

ucgauagagu cggcaguuct t 21

<210> 241
<211> 21

<212> DNA
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<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 241

uuuucgauag agucggcagt t 21

<210> 242

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 242
aguaaauggu guuaaccagt t 21
<210> 243
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 243
cuaucgaaaa gccaacaaat t 21
<210> 244
<211> 21
<212> DNA
<213> Artificial Sequence

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

oligonucleotide
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<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 244

cuaucgaaaa gccaacaaat t 21

<210> 245

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 245

cuaucgaaaa gccaacaaat t 21

<210> 246

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 246

cuaucgaaaa gccaacaaat t 21

<210> 247

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide

<400> 247
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cuaucgaaaa gccaacaaat t 21

<210> 248

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 248

cuaucgaaaa gccaacaaat t 21

<210> 249

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 249

cuaucgaaaa gccaacaaat t 21

<210> 250

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 250

cuaucgaaaa gccaacaaat t 21

<210> 251

<211> 21
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<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 251

cuaucgaaaa gccaacaaat t 21

<210> 252

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 252
cuaucgaaaa gccaacaaat t 21
<210> 253
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 253
cuaucgaaaa gccaacaaat t 21
<210> 254
<211> 21
<212> DNA
<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 254

cuaucgaaaa gccaacaaat t 21

<210> 255

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 255

cuaucgaaaa gccaacaaat t 21

<210> 256

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 256

ccaugaaucc caugugcaut t 21

<210> 257

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
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<400> 257

ccaugaaucc caugugcaut t 21

<210> 258

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 258

ccaugaaucc caugugcaut t 21

<210> 259

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 259

ccaugaaucc caugugcaut t 21

<210> 260

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 260

ccaugaaucc caugugcaut t 21

<210> 261
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<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 261

ccaugaaucc caugugcaut t 21

<210> 262

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 262
ccaugaaucc caugugcaut t 21
<210> 263
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 263
ccaugaaucc caugugcaut t 21
<210> 264
<211> 21
<212> DNA

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence: Synthetic

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 264

ccaugaaucc caugugcaut t 21

<210> 265

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 265

ccaugaaucc caugugcaut t 21

<210> 266

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 266

ccaugaaucc caugugcaut t 21

<210> 267

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide
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<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 267
ccaugaaucc caugugcaut t 21
<210> 268
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 268
ccaugaaucc caugugcaut t 21
<210> 269
<211> 21
<212> DNA
<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 269

cugccgacuc uaucgaaaat t 21

<210> 270

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 270
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cugccgacuc uaucgaaaat t 21

<210> 271

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 271

cugccgacuc uaucgaaaat t 21

<210> 272

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 272
cugccgacuc uaucgaaaat t 21
<210> 273
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 273
cugccgacuc uaucgaaaat t 21
<210> 274

<211> 21
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<212> DNA
<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 274

cugccgacuc uaucgaaaat t 21

<210> 275

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 275

cugccgacuc uaucgaaaat t 21

<210> 276

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 276

cugccgacuc uaucgaaaat t 21

<210> 277

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 277
cugccgacuc uaucgaaaat t 21
<210> 278
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 278
cugccgacuc uaucgaaaat t 21
<210> 279
<211> 21
<212> DNA
<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 279

cugccgacuc uaucgaaaat t 21

<210> 280

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
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<400> 280

cugccgacuc uaucgaaaat t 21

<210> 281

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 281

cugccgacuc uaucgaaaat t 21

<210> 282

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 282
ucuucuuugc caaacugaat t 21
<210> 283
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 283
ucuucuuugc caaacugaat t 21

<210> 284

- 244 -

10-2375607



oin
1]
Jm
el

<211> 21
<212> DNA
<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 284

ucuucuuugc caaacugaat t 21

<210> 285

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 285

ucuucuuugc caaacugaat t 21

<210> 286

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 286

ucuucuuugc caaacugaat t 21

<210> 287

<211> 21

<212> DNA

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 287
ucuucuuugc caaacugaat t 21
<210> 288
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 288
ucuucuuugc caaacugaat t 21
<210> 289
<211> 21
<212> DNA
<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 289

ucuucuuugc caaacugaat t 21

<210> 290

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
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oligonucleotide
<400> 290

ucuucuuugc caaacugaat t 21

<210> 291

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 291

ucuucuuugc caaacugaat t 21

<210> 292

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide

<400> 292

ucuucuuugc caaacugaat t 21

<210> 293

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 293

ucuucuuugc caaacugaat t 21
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<210> 294
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 294
gguuaacacc auuuacuuca a
<210> 295
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 295
uaguaucagc caaucgccuu u
<210> 296
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 296

cgcuuugcua ccacuuucua u

<210> 297
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 297
cuuugcuacc acuuucuauc a

<210> 298
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Synthetic

21
Synthetic

21
Synthetic

21
Synthetic

21
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<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 298
aucgaaaagc caacaaaucc u
<210> 299
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 299
ucccaugaau cccaugugea u
<210> 300
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 300
uaaggcauuu cuugagguaa a
<210> 301
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 301
gcaacugaug gagguauuua a
<210> 302

<211> 21
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Synthetic

21
Synthetic

21
Synthetic

21
Synthetic

21
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 302
uuuaaguuug acaccauauc u
<210> 303
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 303

cCaugaaucc caugugcauu u

<210> 304
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 304
ugcugguuaa caccauuuac u
<210> 305
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 305
ucuaucgaaa agccaacaaa u
<210> 306
<211> 21

<212> RNA
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Synthetic

21
Synthetic

21
Synthetic

21
Synthetic

21
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 306
uuccegeuuu geuaccacuu u
<210> 307
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 307
gauggaggua uuuaaguuug a
<210> 308
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 308
agacaaaucc cuuaccuuca a
<210> 309
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 309
ugcuaccacu uucuaucage a
<210> 310
<211> 21
<212> RNA

<213> Artificial Sequence

Synthetic

21
Synthetic

21
Synthetic

21
Synthetic

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

oligonucleotide
<400> 310

uguauuccaa ugugauagga a

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

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 311
aacugccgac ucuaucgaaa a
<210> 312
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 312
gccgacucua ucgaaaagee a
<210> 313
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 313
uauuuaaguu ugacaccaua u
<210> 314
<211> 21
<212> RNA

<213> Artificial Sequence

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

21
Synthetic

21
Synthetic

21
Synthetic

21
Synthetic
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oligonucleotide
<400> 314
ugggecuugu cgaucuguuc a
<210> 315
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 315
caaaucccuu accuucaaug a
<210> 316
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 316
uccaaacucc cagguauugu u
<210> 317
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 317

gaacugccga cucuaucgaa a

<210> 318
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
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21
Synthetic

21
Synthetic

21
Synthetic

21
Synthetic
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<400> 318

ucaacaaaug gguguccaau a
<210> 319

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 319
cacuguucug gugcugguua a
<210> 320
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 320
ggacggcuuc aguuugaagg a
<210> 321
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 321
cuggacuuca aggaaaaugc a
<210> 322
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 322
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21
Synthetic

21
Synthetic

21
Synthetic

21
Synthetic
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agguauuuaa guuugacacc a
<210> 323

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 323
uuacuucaag ggecugugga a
<210> 324
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 324

uuuuuggaga caaaucccuu a

<210> 325
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 325
gauugcugge cguucgcuaa a
<210> 326
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 326
ccgacucuau cgaaaagceca a

<210> 327
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Synthetic
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Synthetic
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Synthetic

21
Synthetic

21
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<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 327
caccauuuac uucaagggec u
<210> 328
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 328
caagcugggu gecuguaaug a
<210> 329
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 329
acacuauuau cuucauggge a
<210> 330
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 330
aggaaaaugc agagcaaucc a
<210> 331

<211> 21
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Synthetic

21
Synthetic

21
Synthetic

21
Synthetic

21
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 331

ucuggugeug guuaacacca u

<210> 332
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 332
agcccugugg acaucugcac a
<210> 333
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 333
cuucuucuuu gecaaacuga a
<210> 334
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 334
ucuccacgge uuuugcuaug a
<210> 335
<211> 21

<212> RNA
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Synthetic

21
Synthetic

21
Synthetic

21
Synthetic

21
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 335
gcaccuggea gauuccaaga a
<210> 336
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 336
cuucauggge agaguagcca a
<210> 337
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 337
cuccaaguua guaucagcca a
<210> 338
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 338

gguuaacacc auuuacuuca a

<210> 339
<211> 21
<212> RNA

<213> Artificial Sequence
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Synthetic

21
Synthetic

21
Synthetic

21
Synthetic

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

oligonucleotide
<400> 339
gguuaacacc auuuacuuca a
<210> 340
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 340
gguuaacacc auuuacuuca a
<210> 341
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 341
gguuaacacc auuuacuuca a
<210> 342
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 342
gguuaacacc auuuacuuca a
<210> 343
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:
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21
Synthetic
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oligonucleotide
<400> 343
gguuaacacc auuuacuuca a
<210> 344
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 344
gguuaacacc auuuacuuca a
<210> 345
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 345

gguuaacacCc auuuacuuca a

<210> 346
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 346
gguuaacacc auuuacuuca a
<210> 347
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 347
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gguuaacacC auuuacuuca a
<210> 348

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 348
gguuaacacc auuuacuuca a
<210> 349
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 349
gguuaacacc auuuacuuca a
<210> 350
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 350
gguuaacacc auuuacuuca a
<210> 351
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 351

gguuaacacc auuuacuuca a

21
Synthetic

21
Synthetic

21
Synthetic

21
Synthetic
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<210> 352
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 352

gguuaacacC auuuacuuca a

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

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 353
gguuaacacc auuuacuuca a
<210> 354
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 354
gguuaacacc auuuacuuca a
<210> 355
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 355
gguuaacacc auuuacuuca a

<210> 356
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<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 356
gguuaacacc auuuacuuca a
<210> 357
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 357
gguuaacacc auuuacuuca a
<210> 358
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 358
gguuaacacc auuuacuuca a
<210> 359
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 359

gguuaacacc auuuacuuca a

<210> 360

<211> 21
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 360
gguuaacacc auuuacuuca a
<210> 361
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 361
gguuaacacc auuuacuuca a
<210> 362
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 362
gguuaacacc auuuacuuca a
<210> 363
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 363
gguuaacacc auuuacuuca a
<210> 364
<211> 21
<212> RNA

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 364
gguuaacacc auuuacuuca a
<210> 365
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 365
gguuaacacc auuuacuuca a
<210> 366
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 366

gguuaacacc auuuacuuca a

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

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 367
gguuaacacc auuuacuuca a
<210> 368
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:
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oligonucleotide
<400> 368
gguuaacacc auuuacuuca a
<210> 369
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 369
gguuaacacc auuuacuuca a
<210> 370
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 370
gguuaacacc auuuacuuca a
<210> 371
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 371
gguuaacacc auuuacuuca a
<210> 372
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
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<400> 372

gguuaacacC auuuacuuca a
<210> 373

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 373

gguuaacacc auuuacuuca a

<210> 374
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 374
gguuaacacc auuuacuuca a
<210> 375
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 375
gguuaacacc auuuacuuca a
<210> 376
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 376
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gguuaacacC auuuacuuca a
<210> 377

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 377
gguuaacacc auuuacuuca a
<210> 378
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 378
gguuaacacc auuuacuuca a
<210> 379
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 379
gguuaacacc auuuacuuca a
<210> 380
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 380

gguuaacacc auuuacuuca a
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<210> 381
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 381
gguuaacacc auuuacuuca a
<210> 382
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 382
gguuaacacc auuuacuuca a
<210> 383
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 383
gguuaacacc auuuacuuca a
<210> 384
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 384
gguuaacacc auuuacuuca a
<210> 385

<211> 21
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 385
gguuaacacc auuuacuuca a
<210> 386
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 386
gguuaacacc auuuacuuca a
<210> 387
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 387

gguuaacacc auuuacuuca a

<210> 388
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 388
gguuaacacc auuuacuuca a
<210> 389
<211> 21

<212> RNA
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 389
gguuaacacc auuuacuuca a
<210> 390
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 390
gguuaacacc auuuacuuca a
<210> 391
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 391
gguuaacacc auuuacuuca a
<210> 392
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 392
gguuaacacc auuuacuuca a
<210> 393
<211> 21
<212> RNA

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 393
gguuaacacc auuuacuuca a
<210> 394
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 394

gguuaacacCc auuuacuuca a

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

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 395
gguuaacacc auuuacuuca a
<210> 396
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 396
gguuaacacc auuuacuuca a
<210> 397
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:
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oligonucleotide
<400> 397
gguuaacacc auuuacuuca a
<210> 398
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 398
gguuaacacc auuuacuuca a
<210> 399
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 399
gguuaacacc auuuacuuca a
<210> 400
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 400
gguuaacacc auuuacuuca a
<210> 401
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 401
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gguuaacacC auuuacuuca a

<210> 402
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 402
gguuaacacc auuuacuuca a
<210> 403
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 403
gguuaacacc auuuacuuca a
<210> 404
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 404
gguuaacacc auuuacuuca a
<210> 405
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 405

gguuaacacc auuuacuuca a
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<210> 406
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 406
gguuaacacc auuuacuuca a
<210> 407
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 407
gguuaacacc auuuacuuca a
<210> 408
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 408

gguuaacacc auuuacuuca a

<210> 409
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 409
gguuaacacc auuuacuuca a

<210> 410
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<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 410
gguuaacacc auuuacuuca a
<210> 411
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 411
gguuaacacc auuuacuuca a
<210> 412
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 412
gguuaacacc auuuacuuca a
<210> 413
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 413
gguuaacacc auuuacuuca a
<210> 414

<211> 21
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 414
gguuaacacc auuuacuuca a
<210> 415
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 415

gguuaacacC auuuacuuca a

<210> 416
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 416
gguuaacacc auuuacuuca a
<210> 417
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 417
gguuaacacc auuuacuuca a
<210> 418
<211> 21

<212> RNA
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 418
gguuaacacc auuuacuuca a
<210> 419
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 419
gguuaacacc auuuacuuca a
<210> 420
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 420
gguuaacacc auuuacuuca a
<210> 421
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 421
gguuaacacc auuuacuuca a
<210> 422
<211> 21
<212> RNA

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 422

gguuaacacC auuuacuuca a

<210> 423
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 423
gguuaacacc auuuacuuca a
<210> 424
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 424
gguuaacacc auuuacuuca a
<210> 425
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 425
gguuaacacc auuuacuuca a
<210> 426
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:
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oligonucleotide
<400> 426
gguuaacacc auuuacuuca a
<210> 427
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 427
gguuaacacc auuuacuuca a
<210> 428
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 428
gguuaacacc auuuacuuca a
<210> 429
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 429

gguuaacacCc auuuacuuca a

<210> 430
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
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<400> 430

gguuaacacC auuuacuuca a
<210> 431

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 431
gguuaacacc auuuacuuca a
<210> 432
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 432
gguuaacacc auuuacuuca a
<210> 433
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 433
gguuaacacc auuuacuuca a
<210> 434
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 434
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Synthetic
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gguuaacacC auuuacuuca a
<210> 435

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 435
gguuaacacc auuuacuuca a
<210> 436
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 436

gguuaacacc auuuacuuca a

<210> 437
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 437
gguuaacacc auuuacuuca a
<210> 438
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 438
gguuaacacc auuuacuuca a

<210> 439
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<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 439
gguuaacacc auuuacuuca a
<210> 440
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 440
gguuaacacc auuuacuuca a
<210> 441
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 441
gguuaacacc auuuacuuca a
<210> 442
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 442
gguuaacacc auuuacuuca a
<210> 443

<211> 21
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 443

gguuaacacC auuuacuuca a

<210> 444
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 444
gguuaacacc auuuacuuca a
<210> 445
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 445
gguuaacacc auuuacuuca a
<210> 446
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 446
gguuaacacc auuuacuuca a
<210> 447
<211> 21

<212> RNA
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 447
gguuaacacc auuuacuuca a
<210> 448
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 448
gguuaacacc auuuacuuca a
<210> 449
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 449
gguuaacacc auuuacuuca a
<210> 450
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 450

gguuaacacc auuuacuuca a

<210> 451
<211> 21
<212> RNA

<213> Artificial Sequence
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Synthetic

21
Synthetic

21
Synthetic

21
Synthetic

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

oligonucleotide
<400> 451
gguuaacacc auuuacuuca a
<210> 452
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 452
gguuaacacc auuuacuuca a
<210> 453
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 453
gguuaacacc auuuacuuca a
<210> 454
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 454
gguuaacacc auuuacuuca a
<210> 455
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oin
1]
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Synthetic

21
Synthetic

21
Synthetic

21
Synthetic

21
Synthetic
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oligonucleotide
<400> 455
gguuaacacc auuuacuuca a
<210> 456
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 456
gguuaacacc auuuacuuca a
<210> 457
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 457

gguuaacacCc auuuacuuca a

<210> 458
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 458
gguuaacacc auuuacuuca a
<210> 459
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 459

omn
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21
Synthetic

21
Synthetic

21
Synthetic

21
Synthetic
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gguuaacacC auuuacuuca a
<210> 460

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 460
gguuaacacc auuuacuuca a
<210> 461
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 461
gguuaacacc auuuacuuca a
<210> 462
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 462
gguuaacacc auuuacuuca a
<210> 463
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 463

gguuaacacc auuuacuuca a
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21
Synthetic

21
Synthetic

21
Synthetic

21
Synthetic

21
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<210> 464
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 464

gguuaacacC auuuacuuca a

<210> 465
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 465
gguuaacacc auuuacuuca a
<210> 466
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 466
gguuaacacc auuuacuuca a
<210> 467
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 467
gguuaacacc auuuacuuca a

<210> 468
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Synthetic

21
Synthetic

21
Synthetic

21
Synthetic

21
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<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 468
gguuaacacc auuuacuuca a
<210> 469
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 469
gguuaacacc auuuacuuca a
<210> 470
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 470
gguuaacacc auuuacuuca a
<210> 471
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 471

gguuaacacc auuuacuuca a

<210> 472

<211> 21
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Synthetic

21
Synthetic

21
Synthetic

21
Synthetic

21
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 472
gguuaacacc auuuacuuca a
<210> 473
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 473
gguuaacacc auuuacuuca a
<210> 474
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 474
gguuaacacc auuuacuuca a
<210> 475
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 475
gguuaacauc auuuacuuca a
<210> 476
<211> 21
<212> RNA

<213> Artificial Sequence

Synthetic

21
Synthetic

21
Synthetic

21
Synthetic

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

oligonucleotide
<400> 476
gguuaacaac auuuacuuca a
<210> 477
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 477
gguuaacacu auuuacuuca a
<210> 478
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 478

gguuaacaca auuuacuuca a

<210> 479
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 479
gguuaacacc auuuacuuca a
<210> 480
<211> 21
<212> RNA

<213> Artificial Sequence

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

21
Synthetic

21
Synthetic

21
Synthetic
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oligonucleotide
<400> 480
gguuaacacc auuuacuuca a
<210> 481
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 481
gguuaacacc auuuacuuca a
<210> 482
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 482
gguuaacacc auuuacuuca a
<210> 483
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 483
uuaacaccau uuacuucaa
<210> 484
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

oin
1]
Jm
el

21
Synthetic

21
Synthetic

21
Synthetic

19
Synthetic
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<400> 484

uuaacaccau uuacuucaa
<210> 485

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 485

uuaacaccau uuacuucaa

<210> 486
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 486
uuaacaccau uuacuucaa
<210> 487
<211> 17
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 487
aacaccauuu acuucaa
<210> 488
<211> 17
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 488
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Synthetic

19
Synthetic

19
Synthetic

17
Synthetic
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aacaccauuu acuucaa
<210> 489

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 489
gguuaacacc auuuacuuca a
<210> 490
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 490
gguuaacacc auuuacuuca a
<210> 491
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 491
gguuaacacc auuuacuuca a
<210> 492
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 492

gguuaacacc auuuacuuca a
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17
Synthetic

21
Synthetic

21
Synthetic

21
Synthetic

21
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<210> 493
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 493
gguuaacacc auuuacuuca a
<210> 494
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 494
gguuaacacc auuuacuuca a
<210> 495
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 495
gguuaacacc auuuacuuca a
<210> 496
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 496
gguuaacacc auuuacuuca a
<210> 497

<211> 21
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Synthetic

21
Synthetic

21
Synthetic

21
Synthetic

21
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 497
gguuaacacc auuuacuuca a
<210> 498
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 498
gguuaacacc auuuacuuca a
<210> 499
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 499

gguuaacacc auuuacuuca a

<210> 500
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 500
gguuaacacc auuuacuuca a
<210> 501
<211> 21

<212> RNA
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Synthetic

21
Synthetic

21
Synthetic

21
Synthetic

21
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 501

gguuaacacc auuuacuuca a

<210> 502

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 502

gguuaacacc auuuacuuca a

<210> 503

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 503

gguuaacacc auuuacuuca a

<210> 504

<211> 21

<212> DNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

oligonucleotide

<220><223> Description of Combined DNA/RNA Mo
oligonucleotide

<400> 504

gguuaacacc auuuacutca a

<210> 505

<211> 21

on
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Qi

. Synthetic

21
. Synthetic

21
. Synthetic

21
. Synthetic
lecule: Synthetic
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<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 505

gguuaacacc auuuacutca a 21

<210> 506

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 506

ggutaacacc auuuacutca a 21

<210> 507

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 507
ggutaacacc auuuacutca a 21
<210> 508
<211> 21
<212> DNA
<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 508

ggutaacacc auutacutca a 21

<210> 509

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 509

ggutaacacc atutacutca a 21

<210> 510

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 510

ggutaacacc atutacutca a 21

<210> 511

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
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<400> 511
uuuguuggcu uuucgauagt t 21
<210> 512
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 512
uuuguuggcu uuucgauagt t 21
<210> 513
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 513
uuuguuggcu uuucgauagt t 21
<210> 514
<211> 21
<212> DNA
<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 514

uuuguuggcu uuucgauagt t 21

<210> 515
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<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 515

uuuguuggcu uuucgauagt t 21

<210> 516

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 516

uuuguuggcu uuucgauagt t 21

<210> 517

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 517
uuuguuggcu uuucgauagt t 21
<210> 518
<211> 21
<212> DNA

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 518

uuuguuggcu uuucgauagt t 21

<210> 519

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 519

uuuguuggcu uuucgauagt t 21

<210> 520

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 520

uuuguuggcu uuucgauagt t 21

<210> 521

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
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oligonucleotide
<400> 521
uuuguuggcu uuucgauagt t 21
<210> 522
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 522
uuuguuggcu uuucgauagt t 21
<210> 523
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 523
uuuguuggcu uuucgauagt t 21
<210> 524
<211> 21
<212> DNA
<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 524

augcacaugg gauucauggt t 21
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<210> 525

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 525

augcacaugg gauucauggt t 21

<210> 526

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 526

augcacaugg gauucauggt t 21

<210> 527

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 527
augcacaugg gauucauggt t 21
<210> 528
<211> 21

<212> DNA
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<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 528

augcacaugg gauucauggt t 21

<210> 529

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 529

augcacaugg gauucauggt t 21

<210> 530

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 530

augcacaugg gauucauggt t 21

<210> 531

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide
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<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 531

augcacaugg gauucauggt t 21

<210> 532

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 532
augcacaugg gauucauggt t 21
<210> 533
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 533
augcacaugg gauucauggt t 21
<210> 534
<211> 21
<212> DNA
<213> Artificial Sequence

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

oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 534
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augcacaugg gauucauggt t 21

<210> 535

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 535

augcacaugg gauucauggt t 21

<210> 536

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 536

augcacaugg gauucauggt t 21

<210> 537

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 537
uuuucgauag agucggcagt t 21
<210> 538

<211> 21
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<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 538

uuuucgauag agucggcagt t 21

<210> 539

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 539

uuuucgauag agucggcagt t 21

<210> 540

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 540

uuuucgauag agucggcagt t 21

<210> 541

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 541

uuuucgauag agucggcagt t 21

<210> 542

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 542
uuuucgauag agucggcagt t 21
<210> 543
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 543
uuuucgauag agucggcagt t 21
<210> 544
<211> 21
<212> DNA
<213> Artificial Sequence

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

oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
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<400> 544

uuuucgauag agucggcagt t 21

<210> 545

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 545

uuuucgauag agucggcagt t 21

<210> 546

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 546

uuuucgauag agucggcagt t 21

<210> 547

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 547
uuuucgauag agucggcagt t 21

<210> 548
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<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 548

uuuucgauag agucggcagt t 21

<210> 549

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 549

uuuucgauag agucggcagt t 21

<210> 550

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 550

uucaguuugg caaagaagat t 21

<210> 551
<211> 21
<212> DNA

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 551

uucaguuugg caaagaagat t 21

<210> 552

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 552
uucaguuugg caaagaagat t 21
<210> 553
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 553
uucaguuugg caaagaagat t 21
<210> 554
<211> 21
<212> DNA
<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
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oligonucleotide

<400> 554

uucaguuugg caaagaagat t 21

<210> 555

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 555

uucaguuugg caaagaagat t 21

<210> 556

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 556

uucaguuugg caaagaagat t 21

<210> 557

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 557

uucaguuugg caaagaagat t 21
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<210> 558

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 558

uucaguuugg caaagaagat t 21

<210> 559

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 559

uucaguuugg caaagaagat t 21

<210> 560

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 560

uucaguuugg caaagaagat t 21

<210> 561
<211> 21

<212> DNA
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<220><223> Description of Artificial Sequence: Synthetic

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 561
uucaguuugg caaagaagat t
<210> 562
<211> 23
<212> RNA

<213> Artificial Sequence

21

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

oligonucleotide
<400> 562

uugaaguaaa ugguguuaac cag

<210> 563
<211> 23
<212> RNA

<213> Artificial Sequence

23

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

oligonucleotide
<400> 563
aaaggcgauu ggeugauacu aac
<210> 564
<211> 23
<212> RNA

<213> Artificial Sequence

23

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

oligonucleotide
<400> 564
auagaaagug guagcaaagc ggg
<210> 565
<211> 23

<212> RNA

23
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<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 565

ugauagaaag ugguagcaaa gcg

<210> 566

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 566

aggauuuguu ggcuuuucga uag

<210> 567

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

oligonucleotide
<400> 567
augcacaugg gauucauggg aau
<210> 568
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 568
uuuaccucaa gaaaugecuu aug
<210> 569
<211> 23
<212> RNA

<213> Artificial Sequence

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

on
Ju
Jin
Qi

Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<220><223> Description of
oligonucleotide
<400> 569

uuaaauaccu ccaucaguug cug

<210> 570

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 570

agauauggug ucaaacuuaa aua

<210> 571

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 571

aaaugcacau gggauucaug gga

<210> 572

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 572

aguaaauggu guuaaccage acc
<210> 573

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:
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Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

-318 -

10-2375607



oligonucleotide
<400> 573
auuuguugge uuuucgauag agu
<210> 574
<211> 23
<212> RNA
<213> Artificial Sequence

<220><223> Description of

oligonucleotide
<400> 574
aaagugguag caaagcggga auu
<210> 575
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 575
ucaaacuuaa auaccuccau cag
<210> 576
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 576

uugaagguaa gggauuuguc ucc

<210> 577

<211> 23

<212> RNA

<213> Artificial Sequence
<220><223> Description of

oligonucleotide

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:
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23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic
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<400> 577

ugcugauaga aagugguagc aaa
<210> 578

<211> 23

<212> RNA

<213> Artificial Sequence
<220><223> Description of

oligonucleotide

<400> 578

uuccuaucac auuggaauac aug
<210> 579

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 579

uuuucgauag agucggeagu uca

<210> 580

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 580

uggcuuuucg auagagucgg cag

<210> 581

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

oligonucleotide

<400> 581

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:
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23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic
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auaugguguc aaacuuaaau acc

<210> 582

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 582

ugaacagauc gacaaggecc aug

<210> 583

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 583

ucauugaagg uaagggauuu guc

<210> 584

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 584

aacaauaccu gggaguuugg acu

<210> 585

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 585

uuucgauaga gucggcaguu cag

<210> 586

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:
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23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 586

uauuggacac ccauuuguug aug

<210> 587

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 587

uuaaccagca ccagaacagu gag

<210> 588

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

oligonucleotide
<400> 588
uccuucaaac ugaagecguc cuc
<210> 589
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 589
ugcauuuucc uugaagucca ggg
<210> 590

<211> 23

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:
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Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 590

uggugucaaa cuuaaauacc ucc

<210> 591
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 591
uuccacagge ccuugaagua aau
<210> 592
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 592
uaagggauuu gucuccaaaa agg
<210> 593
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 593
uuuagegaac ggecageaau cac
<210> 594
<211> 23

<212> RNA
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Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<213> Artificial Sequence
<220><223> Description of
oligonucleotide

<400> 594

uuggcuuuuc gauagagucg gca
<210> 595

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

oligonucleotide
<400> 595
aggceccuuga aguaaauggu guu
<210> 596
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 596
ucauuacagg cacccagcuu ggu
<210> 597
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 597

ugcccaugaa gauaauagug uuc

<210> 598
<211> 23
<212> RNA

<213> Artificial Sequence

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:
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Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<220><223> Description of
oligonucleotide

<400> 598

uggauugcuc ugcauuuucc uug

<210> 599

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 599

augguguuaa ccagcaccag aac

<210> 600

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 600

ugugcagaug uccacaggge ucc

<210> 601

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 601

uucaguuugg caaagaagaa gug

<210> 602

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:
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Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic
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oligonucleotide
<400> 602
ucauagcaaa agccguggag aua
<210> 603
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 603
uucuuggaau cugccaggug cug
<210> 604
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 604

uuggcuacuc ugcccaugaa gau

<210> 605

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 605

uuggcugaua cuaacuugga gga

<210> 606

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 606

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:
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23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic
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uugaaguaaa ugguguuaac cag
<210> 607

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 607

uugaaguaaa ugguguuaac cag

<210> 608

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 608

uugaaguaaa ugguguuaac cag

<210> 609

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

oligonucleotide
<400> 609
uugaaguaaa ugguguuaac cag
<210> 610
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 610

uugaaguaaa ugguguuaac cag

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:
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23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<210> 611
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 611

uugaaguaaa ugguguuaac cag

<210> 612
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 612
uugaaguaaa ugguguuaac cag
<210> 613
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 613
uugaaguaaa ugguguuaac cag
<210> 614
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 614
uugaaguaaa ugguguuaac cag

<210> 615
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Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<211> 23

<212> RNA

<213> Artificial Sequence
<220><223> Description of

oligonucleotide

<400> 615

uugaaguaaa ugguguuaac cag
<210> 616

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

oligonucleotide
<400> 616
uugaaguaaa ugguguuaac cag
<210> 617
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 617
uugaaguaaa ugguguuaac cag
<210> 618
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 618

uugaaguaaa ugguguuaac cag

<210> 619

<211> 23

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:
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Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 619

uugaaguaaa ugguguuaac cag

<210> 620

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 620

uugaaguaaa ugguguuaac cag

<210> 621

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 621

uugaaguaaa ugguguuaac cag

<210> 622

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 622

uugaaguaaa ugguguuaac cag

<210> 623

<211> 23

<212> RNA

<213> Artificial Sequence

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:
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Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<220><223> Description of

oligonucleotide
<400> 623
uugaaguaaa ugguguuaac cag
<210> 624
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 624
uugaaguaaa ugguguuaac cag
<210> 625
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 625

uugaaguaaa ugguguuaac cag

<210> 626

<211> 23

<212> RNA

<213> Artificial Sequence
<220><223> Description of

oligonucleotide

<400> 626

uugaaguaaa ugguguuaac cag
<210> 627

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:
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Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic
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oligonucleotide
<400> 627
uugaaguaaa ugguguuaac cag
<210> 628
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 628

uugaaguaaa ugguguuaac cag

<210> 629

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 629

uugaaguaaa ugguguuaac cag

<210> 630

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

oligonucleotide

<400> 630

uugaaguaaa ugguguuaac cag
<210> 631

<211> 23

<212> RNA

<213> Artificial Sequence
<220><223> Description of

oligonucleotide

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:
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23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic
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<400> 631

uugaaguaaa ugguguuaac cag
<210> 632

<211> 23

<212> RNA

<213> Artificial Sequence
<220><223> Description of

oligonucleotide

<400> 632

uugaaguaaa ugguguuaac cag

<210> 633

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 633

uugaaguaaa ugguguuaac cag

<210> 634

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 634

uugaaguaaa ugguguuaac cag

<210> 635

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 635

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:
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23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic
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uugaaguaaa ugguguuaac cag
<210> 636

<211> 23

<212> RNA

<213> Artificial Sequence
<220><223> Description of

oligonucleotide

<400> 636

uugaaguaaa ugguguuaac cag
<210> 637

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

oligonucleotide
<400> 637
uugaaguaaa ugguguuaac cag
<210> 638
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 638
uugaaguaaa ugguguuaac cag
<210> 639
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 639

uugaaguaaa ugguguuaac cag

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:
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23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<210> 640

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 640

uugaaguaaa ugguguuaac cag

<210> 641

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 641

uugaaguaaa ugguguuaac cag

<210> 642

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 642

uugaaguaaa ugguguuaac cag

<210> 643

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 643

uugaaguaaa ugguguuaac cag

<210> 644

<211> 23

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:
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Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 644
uugaaguaaa ugguguuaac cag
<210> 645
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 645
uugaaguaaa ugguguuaac cag
<210> 646
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 646

uugaaguaaa ugguguuaac cag

<210> 647
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 647
uugaaguaaa ugguguuaac cag
<210> 648
<211> 23

<212> RNA

oin
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Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<213> Artificial Sequence
<220><223> Description of
oligonucleotide

<400> 648

uugaaguaaa ugguguuaac cag
<210> 649

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 649

uugaaguaaa ugguguuaac cag

<210> 650

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 650

uugaaguaaa ugguguuaac cag

<210> 651

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

oligonucleotide
<400> 651
uugaaguaaa ugguguuaac cag
<210> 652
<211> 23
<212> RNA

<213> Artificial Sequence

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

oin
1]
Jm
el

Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<220><223> Description of
oligonucleotide

<400> 652

uugaaguaaa ugguguuaac cag

<210> 653

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 653

uugaaguaaa ugguguuaac cag

<210> 654

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 654

uugaaguaaa ugguguuaac cag

<210> 655

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 655

uugaaguaaa ugguguuaac cag

<210> 656

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

oin
1]
Jm
el

Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic
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oligonucleotide
<400> 656
uugaaguaaa ugguguuaac cag
<210> 657
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 657
uugaaguaaa ugguguuaac cag
<210> 658
<211> 23
<212> RNA
<213> Artificial Sequence

<220><223> Description of

oligonucleotide
<400> 658
uugaaguaaa ugguguuaac cag
<210> 659
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 659
uugaaguaaa ugguguuaac cag
<210> 660
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide

<400> 660

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

omn
1]
Jm
el

23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic
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uugaaguaaa ugguguuaac cag

<210> 661
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 661
uugaaguaaa ugguguuaac cag
<210> 662
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 662
uugaaguaaa ugguguuaac cag
<210> 663
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 663
uugaaguaaa ugguguuaac cag
<210> 664
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 664

uugaaguaaa ugguguuaac cag

oin
1]
Jm
el

23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<210> 665
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 665
uugaaguaaa ugguguuaac cag
<210> 666
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 666
uugaaguaaa ugguguuaac cag
<210> 667
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 667

uugaaguaaa ugguguuaac cag

<210> 668
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 668
uugaaguaaa ugguguuaac cag

<210> 669

oin
1]
Jm
el

Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<211> 23

<212> RNA

<213> Artificial Sequence
<220><223> Description of

oligonucleotide

<400> 669

uugaaguaaa ugguguuaac cag
<210> 670

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 670

uugaaguaaa ugguguuaac cag

<210> 671

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 671

uugaaguaaa ugguguuaac cag

<210> 672

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

oligonucleotide
<400> 672
uugaaguaaa ugguguuaac cag
<210> 673

<211> 23

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

oin
1]
Jm
el

Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 673

uugaaguaaa ugguguuaac cag

<210> 674

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 674

uugaaguaaa ugguguuaac cag

<210> 675

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 675

uugaaguaaa ugguguuaac cag

<210> 676

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 676

uugaaguaaa ugguguuaac cag

<210> 677

<211> 23

<212> RNA

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

oin
1]
Jm
el

Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 677

uugaaguaaa ugguguuaac cag

<210> 678

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 678

uugaaguaaa ugguguuaac cag

<210> 679

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

oligonucleotide
<400> 679
uugaaguaaa ugguguuaac cag
<210> 680
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 680
uugaaguaaa ugguguuaac cag
<210> 681
<211> 23
<212> RNA

<213> Artificial Sequence

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

on
Ju
Jin
Qi

Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23

- 344 -

10-2375607



<220><223> Description of
oligonucleotide
<400> 681

uugaaguaaa ugguguuaac cag

<210> 682

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 682

uugaaguaaa ugguguuaac cag

<210> 683

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 683

uugaaguaaa ugguguuaac cag

<210> 684

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 634

uugaaguaaa ugguguuaac cag
<210> 685

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

oin
1]
Jm
el

Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic
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oligonucleotide
<400> 685
uugaaguaaa ugguguuaac cag
<210> 686
<211> 23
<212> RNA
<213> Artificial Sequence

<220><223> Description of

oligonucleotide
<400> 686
uugaaguaaa ugguguuaac cag
<210> 687
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 687
uugaaguaaa ugguguuaac cag
<210> 688
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 688

uugaaguaaa ugguguuaac cag

<210> 689

<211> 23

<212> RNA

<213> Artificial Sequence
<220><223> Description of

oligonucleotide

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

oin
1]
Jm
el

23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic
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<400> 689

uugaaguaaa ugguguuaac cag
<210> 690

<211> 23

<212> RNA

<213> Artificial Sequence
<220><223> Description of

oligonucleotide

<400> 690

uugaaguaaa ugguguuaac cag
<210> 691

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 691

uugaaguaaa ugguguuaac cag

<210> 692

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 692

uugaaguaaa ugguguuaac cag

<210> 693

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

oligonucleotide

<400> 693

oin
1]
Jm
el

23
Artificial Sequence: Synthetic

23
Artificial Sequence: Synthetic

23
Artificial Sequence: Synthetic

23

Artificial Sequence: Synthetic
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uugaaguaaa ugguguuaac cag

<210> 694

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 694

uugaaguaaa ugguguuaac cag

<210> 695

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 695

uugaaguaaa ugguguuaac cag

<210> 696

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 696

uugaaguaaa ugguguuaac cag

<210> 697

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 697

uugaaguaaa ugguguuaac cag

<210> 698

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

omn
1]
Jm
el

23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 698

uugaaguaaa ugguguuaac cag

<210> 699

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 699

uugaaguaaa ugguguuaac cag

<210> 700

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

oligonucleotide
<400> 700
uugaaguaaa ugguguuaac cag
<210> 701
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 701
uugaaguaaa ugguguuaac cag
<210> 702

<211> 23

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

oin
1]
Jm
el

Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 702

uugaaguaaa ugguguuaac cag

<210> 703
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 703
uugaaguaaa ugguguuaac cag
<210> 704
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 704
uugaaguaaa ugguguuaac cag
<210> 705
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 705
uugaaguaaa ugguguuaac cag
<210> 706
<211> 23

<212> RNA

oin
1]
Jm
el

Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<213> Artificial Sequence
<220><223> Description of
oligonucleotide

<400> 706

uugaaguaaa ugguguuaac cag
<210> 707

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

oligonucleotide
<400> 707
uugaaguaaa ugguguuaac cag
<210> 708
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 708
uugaaguaaa ugguguuaac cag
<210> 709
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 709

uugaaguaaa ugguguuaac cag

<210> 710
<211> 23
<212> RNA

<213> Artificial Sequence

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

oin
1]
Jm
el

Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<220><223> Description of
oligonucleotide

<400> 710

uugaaguaaa ugguguuaac cag

<210> 711

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 711

uugaaguaaa ugguguuaac cag

<210> 712

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 712

uugaaguaaa ugguguuaac cag

<210> 713

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 713

uugaaguaaa ugguguuaac cag

<210> 714

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

oin
1]
Jm
el

Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic
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oligonucleotide
<400> 714
uugaaguaaa ugguguuaac cag
<210> 715
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 715
uugaaguaaa ugguguuaac cag
<210> 716
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 716

uugaaguaaa ugguguuaac cag

<210> 717

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 717

uugaaguaaa ugguguuaac cag

<210> 718

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 718

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

omn
1]
Jm
el

23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic
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uugaaguaaa ugguguuaac cag
<210> 719

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 719

uugaaguaaa ugguguuaac cag

<210> 720

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 720

uugaaguaaa ugguguuaac cag

<210> 721

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

oligonucleotide
<400> 721
uugaaguaaa ugguguuaac cag
<210> 722
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 722

uugaaguaaa ugguguuaac cag

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

oin
1]
Jm
el

23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<210> 723
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 723

uugaaguaaa ugguguuaac cag

<210> 724
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 724
uugaaguaaa ugguguuaac cag
<210> 725
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 725
uugaaguaaa ugguguuaac cag
<210> 726
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 726
uugaaguaaa ugguguuaac cag

<210> 727

oin
1]
Jm
el

Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<211> 23

<212> RNA

<213> Artificial Sequence
<220><223> Description of

oligonucleotide

<400> 727

uugaaguaaa ugguguuaac cag
<210> 728

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

oligonucleotide
<400> 728
uugaaguaaa ugguguuaac cag
<210> 729
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 729
uugaaguaaa ugguguuaac cag
<210> 730
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 730

uugaaguaaa ugguguuaac cag

<210> 731

<211> 23

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

oin
1]
Jm
el

Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 731

uugaaguaaa ugguguuaac cag

<210> 732

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 732

uugaaguaaa ugguguuaac cag

<210> 733

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 733

uugaaguaaa ugguguuaac cag

<210> 734

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 734

uugaaguaaa ugguguuaac cag

<210> 735

<211> 23

<212> RNA

<213> Artificial Sequence

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

omn
1]
Jm
el

Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<220><223> Description of

oligonucleotide
<400> 735
uugaaguaaa ugguguuaac cag
<210> 736
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 736
uugaaguaaa ugguguuaac cag
<210> 737
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 737

uugaaguaaa ugguguuaac cag

<210> 738

<211> 23

<212> RNA

<213> Artificial Sequence
<220><223> Description of

oligonucleotide

<400> 738

uugaaguaaa ugguguuaac cag
<210> 739

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

oin
1]
Jm
el

Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

- 358 -

10-2375607



oligonucleotide
<400> 739
uugaaguaaa ugguguuaac cag
<210> 740
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 740

uugaaguaaa ugguguuaac cag

<210> 741

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 741

uugaaguaaa ugguguuaac cag

<210> 742

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

oligonucleotide

<400> 742

uugaaguaaa ugguguuaac cag
<210> 743

<211> 23

<212> RNA

<213> Artificial Sequence
<220><223> Description of

oligonucleotide

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

oin
1]
Jm
el

23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic
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<400> 743

uugaaguaaa ugguguuaac cag
<210> 744

<211> 23

<212> RNA

<213> Artificial Sequence
<220><223> Description of

oligonucleotide

<400> 744

uugaaguaaa ugguguuaac cag

<210> 745

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 745

uugaaguaaa ugguguuaac cag

<210> 746

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 746

uugaaguaaa ugguguuaac cag

<210> 747

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 747

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

oin
1]
Jm
el

23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic
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uugaaguaaa ugguguuaac ¢
<210> 748

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 748
uugaaguaaa ugguguuaac c
<210> 749
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 749
uugaaguaaa ugguguuaac c
<210> 750
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 750
uugaaguaaa ugguguuaac c
<210> 751
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 751

uugaaguaaa ugguguuaac ¢

oin
1]
Jm
el

21
Synthetic

21
Synthetic

21
Synthetic

21
Synthetic

21
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<210> 752
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 752
uugaaguaaa ugguguuaa
<210> 753
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 753
uugaaguaaa ugguguuaa
<210> 754
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 754
uugaaguaaa ugguguuaa
<210> 755
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 755
uugaaguaaa ugguguuaa
<210> 756

<211> 19

omn
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 756
uugaaguaaa ugguguuaa
<210> 757
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 757
uugaaguaaa ugguguuaac cag
<210> 758
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 758

uugaaguaaa ugguguuaac cag

<210> 759
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 759
uugaaguaaa ugguguuaac cag
<210> 760
<211> 23

<212> RNA

oin
1]
Jm
el

Synthetic

19
Synthetic

23
Synthetic

23
Synthetic

23
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<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<400> 760
uugaaguaaa ugguguuaac cag 23
<210> 761
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<400> 761
uugaaguaaa ugguguuaac cag 23
<210> 762
<211> 23
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 762
uugaaguaaa uggtguuaac cag 23
<210> 763
<211>
23
<212> RNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<400> 763
uugaaguaaa ugguguuaac cag 23
<210> 764

<211> 23

- 364 -

10-2375607



oin
1]
Jm
el

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 764

uugaaguaaa uggugtuaac cag 23

<210> 765

<211> 23

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 765

uugaaguaaa uggugutaac cag 23

<210> 766

<211> 23

<212> RNA

<213> Artificial Sequence

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

<400> 766

uugaaguaaa ugguguuaac cag 23

<210> 767

<211> 23

<212> RNA

<213> Artificial Sequence

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

<400> 767
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uugaaguaaa ugguguuaac cag
<210> 768

<211> 23

<212> RNA

<213> Artificial Sequence
<220><223> Description of

oligonucleotide

<400> 768

uugaaguaaa ugguguuaac cag
<210> 769

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 769

uugaaguaaa ugguguuaac cag

<210> 770

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 770

uugaaguaaa ugguguuaac cag

<210> 771

<211> 19

<212> DNA

<213> Artificial Sequence

<220><223> Description of

oligonucleotide
<220><223> Description of

oligonucleotide

oin
1]
Jm
el

23
Artificial Sequence: Synthetic

23
Artificial Sequence: Synthetic

23
Artificial Sequence: Synthetic

23

Artificial Sequence: Synthetic

Combined DNA/RNA Molecule: Synthetic
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<400> 771

uugaaguaaa tgguguuaa

<210> 772

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 772

uugaaguaaa ugguguuaac cag

<210> 773

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

oligonucleotide
<400> 773
uugaaguaaa ugguguuaac cag
<210> 774
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 774
uugaaguaaa ugguguuaac cag
<210> 775
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide

<400> 775

on
Ju
Ji
Qi

19
Artificial Sequence: Synthetic

23
Artificial Sequence: Synthetic

23
Artificial Sequence: Synthetic

23

Artificial Sequence: Synthetic
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uugaaguaaa ugguguuaac cag

<210> 776
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 776
uugaaguaaa ugguguuaac cag
<210> 777
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 777
uugaaguaaa ugguguuaac cag
<210> 778
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 778
uugaaguaaa ugguguuaac cag
<210> 779
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 779

gguuaacacc auuuacuuca a

oin
1]
Jm
el

23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

21
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<210> 780
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 780
gguuaacacc auuuacuuca a
<210> 781
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 781
gguuaacacc auuuacuuca a
<210> 782
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 782

gguuaacacc auuuacuuca a

<210> 783
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 783
gguuaacacc auuuacuuca a

<210> 784

oin
1]
Jm
el

Synthetic

21
Synthetic

21
Synthetic

21
Synthetic

21

- 369 -

10-2375607



<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 784
gguuaacacc auuuacuuca a
<210> 785
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 785
gguuaacacc auuuacuuca a
<210> 786
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 786
gguuaacacc auuuacuuca a
<210> 787
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 787
gguuaacacc auuuacuuca a
<210> 788

<211> 21

oin
1]
Jm
el

Synthetic

21
Synthetic

21
Synthetic

21
Synthetic

21
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 788
gguuaacacc auuuacuuca a
<210> 789
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 789

gguuaacacC auuuacuuca a

<210> 790
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 790
gguuaacacc auuuacuuca a
<210> 791
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 791
gguuaacacc auuuacuuca a
<210> 792
<211> 21

<212> RNA

Synthetic

21
Synthetic

21
Synthetic

21
Synthetic

21
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 792
gguuaacacc auuuacuuca a
<210> 793
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 793
gguuaacacc auuuacuuca a
<210> 794
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 794
gguuaacacc auuuacuuca a
<210> 795
<211> 21
<212> DNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

oin
1]
Jm
el

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 795
ggutaacacc auuuacutca a
<210> 796

<211> 21

Synthetic

21
Synthetic

21
Synthetic

21
Synthetic

21
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<212> DNA
<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 796

ggutaacacc auutacutca a 21

<210> 797

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 797

ggutaacacc auuuacutca a 21

<210> 798

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 798

ggutaacacc auutacutca a 21

<210> 799

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 799
ggutaacacc auuuacutca a 21
<210> 800
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 800
gguuaacacc auuuacutca a 21
<210> 801
<211> 21
<212> DNA
<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 801

ggutaacacc auuuacutca a 21

<210> 802

<211> 21

<212> RNA

<213> Artificial Sequence

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

<400> 802

gguuaacacc auuuacuuca a 21
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<210> 803

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

oligonucleotide

<400> 803

gguuaacacc auuuacuuca a

<210> 804

<211> 21

<212> DNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<220><223> Description of Combined DNA/RNA Mo
oligonucleotide

<400> 804

gguuaacacc auuuacutca a

<210> 805

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

oligonucleotide

<400> 805

gguuaacacc auuuacuuca a

<210> 806

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 806

on
Ju
Jin
Qi

. Synthetic

21
. Synthetic
lecule: Synthetic

21
. Synthetic

21
. Synthetic

- 375 -

10-2375607



gguuaacacC auuuacuuca a
<210> 807

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 807

gguuaacacC auuuacuuca a

<210> 808
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 808
gguuaacacc auuuacuuca a
<210> 809
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 809
uugaaguaaa ugguguuaac cag
<210> 810
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 810

uugaaguaaa ugguguuaac cag

oin
1]
Jm
el

21
Synthetic

21
Synthetic

21
Synthetic

23
Synthetic

23
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<210> 811

<211> 23

<212> RNA

<213> Artificial Sequence
<220><223> Description of

oligonucleotide

<400> 811

uugaaguaaa ugguguuaac cag
<210> 812

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

oligonucleotide
<400> 812
uugaaguaaa ugguguuaac cag
<210> 813
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 813
uugaaguaaa ugguguuaac cag
<210> 814
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 814

uugaaguaaa ugguguuaac cag

<210> 815

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

oin
1]
Jm
el

Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23

- 377 -

10-2375607



<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 815

uugaaguaaa ugguguuaac cag

<210> 816

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 816

uugaaguaaa ugguguuaac cag

<210> 817

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 817

uugaaguaaa ugguguuaac cag

<210> 818

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 818

uugaaguaaa ugguguuaac cag

<210> 819

<211> 23

<212> RNA

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

omn
1]
Jm
el

Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<213> Artificial Sequence

<220><223> Description of

oligonucleotide
<400> 819
uugaaguaaa ugguguuaac cag
<210> 820
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 820
uugaaguaaa ugguguuaac cag
<210> 821
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 821

uugaaguaaa ugguguuaac cag

<210> 822

<211> 23

<212> RNA

<213> Artificial Sequence
<220><223> Description of

oligonucleotide

<400> 822

uugaaguaaa ugguguuaac cag
<210> 823

<211> 21

<212> RNA

<213> Artificial Sequence

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

oin
1]
Jm
el

Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<220><223> Description of
oligonucleotide

<400> 823

uugaaguaaa ugguguuaac c

<210> 824

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 824

uugaaguaaa ugguguuaac cag

<210> 825

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 825

uugaaguaaa ugguguuaac cag

<210> 826

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

oligonucleotide
<400> 826
uugaaguaaa ugguguuaac cag
<210> 827
<211> 23
<212> RNA
<213> Artificial Sequence

<220><223> Description of

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

oin
1]
Jm
el

Synthetic

21
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic
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oligonucleotide
<400> 827
uugaaguaaa ugguguuaac cag
<210> 828
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 828

uugaaguaaa ugguguuaac cag

<210> 829

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 829

uugaaguaaa ugguguuaac cag

<210> 830

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 830

uugaaguaaa ugguguuaac cag

<210> 831

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

oligonucleotide

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

oin
1]
Jm
el

23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic
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<400> 831

uugaaguaaa ugguguuaac cag
<210> 832

<211> 23

<212> RNA

<213> Artificial Sequence
<220><223> Description of

oligonucleotide

<400> 832

uugaaguaaa ugguguuaac cag
<210> 833

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

oligonucleotide
<400> 833
uugaaguaaa ugguguuaac cag
<210> 834
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 834
uugaaguaaa ugguguuaac cag
<210> 835
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide

<400> 835

on
Ju
Ji
Qi

23
Artificial Sequence: Synthetic

23
Artificial Sequence: Synthetic

23
Artificial Sequence: Synthetic

23

Artificial Sequence: Synthetic
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uugaaguaaa ugguguuaac cag

<210> 836
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 836
uugaaguaaa ugguguuaac cag
<210> 837
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 837
uugaaguaaa ugguguuaac cag
<210> 838
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 838
uugaaguaaa ugguguuaac cag
<210> 839
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 839

gguuaacacc auuuacuuca a

oin
1]
Jm
el

23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

21
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<210> 840

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 840

gguuaacacc auuuacutca a 21

<210> 841

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 841

ggutaacacc auutacutca a 21

<210> 842

<211> 21

<212> RNA

<213> Artificial Sequence

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

<400> 842

gguuaacacc auuuacuuca a 21

<210> 843

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
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oligonucleotide
<400> 843
gguuaacacc auuuacuuca a
<210> 844
<211> 21
<212> DNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<220><223> Description of Combined DNA/RNA Mo
oligonucleotide

<400> 844

ggutaacacc auuuacutca a

<210> 845

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 845

gguuaacacc auuuacuuca a

<210> 846

<211>

21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 846

gguuaacacc auuuacuuca a

<210> 847

<211> 21

<212> DNA

<213> Artificial Sequence

on
Ju
Jin
Qi

21
. Synthetic
lecule: Synthetic

21
. Synthetic

21
. Synthetic

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

<220><223> Description of Combined DNA/RNA Mo
oligonucleotide

<400> 847

ggutaacacc auutacutca a

<210> 848

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 848

gguuaacacc auuuacuuca a

<210> 849

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 849

gguuaacacc auuuacuuca a

<210> 850

<211> 21

<212> DNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<220><223> Description of Combined DNA/RNA Mo
oligonucleotide

<400> 850

ggutaacacc auuuacutca a

<210> 851

on
Ju
Jin
Qi

. Synthetic

lecule: Synthetic

21
. Synthetic

21
. Synthetic

21
. Synthetic
lecule: Synthetic

21
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<211> 21

<212> RNA

<213> Artificial Sequence

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

<400> 851

gguuaacacc auuuacuuca a 21

<210> 852

<211>

21

<212> RNA

<213> Artificial Sequence

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

<400> 852

gguuaacacc auuuacuuca a 21

<210> 853

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 853

gguuaacacc auuuacutca a 21

<210> 854

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
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<400> 854

ggutaacacc auuuacutca a
<210> 855

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 855

gguuaacacc auuuacuuca a

<210> 856
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 856
gguuaacacc auuuacuuca a
<210> 857
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 857
gguuaacacc auuuacuuca a
<210> 858
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 858

oin
1]
Jm
el

21
Synthetic

21
Synthetic

21
Synthetic

21
Synthetic
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gguuaacacC auuuacuuca a
<210> 859

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 859
gguuaacacc auuuacuuca a
<210> 860
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 860
gguuaacacc auuuacuuca a
<210> 861
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 861
gguuaacacc auuuacuuca a
<210> 862
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 862

gguuaacacc auuuacuuca a

oin
1]
Jm
el

21
Synthetic

21
Synthetic

21
Synthetic

21
Synthetic

21
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<210> 863
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 863
gguuaacacc auuuacuuca a
<210> 864
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 864
gguuaacacc auuuacuuca a
<210> 865
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 865
gguuaacacc auuuacuuca a
<210> 866
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 866
gguuaacacc auuuacuuca a
<210> 867

<211> 21

omn
1]
Jm
el

Synthetic

21
Synthetic

21
Synthetic

21
Synthetic

21

-390 -

10-2375607



<212> DNA
<213> Artificial Sequence

<220><223> Description of Artificial Sequence

oligonucleotide

<220><223> Description of Combined DNA/RNA Mo
oligonucleotide

<400> 867

ggutaacacc auuuacutca a

<210> 868

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 868

gguuaacacc auuuacuuca a

<210> 869

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

oligonucleotide
<400> 869
uugaaguaaa ugguguuaac cag
<210> 870
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence
oligonucleotide
<400> 870
uugaaguaaa ugguguuaac cag

<210> 871

on
Ju
Jin
Qi

. Synthetic

lecule: Synthetic

21
. Synthetic

21
. Synthetic

23
. Synthetic

23

- 391 -

10-2375607



<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 871

uugaaguaaa ugguguuaac cag

<210> 872
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 872
uugaaguaaa ugguguuaac cag
<210> 873
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 873
uugaaguaaa ugguguuaac cag
<210> 874
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 874
uugaaguaaa ugguguuaac cag
<210> 875

<211> 23

oin
1]
Jm
el

Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<212> RNA

<213> Artificial Sequence
<220><223> Description of

oligonucleotide

<400> 875

uugaaguaaa ugguguuaac cag
<210> 876

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

oligonucleotide
<400> 876
uugaaguaaa ugguguuaac cag
<210> 877
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 877
uugaaguaaa ugguguuaac cag
<210> 878
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 878

uugaaguaaa ugguguuaac cag

<210> 879
<211> 23

<212> RNA

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

oin
1]
Jm
el

Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 879

uugaaguaaa ugguguuaac cag

<210> 880

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 880

uugaaguaaa ugguguuaac cag

<210> 881

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 881

uugaaguaaa ugguguuaac cag

<210> 882

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 882

uugaaguaaa ugguguuaac cag

<210> 883

<211> 23

<212> RNA

<213> Artificial Sequence

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

omn
1]
Jm
el

Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<220><223> Description of

oligonucleotide
<400> 883
uugaaguaaa ugguguuaac cag
<210> 884
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 884
uugaaguaaa ugguguuaac cag
<210> 885
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 885

uugaaguaaa ugguguuaac cag

<210> 886

<211> 23

<212> RNA

<213> Artificial Sequence
<220><223> Description of

oligonucleotide

<400> 886

uugaaguaaa ugguguuaac cag
<210> 887

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

oin
1]
Jm
el

Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic
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oligonucleotide
<400> 887
uugaaguaaa ugguguuaac cag
<210> 888
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 888

uugaaguaaa ugguguuaac cag

<210> 889

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 889

uugaaguaaa ugguguuaac cag

<210> 890

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

oligonucleotide

<400> 890

uugaaguaaa ugguguuaac cag
<210> 891

<211> 23

<212> RNA

<213> Artificial Sequence
<220><223> Description of

oligonucleotide

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

oin
1]
Jm
el

23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic
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<400> 891

uugaaguaaa ugguguuaac cag
<210> 892

<211> 23

<212> RNA

<213> Artificial Sequence
<220><223> Description of

oligonucleotide

<400> 892

uugaaguaaa ugguguuaac cag

<210> 893

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 893

uugaaguaaa ugguguuaac cag

<210> 894

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 894

uugaaguaaa ugguguuaac cag

<210> 895

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 895

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

oin
1]
Jm
el

23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic
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uugaaguaaa ugguguuaac cag
<210> 896

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 896
uugaaguaaa ugguguuaac c
<210> 897
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 897
uugaaguaaa ugguguuaac cag
<210> 898
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 898
uugaaguaaa ugguguuaac cag
<210> 899
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 899

gguuaacacc auuuacuuca a

oin
1]
Jm
el

23
Synthetic

21
Synthetic

23
Synthetic

23
Synthetic

21
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<210> 900

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 900

gguuaacacc auuuacuuca a

<210> 901

<211> 21

<212> DNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<220><223> Description of Combined DNA/RNA Mo
oligonucleotide

<400> 901

ggutaacacc auutacutca a

<210> 902

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 902

gguuaacacc auuuacuuca a

<210> 903

<211> 21

<212> DNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<220><223> Description of Combined DNA/RNA Mo

oligonucleotide

omn
1]
Jm
el

. Synthetic

21
. Synthetic
lecule: Synthetic

21
. Synthetic

21
. Synthetic

lecule: Synthetic
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oin
1]
Jm
el

<400> 903

gguuaacacc auuuacutca a 21

<210> 904

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 904

ggutaacacc auuuacutca a 21

<210> 905

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 905
ggutaacacc auutacutca a 21
<210> 906
<211> 21
<212> RNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<400> 906
gguuaacacc auuuacuuca a 21
<210> 907
<211> 21

<212> DNA
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<213> Artificial Sequence
<220><223> Description of Artificial Sequence
oligonucleotide

<220><223> Description of Combined DNA/RNA Mo

oligonucleotide

<400> 907

ggutaacacc auuuacutca a

<210> 908

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 908

gguuaacacc auuuacuuca a

<210> 909

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 909

gguuaacacc auuuacuuca a

<210> 910

<211> 21

<212> DNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<220><223> Description of Combined DNA/RNA Mo
oligonucleotide

<400> 910

ggutaacacc auuuacutca a

oin
1]
Jm
el

. Synthetic

lecule: Synthetic

21
. Synthetic

21
. Synthetic

21
. Synthetic
lecule: Synthetic

21
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<210> 911

<211> 21

<212> DNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<220><223> Description of Combined DNA/RNA Mo

oligonucleotide

<400> 911

gguuaacacc auuuacutca a

<210> 912

<211> 20

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 912

guuaacacca uuuacuucaa

<210> 913

<211> 21

<212> DNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<220><223> Description of Combined DNA/RNA Mo

oligonucleotide
<400> 913
gguuaacacc auutacuuca a
<210> 914
<211> 21
<212> DNA
<213> Artificial Sequence

<220><223> Description of Artificial Sequence

oin
1]
Jm
el

. Synthetic

lecule: Synthetic

21
. Synthetic

20
. Synthetic
lecule: Synthetic

21

. Synthetic
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oligonucleotide

<220><223> Description of Combined DNA/RNA Mo
oligonucleotide

<400> 914

ggutaacacc auutacutca a

<210> 915

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

oligonucleotide

<400> 915

aacugccgac ucuaucgaaa a

<210> 916

<211> 21

<212> DNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<220><223> Description of Combined DNA/RNA Mo
oligonucleotide

<400> 916

gguuaacacc autuactuca a

<210> 917

<211> 20

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

oligonucleotide
<400> 917
guuaacacca uuuacuucaa
<210> 918

<211> 21

oin
1]
Jm
el

lecule: Synthetic

21
. Synthetic

21
. Synthetic
lecule: Synthetic

21
. Synthetic

20
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 918
gguuaacacc auuuacuuca a
<210> 919
<211> 21
<212> DNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

oin
1]
Jm
el

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 919
ggutaacacc auuuacutca a
<210> 920
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 920
uugaaguaaa ugguguuaac cag
<210> 921
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 921

uugaaguaaa ugguguuaac cag

<210> 922

Synthetic

21
Synthetic

21
Synthetic

23
Synthetic

23
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<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 922

uugaaguaaa ugguguuaac cag

<210> 923

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 923

uugaaguaaa ugguguuaac cag

<210> 924

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 924

uugaaguaaa ugguguuaac cag

<210> 925

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 925

uugaaguaaa ugguguuaac cag

<210> 926

<211> 23

<212> RNA

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

omn
1]
Jm
el

Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<213> Artificial Sequence

<220><223> Description of

oligonucleotide
<400> 926
uugaaguaaa ugguguuaac cag
<210> 927
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 927
uugaaguaaa ugguguuaac cag
<210> 928
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 928

uugaaguaaa ugguguuaac cag

<210> 929

<211> 23

<212> RNA

<213> Artificial Sequence
<220><223> Description of

oligonucleotide

<400> 929

uugaaguaaa ugguguuaac cag
<210> 930

<211> 23

<212> RNA

<213> Artificial Sequence

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

oin
1]
Jm
el

Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 930
uugaaguaaa ugguguuaac cag
<210> 931
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 931
uugaaguaaa ugguguuaac cag
<210> 932
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 932
uugaaguaaa ugguguuaac cag
<210> 933
<211> 22
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 933
uugaaguaaa ugguguuaac ca
<210> 934
<211> 23
<212> DNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oin
1]
Jm
el

Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

22
Synthetic
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oligonucleotide
<220><223> Description of
oligonucleotide
<400> 934
utgaagtaaa uggtguuaac cag
<210> 935
<211> 23
<212> RNA
<213> Artificial Sequence

<220><223> Description of

oligonucleotide
<400> 935
uugaaguaaa ugguguuaac cag
<210> 936
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 936
uuuucgauag agucggeagu uca
<210> 937
<211> 23
<212> DNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide

<220><223> Description of

oligonucleotide
<400> 937
utgaagtaaa uggtguuaac cag
<210> 938

<211> 22

oin
1]
Jm
el

Combined DNA/RNA Molecule: Synthetic

23
Artificial Sequence: Synthetic

23
Artificial Sequence: Synthetic

23
Artificial Sequence: Synthetic
Combined DNA/RNA Molecule: Synthetic

23
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 938
uugaaguaaa ugguguuaac ca
<210> 939
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 939

uugaaguaaa ugguguuaac cag

<210> 940
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 940
uugaaguaaa ugguguuaac cag
<210> 941
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 941
gguuaacacc auuuacuuca a
<210> 942
<211> 21

<212> RNA

oin
1]
Jm
el

Synthetic

22
Synthetic

23
Synthetic

23
Synthetic

21
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 942
gguuaacacc auuuacuuca a
<210> 943
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 943
gguuaacacc auuuacuuca a
<210> 944
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 944
gguuaacacc auuuacuuca a
<210> 945
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 945
gguuaacacc auuuacuuca a
<210> 946
<211> 21
<212> RNA

<213> Artificial Sequence

oin
1]
Jm
el

Synthetic

21
Synthetic

21
Synthetic

21
Synthetic

21
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oin
1]
Jm
el

<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<400> 946

gguuaacacc auuuacuuca a 21

<210> 947

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 947

ggutaacacc auutacutca a 21

<210> 948

<211> 21

<212> RNA

<213> Artificial Sequence

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

<400> 948

gguuaacacc auuuacuuca a 21

<210> 949
<211> 21
<212> RNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<400> 949
gguuaacacc auuuacuuca a 21
<210> 950
<211> 21

<212> RNA
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 950
gguuaacacc auuuacuuca a
<210> 951
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 951
gguuaacacc auuuacuuca a
<210> 952
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 952
gguuaacacc auuuacuuca a
<210> 953
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 953
gguuaacacc auuuacuuca a
<210> 954
<211> 21
<212> DNA

<213> Artificial Sequence

oin
1]
Jm
el

Synthetic

21
Synthetic

21
Synthetic

21
Synthetic

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

<220><223> Description of Combined DNA/RNA Mo
oligonucleotide

<400> 954

ggutaacacc auutacutca a

<210> 955

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence

oligonucleotide

<400> 955

gguuaacacc auuuacuuca a

<210> 956

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 956

gguuaacacc auuuacuuca a

<210> 957

<211> 21

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence
oligonucleotide

<400> 957

gguuaacacc auuuacuuca a

<210> 958
<211> 21

<212> RNA

oin
1]
Jm
el

. Synthetic

lecule: Synthetic

21
. Synthetic

21
. Synthetic

21
. Synthetic

21
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 958
gguuaacacc auuuacuuca a
<210> 959
<211> 21
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 959
gguuaacacc auuuacuuca a
<210> 960
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 960
uugaaguaaa ugguguuaac cag
<210> 961
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 961
uugaaguaaa ugguguuaac cag
<210> 962
<211> 23
<212> RNA

<213> Artificial Sequence

omn
1]
Jm
el

Synthetic

21
Synthetic

21
Synthetic

23
Synthetic

23

- 414 -
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<220><223> Description of

oligonucleotide
<400> 962
uugaaguaaa ugguguuaac cag
<210> 963
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 963
uugaaguaaa ugguguuaac cag
<210> 964
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 964

uugaaguaaa ugguguuaac cag

<210> 965

<211> 23

<212> RNA

<213> Artificial Sequence
<220><223> Description of

oligonucleotide

<400> 965

uugaaguaaa ugguguuaac cag
<210> 966

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

oin
1]
Jm
el

Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic
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oligonucleotide
<400> 966
uugaaguaaa ugguguuaac cag
<210> 967
<211> 23
<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 967

uugaaguaaa ugguguuaac cag

<210> 968

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 968

uugaaguaaa ugguguuaac cag

<210> 969

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

oligonucleotide

<400> 969

uugaaguaaa ugguguuaac cag
<210> 970

<211> 23

<212> RNA

<213> Artificial Sequence
<220><223> Description of

oligonucleotide

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

oin
1]
Jm
el

23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic
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<400> 970

uugaaguaaa ugguguuaac cag
<210> 971

<211> 23

<212> RNA

<213> Artificial Sequence
<220><223> Description of

oligonucleotide

<400> 971

uugaaguaaa ugguguuaac cag

<210> 972

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 972

uugaaguaaa ugguguuaac cag

<210> 973

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 973

uugaaguaaa ugguguuaac cag

<210> 974

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of
oligonucleotide

<400> 974

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

oin
1]
Jm
el

23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic
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uugaaguaaa ugguguuaac cag
<210> 975

<211> 23

<212> RNA

<213> Artificial Sequence
<220><223> Description of

oligonucleotide

<400> 975

uugaaguaaa ugguguuaac cag
<210> 976

<211> 23

<212> RNA

<213> Artificial Sequence

<220><223> Description of

oligonucleotide
<400> 976
uugaaguaaa ugguguuaac cag
<210> 977
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 977
uugaaguaaa ugguguuaac cag
<210> 978
<211> 23
<212> RNA
<213> Artificial Sequence
<220><223> Description of
oligonucleotide
<400> 978

uugaaguaaa ugguguuaac cag

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

Artificial Sequence:

oin
1]
Jm
el

23
Synthetic

23
Synthetic

23
Synthetic

23
Synthetic

23
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<210> 979
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 979
ggagaagaag gcaacugag
<210> 980
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 980
ugaccaagcu gggugecug
<210> 981
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 981
gguuaacacc auuuacuuc
<210> 982
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 982
gcugguuaac accauuuac
<210> 983

<211> 19

omn
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19

- 419 -

10-2375607



<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 983
uaaugacacc cuccagcaa
<210> 984
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 984
cguguucage aucuaugau
<210> 985
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 985

uugaggacgg cuucaguuu

<210> 986
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 986
cggegugucu gggaacugu
<210> 987
<211> 19

<212> RNA

oin
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 987
uuaacaccau uuacuucaa
<210> 988
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 988
cccugaaaag uccaaacuc
<210> 989
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 989
cgagaugacc ucuaugucu
<210> 990
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 990
ucuacaaggc ugauggaga
<210> 991
<211> 19
<212> RNA

<213> Artificial Sequence

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

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

oligonucleotide
<400> 991
agcucacugu ucuggugcu
<210> 992
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 992

aggagcagcu gcaagacau

<210> 993
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 993
gccaccaacc ggegugucu
<210> 994
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 994
cagaacagaa gaucccgga
<210> 995
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oin
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic
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oligonucleotide
<400> 995
ccuugucgau cuguucage
<210> 996
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 996
aggcaaguuc cguuaucgg
<210> 997
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 997
uuuuguccuu geugeucau
<210> 998
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 998
agaccuacca ggacaucag
<210> 999
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 999

omn
1]
Jm
el

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic
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aacugaacug ccgacucua

<210> 1000
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1000
cauuuacuuc aagggecug
<210> 1001
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1001
cccuggacuu caaggaaaa
<210> 1002
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1002
agcugcaagu accgceuguu
<210> 1003
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1003

acacaaggaa ggaacuguu

oin
1]
Jm
el

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<210> 1004
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1004
gcaacugagg augagggceu
<210> 1005
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1005
guagccaacc cuuguguua
<210> 1006
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1006

guuugugaac agaaguaaa

<210> 1007
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1007
gggugacuuu caaggccaa

<210> 1008

oin
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1008
uuaucggege guggeugaa
<210> 1009
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1009
ccacuucuuc uuugccaaa
<210> 1010
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1010
aacaccauuu acuucaagg
<210> 1011
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1011
gauggagagu cguguucag
<210> 1012

<211> 19

oin
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1012
caccauuuac uucaaggge
<210> 1013
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1013

uuuacuucaa gggecugug

<210> 1014
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1014
uaagagaagu uccucugaa
<210> 1015
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1015
gcgggacauu cccaugaau
<210> 1016
<211> 19

<212> RNA

<213

oin
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1016
ugccccacce uguccucug
<210> 1017
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1017
ugguuaacac cauuuacuu
<210> 1018
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1018
cggauugccu cagaucaca
<210> 1019
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1019
ccaggacauc agugaguug
<210> 1020
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

omn
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic
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oligonucleotide
<400> 1020

ccaguuuuca ggeggauug

<210> 1021
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1021
caccauaucu gagaaaaca
<210> 1022
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1022
aaguaaaaau aaauacaaa
<210> 1023
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1023
gcacccaggu geuugaguu
<210> 1024
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

oin
1]
Jm
el

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic
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<400> 1024
uaacaccauu uacuucaag
<210> 1025

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1025
ccuucaaagg ugaugacau
<210> 1026
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1026
caaggccaau ucccgeuuu
<210> 1027
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1027

ucaguuugaa ggagcagcu

<210> 1028
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 1028

oin
1]
Jm
el

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic
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gggacugcgu gaccuguca
<210> 1029

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1029
ucagccaauc gecuuuuug
<210> 1030
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1030
ccucggaage caucaauga
<210> 1031
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1031
gacaaugaua acauuuucc
<210> 1032
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1032

cuuauucuuu gcaccucuu

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<210> 1033
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1033
auugcuggee guucgcuaa
<210> 1034
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1034

aaaugaagaa ggcagugaa

<210> 1035
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1035
ugaguuggua uauggagec
<210> 1036
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1036
uccagcaacu gauggaggu
<210> 1037

<211> 19

omn
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1037
aacuguaacc ucuggaaaa
<210> 1038
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1038
ucaacaaaug gguguccaa
<210> 1039
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1039
gauuagegge cauguauuc
<210> 1040
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1040
gugcuugagu ugcccuuca
<210> 1041
<211> 19

<212> RNA

omn
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1041

ugcagaagge cgagaugac

<210> 1042
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1042
cuauuuuugg uuugugaac
<210> 1043
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1043
cagugaagca gcugcaagu
<210> 1044
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1044
guguccaaua agaccgaag
<210> 1045
<211> 19
<212> RNA

<213> Artificial Sequence

oin
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

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

oligonucleotide
<400> 1045
augaauugga ggagaugau
<210> 1046
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1046
aucuaugaug uaccaggaa
<210> 1047
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1047
ccauaaggca uuucuugag
<210> 1048
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1048

augcauucca uaaggcauu

<210> 1049
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oin
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic
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oligonucleotide
<400> 1049
uggugeuggu uaacaccau
<210> 1050
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1050
aucuguucag cccugaaaa
<210> 1051
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1051
agaugaugcu gguggucca
<210> 1052
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1052
auauggagcc aagcuccag
<210> 1053
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

oin
1]
Jm
el

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic
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<400> 1053
cCgaaucacc gaugucauu
<210> 1054

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1054
gcagagcaau ccagagegg
<210> 1055
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1055

acaccauuua cuucaaggsg

<210> 1056
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1056
guaccaggaa ggcaaguuc
<210> 1057
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1057

ugcccaagece ugagaagag

oin
1]
Jm
el

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<210> 1058
<211> 19
<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1058
uucuuugeca aacugaacu
<210> 1059
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1059
uggccaaggu agagaagga
<210> 1060
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1060
ugcugcaaga guggcugga
<210> 1061
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1061
ccaugugcau uuaccgeuc

<210> 1062

omn
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1062

agacaugggc cuugucgau

<210> 1063
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1063
uuuuggagac aaaucccuu
<210> 1064
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 1064

ggaugagggCc ucagaacag

<210> 1065
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1065
cggecuuuuge uaugaccaa
<210> 1066

<211> 19

oin
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1066
agcuccagee ccuggacuu
<210> 1067
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1067
cugaucagau ccacuucuu
<210> 1068
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1068
ugcugguggu ccacaugec
<210> 1069
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1069

gcgagauuua gaggaaaga

<210> 1070
<211> 19

<212> RNA

oin
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19

- 440 -

10-2375607



<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1070
cugcucauug geuucuggg
<210> 1071
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1071
ccuucaauga gaccuacca
<210> 1072
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1072
accauuuacu ucaagggec
<210> 1073
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1073
gcaccucuuc cuauuuuug
<210> 1074
<211> 19
<212> RNA

<213> Artificial Sequence

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

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

oligonucleotide
<400> 1074
guggcugaag gcacccagg
<210> 1075
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1075
uccgcauuga ggacggeuu
<210> 1076
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1076

uggacaucug cacagccaa

<210> 1077
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1077
guccaaacuc ccagguauu
<210> 1078
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oin
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic
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oligonucleotide
<400> 1078
agaaggaacu caccccaga
<210> 1079
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1079
ucuugaggua aaugaagaa
<210> 1080
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1080
agcccugugg acaucugea
<210> 1081
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1081
cagagcggee aucaacaaa
<210> 1082
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

oin
1]
Jm
el

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic
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<400> 1082
auuuaaguuu gacaccaua
<210> 1083

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1083

ugagaagagc cuggccaag

<210> 1084
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1084
ucaccauggu ccucaucuu
<210> 1085
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1085
ggaaggaacu guucuacaa
<210> 1086
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 1086

oin
]
Jm
el

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic
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cugguuuuua uaagagaag
<210> 1087

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1087
cugggugecu guaaugaca
<210> 1088
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1088
guaccgeugu ugugauuge
<210> 1089
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1089
ucuaucagca ccuggcaga
<210> 1090
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1090

cuggcagauu ccaagaaug

oin
1]
Jm
el

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<210> 1091
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1091
cgaugucauu cccucggaa
<210> 1092
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1092
gcuucuggga cugcgugac
<210> 1093
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1093
ccugucacgg gagceccugu
<210> 1094
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1094
auuuacuuca agggecugu
<210> 1095

<211> 19

oin
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1095
ugcuaccacu uucuaucag
<210> 1096
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1096
ggaacugucc aaggccaau
<210> 1097
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1097

acCaaauccuc caaguuagu

<210> 1098
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1098
auuuaccgcu ccccggaga
<210> 1099
<211> 19

<212> RNA

oin
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1099
accccugagu aucuccacg
<210> 1100
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1100
cacuaucucc acuugcecca
<210> 1101
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1101
aaauacaaac uacuuccau
<210> 1102
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1102
cugguuaaca ccauuuacu
<210> 1103
<211> 19
<212> RNA

<213> Artificial Sequence

oin
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

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

oligonucleotide
<400> 1103
ucaucuugcc caagccuga
<210> 1104
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1104

ccucagauca cacuaucuc

<210> 1105
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1105
cuguccucug gaaccucug
<210> 1106
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1106
cccuguggaa gauuagegg
<210> 1107
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oin
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic
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oligonucleotide
<400> 1107
aucuccacgg cuuuugcua
<210> 1108
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1108
guggcuggau gaauuggag
<210> 1109
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1109
caaguuagua ucagccaau
<210> 1110
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1110
gugaugacau caccauggu
<210> 1111
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 1111

omn
1]
Jm
el

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic
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uuccaagaau gacaaugau

<210> 1112
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1112
ugauggaggu auuuaaguu
<210> 1113
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1113
guauuccaau gugauagga
<210> 1114
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1114
cagccaagcc gegggacau
<210> 1115
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1115

caugccccge uuccgcauu

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<210> 1116
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1116
augugauagg aacuguaac
<210> 1117
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1117
acaaaucccu uaccuucaa
<210> 1118
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1118

agguuuaucu uuuguccuu

<210> 1119
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1119
agaucccgga ggccaccaa

<210> 1120

oin
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1120
acauuuuccu gucaccccu
<210> 1121
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1121
ggccuuuccu gguuuuuau
<210> 1122
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1122
uuguguuaag uaaaauguu
<210> 1123
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1123
caaggaaaau gcagagcaa
<210> 1124

<211> 19

oin
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1124
cugagaaaac aucugauca
<210> 1125
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1125

uuacuucaag ggccugugg

<210> 1126
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1126
accccaacag ggugacuuu
<210> 1127
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1127
ccagguauug uugcagaag
<210> 1128
<211> 19

<212> RNA

<213

oin
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1128
gccuguggaa gucaaaguu
<210> 1129
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1129
uggaaccucu gcgagauuu
<210> 1130
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1130
agcccugaga acacaagga
<210> 1131
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1131
cucuaugucu cagaugcau
<210> 1132
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

omn
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic
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oligonucleotide
<400> 1132

aagaccgaag gccgaauca

<210> 1133
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1133
uaaaauguuc uuauucuuu
<210> 1134
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1134
ucuggaaaaa ggaagguuu
<210> 1135
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1135
uucaaggcca acaggecuu
<210> 1136
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

oin
1]
Jm
el

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic
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<400> 1136
gaagucaaag uucagcccu
<210> 1137

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1137
ccaucaauga gcucacugu
<210> 1138
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1138
cucugaacac uauuaucuu
<210> 1139
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1139

ugcugguuaa caccauuua

<210> 1140
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 1140

oin
1]
Jm
el

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic
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agaggaaaga accaguuuu
<210> 1141

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1141
ugcccagece uguggaaga
<210> 1142
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1142
cucaguugee uucuucucc
<210> 1143
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1143
caggcaccca geuugguca
<210> 1144
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1144

gaaguaaaug guguuaacc

oin
1]
Jm
el

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<210> 1145
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1145
guaaauggug uuaaccage
<210> 1146
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1146

uugcuggagg gugucauua

<210> 1147
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1147
aucauagaug cugaacacg
<210> 1148
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1148
aaacugaagc cguccucaa
<210> 1149

<211> 19

omn
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1149
acaguuccca gacacgecg
<210> 1150
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1150
uugaaguaaa ugguguuaa
<210> 1151
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1151
gaguuuggac uuuucaggg
<210> 1152
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1152
agacauagag gucaucucg
<210> 1153
<211> 19

<212> RNA

omn
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1153

ucuccaucag ccuuguaga

<210> 1154
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1154
agcaccagaa cagugagcu
<210> 1155
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1155
augucuugca gcugcuccu
<210> 1156
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1156
agacacgccg guugguggc
<210> 1157
<211> 19
<212> RNA

<213> Artificial Sequence

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

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

oligonucleotide
<400> 1157
uccgggaucu ucuguucug
<210> 1158
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1158
gcugaacaga ucgacaagg
<210> 1159
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1159
ccgauaacgg aacuugccu
<210> 1160
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1160

augagcagca aggacaaaa

<210> 1161
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oin
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic
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oligonucleotide
<400> 1161
cugauguccu gguaggucu
<210> 1162
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1162
uagagucgge aguucaguu
<210> 1163
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1163
caggcccuug aaguaaaug
<210> 1164
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1164
uuuuccuuga aguccaggg
<210> 1165
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

oin
1]
Jm
el

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic
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<400> 1165
aacagcggua cuugcagcu
<210> 1166

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1166
aacaguuccu uccuugugu
<210> 1167
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1167

agcccucauc cucaguugc

<210> 1168
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1168
uaacacaagg guuggcuac
<210> 1169
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1169

uuuacuucug uucacaaac

oin
1]
Jm
el

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<210> 1170
<211> 19
<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1170
uuggccuuga aagucacce
<210> 1171
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1171
uucagccacg cgecgauaa
<210> 1172
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1172
uuuggcaaag aagaagugg
<210> 1173
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1173
ccuugaagua aaugguguu

<210> 1174

omn
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1174

cugaacacga cucuccauc

<210> 1175
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1175
gcecuugaag uaaauggug
<210> 1176
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1176
cacaggcccu ugaaguaaa
<210> 1177
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1177
uucagaggaa cuucucuua
<210> 1178

<211> 19

oin
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1178
auucauggga augucccge
<210> 1179
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1179
Cagaggacag ggugggegca
<210> 1180
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1180
aaguaaaugg uguuaacca
<210> 1181
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1181

ugugaucuga ggcaauccg

<210> 1182
<211> 19

<212> RNA

oin
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1182
caacucacug auguccugg
<210> 1183
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1183
caauccgecu gaaaacugg
<210> 1184
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1184
uguuuucuca gauauggug
<210> 1185
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1185
uuuguauuua uuuuuacuu
<210> 1186
<211> 19
<212> RNA

<213> Artificial Sequence

omn
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

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

oligonucleotide
<400> 1186
aacucaagca ccuggguge
<210> 1187
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1187
cuugaaguaa augguguua
<210> 1188
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1188

augucaucac cuuugaagg

<210> 1189
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1189
aaagcgggaa uuggecuug
<210> 1190
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oin
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic
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oligonucleotide
<400> 1190
agcugcuccu ucaaacuga
<210> 1191
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1191
ugacagguca cgcagucce
<210> 1192
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1192
caaaaaggcg auuggcuga
<210> 1193
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1193
ucauugaugg cuuccgagg
<210> 1194
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

oin
1]
Jm
el

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic
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<400> 1194
ggaaaauguu aucauuguc
<210> 1195

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1195

aagaggugca aagaauaag

<210> 1196
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1196
uuagcgaacg gecageaau
<210> 1197
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1197
uucacugccu ucuucauuu
<210> 1198
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 1198

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic
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ggcuccauau accaacuca
<210> 1199

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1199
accuccauca guugcugga
<210> 1200
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1200
uuuuccagag guuacaguu
<210> 1201
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1201
uuggacaccc auuuguuga
<210> 1202
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1202

gaauacaugg ccgcuaauc

oin
1]
Jm
el

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<210> 1203
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1203
ugaagggcaa cucaagcac
<210> 1204
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1204
gucaucucgg ccuucugea
<210> 1205
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1205
guucacaaac caaaaauag
<210> 1206
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1206
acuugcagcu geuucacug
<210> 1207

<211> 19

oin
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19

- 473 -

10-2375607



<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1207
cuucggucuu auuggacac
<210> 1208
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1208
aucaucuccu ccaauucau
<210> 1209
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1209

uuccugguac aucauagau

<210> 1210
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1210
cucaagaaau gccuuaugg
<210> 1211
<211> 19

<212> RNA

oin
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1211
aaugccuuau ggaaugcau
<210> 1212
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1212
augguguuaa ccagcacca
<210> 1213
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1213
uuuucaggge ugaacagau
<210> 1214
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1214
uggaccacca gcaucaucu
<210> 1215
<211> 19
<212> RNA

<213> Artificial Sequence

oin
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

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

oligonucleotide
<400> 1215
cuggagcuug gcuccauau
<210> 1216
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1216

aaugacaucg gugauucgg

<210> 1217
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1217
ccgeucugga uugeucuge
<210> 1218
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1218
cccuugaagu aaauggugu
<210> 1219
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oin
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic
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oligonucleotide
<400> 1219
gaacuugccu uccugguac
<210> 1220
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1220
cucuucucag geuugggea
<210> 1221
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1221
aguucaguuu ggcaaagaa
<210> 1222
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1222
uccuucucua ccuuggeca
<210> 1223
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 1223

omn
1]
Jm
el

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic
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uccagccacu cuugcagca

<210> 1224
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1224
gagcgguaaa ugcacaugg
<210> 1225
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1225
aucgacaagg cccaugucu
<210> 1226
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1226
aagggauuug ucuccaaaa
<210> 1227
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1227

cuguucugag cccucaucc

oin
1]
Jm
el

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<210> 1228
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1228
uuggucauag caaaagccg
<210> 1229
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1229
aaguccaggg gcuggageu
<210> 1230
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1230

aagaagugga ucugaucag

<210> 1231
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1231
ggcaugugga ccaccagca

<210> 1232

oin
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1232
ucuuuccucu aaaucucge
<210> 1233
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1233
cccagaagec aaugagcag
<210> 1234
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1234
ugguaggucu cauugaagg
<210> 1235
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1235
ggcccuugaa guaaauggu
<210> 1236

<211> 19

oin
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1236
caaaaauagg aagagguge
<210> 1237
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1237

ccugggugee uucagecac

<210> 1238
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1238
aagccguccu caaugegga
<210> 1239
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1239
uuggcuguge agaugucca
<210> 1240
<211> 19

<212> RNA

<213

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1240
aauaccuggg aguuuggac
<210> 1241
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1241
ucugggguga guuccuucu
<210> 1242
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1242
uucuucauuu accucaaga
<210> 1243
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1243
ugcagauguc cacagggcu
<210> 1244
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

omn
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic
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oligonucleotide
<400> 1244

uuuguugaug gecgeucug

<210> 1245
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1245
uaugguguca aacuuaaau
<210> 1246
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1246
cuuggccagg cucuucuca
<210> 1247
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1247
aagaugagga ccaugguga
<210> 1248
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

oin
1]
Jm
el

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic
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<400> 1248
uuguagaaca guuccuucc
<210> 1249

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1249
cuucucuuau aaaaaccag
<210> 1250
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1250
ugucauuaca ggcacccag
<210> 1251
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1251

gcaaucacaa cagcgguac

<210> 1252
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 1252

oin
1]
Jm
el

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic
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ucugccaggu gcugauaga
<210> 1253

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1253
cauucuugga aucugccag
<210> 1254
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1254
uuccgaggga augacaucg
<210> 1255
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1255
gucacgcagu cccagaage
<210> 1256
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1256

acagggcucc cgugacagg

oin
1]
Jm
el

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<210> 1257
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1257
acaggcccuu gaaguaaau
<210> 1258
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1258

cugauagaaa gugguagca

<210> 1259
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1259
auuggccuug gacaguucc
<210> 1260
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1260
acuaacuugg aggauuugu
<210> 1261

<211> 19

omn
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1261
ucuccgggga gegguaaau
<210> 1262
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1262
cguggagaua cucaggggu
<210> 1263
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1263
ugggcaagug gagauagug
<210> 1264
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1264
auggaaguag uuuguauuu
<210> 1265
<211> 19

<212> RNA

omn
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1265

aguaaauggu guuaaccag

<210> 1266
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1266
ucaggcuugg gcaagauga
<210> 1267
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

<400> 1267
gagauagugu gaucugagg
<210> 1268

<211> 19

<212> RNA

<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1268
cagagguucc agaggacag
<210> 1269
<211> 19
<212> RNA

<213> Artificial Sequence

oin
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

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

oligonucleotide
<400> 1269
ccgcuaaucu uccacaggg
<210> 1270
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1270
uagcaaaagc cguggagau
<210> 1271
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1271
cuccaauuca uccagecac
<210> 1272
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1272

auuggcugau acuaacuug

<210> 1273
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oin
1]
Jm
el

Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic
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oligonucleotide
<400> 1273
accaugguga ugucaucac
<210> 1274
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1274
aucauuguca uucuuggaa
<210> 1275
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1275
aacuuaaaua ccuccauca
<210> 1276
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1276
uccuaucaca uuggaauac
<210> 1277
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide

oin
1]
Jm
el

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic
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<400> 1277
augucccgeg gecuuggcug
<210> 1278

<211> 19

<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1278
aaugcggaag cggggeaug
<210> 1279
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1279

guuacaguuc cuaucacau

<210> 1280
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1280
uugaagguaa gggauuugu
<210> 1281
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1281

aaggacaaaa gauaaaccu

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<210> 1282
<211> 19
<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1282
uugguggecu ccgggaucu
<210> 1283
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1283
aggggugaca ggaaaaugu
<210> 1284
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1284
auaaaaacca ggaaaggcc
<210> 1285
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1285
aacauuuuac uuaacacaa

<210> 1286
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Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1286

uugcucugca uuuuccuug

<210> 1287
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1287
ugaucagaug uuuucucag
<210> 1288
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1288
ccacaggccc uugaaguaa
<210> 1289
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1289
aaagucaccc uguuggggu
<210> 1290

<211> 19
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Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1290
cuucugcaac aauaccugg
<210> 1291
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1291
aacuuugacu uccacagge
<210> 1292
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1292
aaaucucgca gagguucca
<210> 1293
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1293

uccuuguguu cucagggcu

<210> 1294
<211> 19

<212> RNA
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Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

19
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<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1294
augcaucuga gacauagag
<210> 1295
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1295
ugauucggee uucggucuu
<210> 1296
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1296
aaagaauaag aacauuuua
<210> 1297
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1297
aaaccuuccu uuuuccaga
<210> 1298
<211> 19
<212> RNA

<213> Artificial Sequence
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Synthetic

19
Synthetic

19
Synthetic

19
Synthetic

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

oligonucleotide
<400> 1298
aaggccuguu ggecuugaa
<210> 1299
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1299
agggcugaac uuugacuuc
<210> 1300
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1300

acagugagcu cauugaugg

<210> 1301
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1301
aagauaauag uguucagag
<210> 1302
<211> 19
<212> RNA

<213> Artificial Sequence

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

19
Synthetic

19
Synthetic

19
Synthetic

19
Synthetic
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oligonucleotide
<400> 1302
uaaauggugu uaaccagca
<210> 1303
<211> 19

<212> RNA
<213

> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1303
aaaacugguu cuuuccucu
<210> 1304
<211> 19
<212> RNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
<400> 1304
ucuuccacag ggeugggea
<210> 1305
<211> 21
<212> DNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence:

oligonucleotide
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<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1305
ggagaagaag gcaacugagt t
<210> 1306
<211> 21
<212> DNA

<213> Artificial Sequence

19
Synthetic

19
Synthetic

19
Synthetic

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1306

ugaccaagcu gggugccugt t 21

<210> 1307

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1307

gguuaacacc auuuacuuct t 21

<210> 1308

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1308
gcugguuaac accauuuact t 21
<210> 1309
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
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oligonucleotide
<400> 1309
uaaugacacc cuccagcaat t 21
<210> 1310
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1310

cguguucagc aucuaugaut t 21

<210> 1311

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1311

uugaggacgg cuucaguuut t 21

<210> 1312

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1312

cggegugucu gggaacugut t 21
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<210> 1313

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1313
uuaacaccau uuacuucaat t 21
<210> 1314
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1314
cccugaaaag uccaaacuct t 21
<210> 1315
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1315

cgagaugacc ucuaugucut t 21

<210> 1316

<211> 21

<212> DNA
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<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1316

ucuacaaggc ugauggagat t 21

<210> 1317

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1317

agcucacugu ucuggugcut t 21

<210> 1318

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1318
aggagcagcu gcaagacaut t 21
<210> 1319
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic

oligonucleotide
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<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1319

gccaccaacce ggegugucut t 21

<210> 1320

<211> 21

<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1320

cagaacagaa gaucccggat t 21

<210> 1321

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1321

ccuugucgau cuguucagct t 21

<210> 1322

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1322
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aggcaaguuc cguuaucggt t 21
<210> 1323
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1323
uuuuguccuu gcugcucaut t 21
<210> 1324
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1324
agaccuacca ggacaucagt t 21
<210> 1325
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1325
aacugaacug ccgacucuat t 21
<210> 1326

<211> 21
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<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1326

cauuuacuuc aagggccugt t 21

<210> 1327

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1327

cccuggacuu caaggaaaat t 21

<210> 1328

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1328
agcugcaagu accgcuguut t 21
<210> 1329
<211> 21
<212> DNA
<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1329

acacaaggaa ggaacuguut t 21

<210> 1330

<211> 21

<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1330

gcaacugagg augagggcut t 21

<210> 1331

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1331

guagccaacc cuuguguuat t 21

<210> 1332

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide

- 505 -

10-2375607



oin
1]
Jm
el

<400> 1332
guuugugaac agaaguaaat t 21
<210> 1333
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1333
gggugacuuu caaggccaat t 21
<210> 1334
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1334
uuaucggcge guggcugaat t 21
<210> 1335
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1335

ccacuucuuc uuugccaaat t 21

<210> 1336
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<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1336

aacaccauuu acuucaaggt t 21

<210> 1337

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1337

gauggagagu cguguucagt t 21

<210> 1338

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1338
caccauuuac uucaagggct t 21
<210> 1339
<211> 21
<212> DNA

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1339

uuuacuucaa gggccugugt t 21

<210> 1340

<211> 21

<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1340

uaagagaagu uccucugaat t 21

<210> 1341

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1341

gcgggacauu cccaugaaut t 21

<210> 1342

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

- 508 -

10-2375607



oin
1]
Jm
el

oligonucleotide
<400> 1342
ugccccacce uguccucugt t 21
<210> 1343
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1343
ugguuaacac cauuuacuut t 21
<210> 1344
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1344
cggauugccu cagaucacat t 21
<210> 1345
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1345

ccaggacauc agugaguugt t 21
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<210> 1346

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1346

ccaguuuuca ggcggauugt t 21

<210> 1347

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1347

caccauaucu gagaaaacat t 21

<210> 1348

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1348
aaguaaaaau aaauacaaat t 21
<210> 1349
<211> 21

<212> DNA
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<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1349

gcacccaggu gcecuugaguut t 21

<210> 1350

<211> 21

<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1350

uaacaccauu uacuucaagt t 21

<210> 1351

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1351

ccuucaaagg ugaugacaut t 21

<210> 1352

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide
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<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1352

caaggccaau ucccgcuuut t 21

<210> 1353

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1353
ucaguuugaa ggagcagcut t 21
<210> 1354
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1354
gggacugcgu gaccugucat t 21
<210> 1355
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1355
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ucagccaauc gccuuuuugt t 21

<210> 1356

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1356

ccucggaagc caucaaugat t 21

<210> 1357

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1357

gacaaugaua acauuuucct t 21

<210> 1358

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1358
cuuauucuuu gcaccucuut t 21
<210> 1359

<211> 21
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<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1359

auugcuggcc guucgcuaat t 21

<210> 1360

<211> 21

<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1360

aaaugaagaa ggcagugaat t 21

<210> 1361

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1361

ugaguuggua uauggagcect t 21

<210> 1362

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1362

uccagcaacu gauggaggut t 21

<210> 1363

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1363
aacuguaacc ucuggaaaat t 21
<210> 1364
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1364
ucaacaaaug gguguccaat t 21
<210> 1365
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
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<400> 1365

gauuagcggce cauguauuct t 21

<210> 1366

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1366

gugcuugagu ugcccuucat t 21

<210> 1367

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1367

ugcagaaggc cgagaugact t 21

<210> 1368

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1368
cuauuuuugg uuugugaact t 21

<210> 1369
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<212> DNA

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence: Synthetic

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule
oligonucleotide

<400> 1369

cagugaagca gcugcaagut t

<210> 1370

<211> 21

<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule
oligonucleotide

<400> 1370

guguccaaua agaccgaagt t

<210> 1371

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule
oligonucleotide

<400> 1371

augaauugga ggagaugaut t

<210> 1372
<211> 21
<212> DNA

<213> Artificial Sequence

. Synthetic

21
. Synthetic

21
. Synthetic

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1372

aucuaugaug uaccaggaat t 21

<210> 1373

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1373
ccauaaggca uuucuugagt t 21
<210> 1374
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1374
augcauucca uaaggcauut t 21
<210> 1375
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
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oligonucleotide

<400> 1375

uggugcuggu uaacaccaut t 21

<210> 1376

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1376

aucuguucag cccugaaaat t 21

<210> 1377

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1377

agaugaugcu ggugguccat t 21

<210> 1378

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1378

auauggagcc aagcuccagt t 21
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<210> 1379

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1379

ccgaaucacc gaugucauut t 21

<210> 1380

<211> 21

<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1380

gcagagcaau ccagagcggt t 21

<210> 1381

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1381

acaccauuua cuucaagggt t 21

<210> 1382
<211> 21

<212> DNA
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<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1382

guaccaggaa ggcaaguuct t 21

<210> 1383

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1383
ugcccaagec ugagaagagt t 21
<210> 1384
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1384
uucuuugcca aacugaacut t 21
<210> 1385
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic

oligonucleotide
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<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1385

uggccaaggu agagaaggat t 21

<210> 1386

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1386

ugcugcaaga guggcuggat t 21

<210> 1387

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1387

ccaugugcau uuaccgcuct t 21

<210> 1388

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide

<400> 1388
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agacaugggce cuugucgaut t 21

<210> 1389

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1389

uuuuggagac aaaucccuut t 21

<210> 1390

<211> 21

<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1390

ggaugagggce ucagaacagt t 21

<210> 1391

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1391

cggecuuuugce uaugaccaat t 21

<210> 1392

<211> 21
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<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1392

agcuccagcc ccuggacuut t 21

<210> 1393

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1393
cugaucagau ccacuucuut t 21
<210> 1394
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1394
ugcugguggu ccacaugect t 21
<210> 1395
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
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oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1395

gcgagauuua gaggaaagat t 21

<210> 1396

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1396

cugcucauug gcuucugggt t 21

<210> 1397

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1397

ccuucaauga gaccuaccat t 21

<210> 1398

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
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<211> 21

<212> DNA

<213> Artificial Sequence

oin
1]
Jm
el

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule
oligonucleotide

<400> 1399

gcaccucuuc cuauuuuugt t

<210> 1400

<211> 21

<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule
oligonucleotide

<400> 1400

guggcugaag gcacccaggt t

<210> 1401

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule
oligonucleotide

<400> 1401

uccgcauuga ggacggcuut t

<210> 1402

21
. Synthetic

21
. Synthetic

21
. Synthetic

21
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<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1402

uggacaucug cacagccaat t 21

<210> 1403

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1403
guccaaacuc ccagguauut t 21
<210> 1404
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1404
agaaggaacu caccccagat t 21
<210> 1405
<211> 21
<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1405

ucuugaggua aaugaagaat t 21

<210> 1406

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1406

agcccugugg acaucugcat t 21

<210> 1407

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1407

cagagcggec aucaacaaat t 21

<210> 1408

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
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oligonucleotide
<400> 1408
auuuaaguuu gacaccauat t
<210> 1409
<211> 21
<212> DNA

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence: Synthetic

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule
oligonucleotide

<400> 1409

ugagaagagc cuggccaagt t

<210> 1410

<211> 21

<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule
oligonucleotide

<400> 1410

ucaccauggu ccucaucuut t

<210> 1411

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule
oligonucleotide

<400> 1411

ggaaggaacu guucuacaat t

21
. Synthetic

21
. Synthetic

21
. Synthetic

21
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<210> 1412

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1412

cugguuuuua uaagagaagt t 21

<210> 1413

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1413
cugggugecu guaaugacat t 21
<210> 1414
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1414
guaccgecugu ugugauuget t 21
<210> 1415
<211> 21
<212> DNA

<213> Artificial Sequence
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<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1415

ucuaucagca ccuggcagat t 21

<210> 1416

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1416

cuggcagauu ccaagaaugt t 21

<210> 1417

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1417

cgaugucauu cccucggaat t 21

<210> 1418

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide
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<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1418
gcuucuggga cugcgugact t 21
<210> 1419
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1419
ccugucacgg gagcccugut t 21
<210> 1420
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1420

auuuacuuca agggccugut t 21

<210> 1421

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1421
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ugcuaccacu uucuaucagt t 21

<210> 1422

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1422

ggaacugucc aaggccaaut t 21

<210> 1423

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1423
acaaauccuc caaguuagut t 21
<210> 1424
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1424
auuuaccgcu ccccggagat t 21
<210> 1425

<211> 21
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<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1425

accccugagu aucuccacgt t 21

<210> 1426

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1426

cacuaucucc acuugcccat t 21

<210> 1427

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1427

aaauacaaac uacuuccaut t 21

<210> 1428

<211> 21

<212> DNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
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<220><223> Description of Combined DNA/RNA Molecule

oligonucleotide
<400> 1428
cugguuaaca ccauuuacut t
<210> 1429
<211> 21
<212> DNA

<213> Artificial Sequence
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. Synthetic

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule
oligonucleotide

<400> 1429

ucaucuugcc caagccugat t

<210> 1430

<211> 21

<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule
oligonucleotide

<400> 1430

ccucagauca cacuaucuct t

<210> 1431

<211> 21

<212> DNA

<213> Artificial Sequence

21
. Synthetic

21
. Synthetic

21

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

oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule

oligonucleotide

. Synthetic
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<400> 1431

cuguccucug gaaccucugt t 21

<210> 1432

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1432

cccuguggaa gauuageggt t 21

<210> 1433

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1433
aucuccacgg cuuuugcuat t 21
<210> 1434
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1434
guggcuggau gaauuggagt t 21

<210> 1435
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<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1435

caaguuagua ucagccaaut t 21

<210> 1436

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1436

gugaugacau caccauggut t 21

<210> 1437

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1437

uuccaagaau gacaaugaut t 21

<210> 1438

<211> 21

<212> DNA

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1438
ugauggaggu auuuaaguut t 21
<210> 1439
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1439
guauuccaau gugauaggat t 21
<210> 1440
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1440

cagccaagcc gegggacaut t 21

<210> 1441

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
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oligonucleotide
<400> 1441

caugccccge uuccgcauut t 21

<210> 1442

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1442

augugauagg aacuguaact t 21

<210> 1443

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide

<400> 1443

acaaaucccu uaccuucaat t 21

<210> 1444

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1444

agguuuaucu uuuguccuut t 21
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<210> 1445
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1445

agaucccgga ggccaccaat t 21

<210> 1446

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1446

acauuuuccu gucaccccut t 21

<210> 1447

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1447

ggccuuuccu gguuuuuaut t 21

<210> 1448

<211> 21

<212> DNA
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<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1448
uuguguuaag uaaaauguut t 21
<210> 1449
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1449
caaggaaaau gcagagcaat t 21
<210> 1450
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1450

cugagaaaac aucugaucat t 21

<210> 1451

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide
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<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1451

uuacuucaag ggccuguggt t 21

<210> 1452

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1452

accccaacag ggugacuuut t 21

<210> 1453

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide

<400> 1453

ccagguauug uugcagaagt t 21

<210> 1454

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1454
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gccuguggaa gucaaaguut t 21
<210> 1455

<211> 21

<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1455

uggaaccucu gcgagauuut t 21

<210> 1456

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1456

agcccugaga acacaaggat t 21

<210> 1457

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1457

cucuaugucu cagaugcaut t 21

<210> 1458

<211> 21
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<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1458
aagaccgaag gccgaaucat t 21
<210> 1459
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1459
uaaaauguuc uuauucuuut t 21
<210> 1460
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1460

ucuggaaaaa ggaagguuut t 21

<210> 1461

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1461

uucaaggcca acaggccuut t 21

<210> 1462

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1462

gaagucaaag uucagcccut t 21

<210> 1463

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1463
ccaucaauga gcucacugut t 21
<210> 1464
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
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<400> 1464

cucugaacac uauuaucuut t 21
<210> 1465

<211> 21

<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1465

ugcugguuaa caccauuuat t 21

<210> 1466

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1466

agaggaaaga accaguuuut t 21

<210> 1467

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1467

ugcccagecec uguggaagat t 21

<210> 1468
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<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1468
cucaguugcc uucuucucct t 21
<210> 1469
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1469
caggcaccca gcuuggucat t 21
<210> 1470
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1470

gaaguaaaug guguuaacct t 21

<210> 1471

<211> 21

<212> DNA

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1471

guaaauggug uuaaccagct t 21

<210> 1472

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1472

uugcuggagg gugucauuat t 21

<210> 1473

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1473
aucauagaug cugaacacgt t 21
<210> 1474
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
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oligonucleotide
<400> 1474
aaacugaagc cguccucaat t 21
<210> 1475
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1475

acaguuccca gacacgecgt t 21

<210> 1476

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1476

uugaaguaaa ugguguuaat t 21

<210> 1477

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1477

gaguuuggac uuuucagggt t 21
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<210> 1478

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1478
agacauagag gucaucucgt t 21
<210> 1479
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1479
ucuccaucag ccuuguagat t 21
<210> 1480
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1480

agcaccagaa cagugagcut t 21

<210> 1481

<211> 21

<212> DNA
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<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1481

augucuugca gcugcuccut t 21

<210> 1482

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1482

agacacgccg guugguggcet t 21

<210> 1483

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1483
uccgggaucu ucuguucugt t 21
<210> 1484
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic

oligonucleotide
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<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1484

gcugaacaga ucgacaaggt t 21

<210> 1485

<211> 21

<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1485

ccgauaacgg aacuugccut t 21

<210> 1486

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1486

augagcagca aggacaaaat t 21

<210> 1487

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1487
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cugauguccu gguaggucut t 21
<210> 1488
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1438
uagagucggc aguucaguut t 21
<210> 1489
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1489
caggcccuug aaguaaaugt t 21
<210> 1490
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1490
uuuuccuuga aguccagggt t 21
<210> 1491

<211> 21
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<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1491

aacagcggua cuugcagcut t 21

<210> 1492

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1492

aacaguuccu uccuugugut t 21

<210> 1493

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1493
agcccucauc cucaguugct t 21
<210> 1494
<211> 21
<212> DNA
<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1494

uaacacaagg guuggcuact t 21

<210> 1495

<211> 21

<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1495

uuuacuucug uucacaaact t 21

<210> 1496

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1496

uuggccuuga aagucaccct t 21

<210> 1497

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
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<400> 1497
uucagccacg cgccgauaat t 21
<210> 1498
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1498
uuuggcaaag aagaaguggt t 21
<210> 1499
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1499
ccuugaagua aaugguguut t 21
<210> 1500
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1500

cugaacacga cucuccauct t 21

<210> 1501
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<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1501

gcccuugaag uaaauggugt t 21

<210> 1502

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1502

cacaggcccu ugaaguaaat t 21

<210> 1503

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1503
uucagaggaa cuucucuuat t 21
<210> 1504
<211> 21
<212> DNA

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1504

auucauggga augucccgct t 21

<210> 1505

<211> 21

<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1505

cagaggacag gguggggcat t 21

<210> 1506

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1506

aaguaaaugg uguuaaccat t 21

<210> 1507

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
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oligonucleotide
<400> 1507
ugugaucuga ggcaauccgt t 21
<210> 1508
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1508
caacucacug auguccuggt t 21
<210> 1509
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1509
caauccgccu gaaaacuggt t 21
<210> 1510
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1510

uguuuucuca gauauggugt t 21
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<210> 1511

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1511

uuuguauuua uuuuuacuut t 21

<210> 1512

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1512

aacucaagca ccugggugct t 21

<210> 1513

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1513
cuugaaguaa augguguuat t 21
<210> 1514
<211> 21

<212> DNA
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<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1514

augucaucac cuuugaaggt t 21

<210> 1515

<211> 21

<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1515

aaagcgggaa uuggccuugt t 21

<210> 1516

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1516

agcugcuccu ucaaacugat t 21

<210> 1517

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide
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<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1517

ugacagguca cgcaguccct t 21

<210> 1518

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1518
caaaaaggcg auuggcugat t 21
<210> 1519
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1519
ucauugaugg cuuccgaggt t 21
<210> 1520
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1520
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ggaaaauguu aucauuguct t 21

<210> 1521

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1521

aagaggugca aagaauaagt t 21

<210> 1522

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1522

uuagcgaacg gccagcaaut t 21

<210> 1523

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1523
uucacugccu ucuucauuut t 21
<210> 1524

<211> 21
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<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1524

ggcuccauau accaacucat t 21

<210> 1525

<211> 21

<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1525

accuccauca guugcuggat t 21

<210> 1526

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1526

uuuuccagag guuacaguut t 21

<210> 1527

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1527

uuggacaccc auuuguugat t 21

<210> 1528

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1528
gaauacaugg ccgcuaauct t 21
<210> 1529
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1529
ugaagggcaa cucaagcact t 21
<210> 1530
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
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<400> 1530

gucaucucgg ccuucugcat t 21

<210> 1531

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1531

guucacaaac caaaaauagt t 21

<210> 1532

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1532

acuugcagcu gcuucacugt t 21

<210> 1533

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1533
cuucggucuu auuggacact t 21

<210> 1534
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<220><223> Description of Artificial Sequence: Synthetic

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule
oligonucleotide

<400> 1534

aucaucuccu ccaauucaut t

<210> 1535

<211> 21

<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule
oligonucleotide

<400> 1535

uuccugguac aucauagaut t

<210> 1536

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule
oligonucleotide

<400> 1536

cucaagaaau gccuuauggt t

<210> 1537
<211> 21
<212> DNA

<213> Artificial Sequence

. Synthetic

21
. Synthetic

21
. Synthetic

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1537

aaugccuuau ggaaugcaut t 21

<210> 1538

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1538
augguguuaa ccagcaccat t 21
<210> 1539
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1539
uuuucaggge ugaacagaut t 21
<210> 1540
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
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oligonucleotide

<400> 1540

uggaccacca gcaucaucut t 21

<210> 1541

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1541

cuggagcuug gcuccauaut t 21

<210> 1542

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1542

aaugacaucg gugauucggt t 21

<210> 1543

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1543

ccgeucugga uugcucugcet t 21
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<210> 1544

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1544

cccuugaagu aaauggugut t 21

<210> 1545

<211> 21

<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1545

gaacuugccu uccugguact t 21

<210> 1546

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1546

cucuucucag gcuugggcat t 21

<210> 1547
<211> 21

<212> DNA
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<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1547

aguucaguuu ggcaaagaat t 21

<210> 1548

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1548
uccuucucua ccuuggccat t 21
<210> 1549
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1549
uccagccacu cuugcagcat t 21
<210> 1550
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic

oligonucleotide
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<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1550

gagcgguaaa ugcacauggt t 21

<210> 1551

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1551

aucgacaagg cccaugucut t 21

<210> 1552

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1552

aagggauuug ucuccaaaat t 21

<210> 1553

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide

<400> 1553
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cuguucugag cccucaucct t 21

<210> 1554

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1554

uuggucauag caaaagccgt t 21

<210> 1555

<211> 21

<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1555

aaguccaggg gcuggageut t 21

<210> 1556

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1556

aagaagugga ucugaucagt t 21

<210> 1557

<211> 21
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<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1557

ggcaugugga ccaccagcat t 21

<210> 1558

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1558
ucuuuccucu aaaucucgct t 21
<210> 1559
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1559
cccagaagcc aaugagcagt t 21
<210> 1560
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
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oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1560

ugguaggucu cauugaaggt t 21

<210> 1561

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1561

ggcccuugaa guaaauggut t 21

<210> 1562

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1562

caaaaauagg aagaggugct t 21

<210> 1563

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule
oligonucleotide

<400> 1564

aagccguccu caaugcggat t

<210> 1565

<211> 21

<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule
oligonucleotide

<400> 1565

uuggcuguge agauguccat t

<210> 1566

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule
oligonucleotide

<400> 1566

aauaccuggg aguuuggact t

<210> 1567

21
. Synthetic

21
. Synthetic

21
. Synthetic

21
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<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1567

ucugggguga guuccuucut t 21

<210> 1568

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1568
uucuucauuu accucaagat t 21
<210> 1569
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1569
ugcagauguc cacagggcut t 21
<210> 1570
<211> 21
<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1570

uuuguugaug gccgecucugt t 21

<210> 1571

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1571

uaugguguca aacuuaaaut t 21

<210> 1572

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1572

cuuggccagg cucuucucat t 21

<210> 1573

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
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<400> 1573
aagaugagga ccauggugat t
<210> 1574
<211> 21
<212> DNA

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence: Synthetic

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule
oligonucleotide

<400> 1574

uuguagaaca guuccuucct t

<210> 1575

<211> 21

<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule
oligonucleotide

<400> 1575

cuucucuuau aaaaaccagt t

<210> 1576

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule
oligonucleotide

<400> 1576

ugucauuaca ggcacccagt t

21
. Synthetic

21
. Synthetic

21
. Synthetic

21
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<210> 1577

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1577

gcaaucacaa cagcgguact t 21

<210> 1578

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1578
ucugccaggu gcugauagat t 21
<210> 1579
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1579
cauucuugga aucugccagt t 21
<210> 1580
<211> 21
<212> DNA

<213> Artificial Sequence
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<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1580

uuccgaggga augacaucgt t 21

<210> 1581

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1581

gucacgcagu cccagaagct t 21

<210> 1582

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1582

acagggcucc cgugacaggt t 21

<210> 1583

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide
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<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1583
acaggcccuu gaaguaaaut t 21
<210> 1584
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1584
cugauagaaa gugguagcat t 21
<210> 1585
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1585

auuggccuug gacaguucct t 21

<210> 1586

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1586
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acuaacuugg aggauuugut t 21

<210> 1587

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1587

ucuccgggga gcgguaaaut t 21

<210> 1588

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1588
cguggagaua cucaggggut t 21
<210> 1589
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1589
ugggcaagug gagauagugt t 21
<210> 1590

<211> 21
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<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1590

auggaaguag uuuguauuut t 21

<210> 1591

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1591

aguaaauggu guuaaccagt t 21

<210> 1592

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1592

ucaggcuugg gcaagaugat t 21

<210> 1593

<211> 21

<212> DNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Synthetic
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<220><223> Description of Combined DNA/RNA Molecule

oligonucleotide
<400> 1593
gagauagugu gaucugaggt t
<210> 1594
<211> 21
<212> DNA

<213> Artificial Sequence
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. Synthetic

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

oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule
oligonucleotide

<400> 1594

cagagguucc agaggacagt t

<210> 1595

<211> 21

<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule
oligonucleotide

<400> 1595

ccgcuaaucu uccacagggt t

<210> 1596

<211> 21

<212> DNA

<213> Artificial Sequence

21
. Synthetic

21
. Synthetic

21

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

oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule

oligonucleotide

. Synthetic
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<400> 1596

uagcaaaagc cguggagaut t 21

<210> 1597

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1597

cuccaauuca uccagccact t 21

<210> 1598

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1598
auuggcugau acuaacuugt t 21
<210> 1599
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1599
accaugguga ugucaucact t 21

<210> 1600
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<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1600

aucauuguca uucuuggaat t 21

<210> 1601

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1601

aacuuaaaua ccuccaucat t 21

<210> 1602

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1602

uccuaucaca uuggaauact t 21

<210> 1603

<211> 21

<212> DNA

<213> Artificial Sequence
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<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1603
augucccgceg gecuuggeugt t 21
<210> 1604
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1604
aaugcggaag cggggcaugt t 21
<210> 1605
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1605

guuacaguuc cuaucacaut t 21

<210> 1606

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
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oligonucleotide
<400> 1606

uugaagguaa gggauuugut t 21

<210> 1607

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1607

aaggacaaaa gauaaaccut t 21

<210> 1608

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide

<400> 1608

uugguggcecu ccgggaucut t 21

<210> 1609

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1609

aggggugaca ggaaaaugut t 21
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<210> 1610
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1610

auaaaaacca ggaaaggcct t 21

<210> 1611

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1611

aacauuuuac uuaacacaat t 21

<210> 1612

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1612

uugcucugeca uuuuccuugt t 21

<210> 1613

<211> 21

<212> DNA
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<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1613
ugaucagaug uuuucucagt t 21
<210> 1614
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1614
ccacaggccc uugaaguaat t 21
<210> 1615
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1615

aaagucaccc uguuggggut t 21

<210> 1616

<211> 21

<212> DNA

<213> Artificial Sequence

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

oligonucleotide
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<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1616

cuucugcaac aauaccuggt t 21

<210> 1617

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1617

aacuuugacu uccacaggct t 21

<210> 1618

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide

<400> 1618

aaaucucgca gagguuccat t 21

<210> 1619

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1619
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uccuuguguu cucagggcut t 21
<210> 1620

<211> 21

<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1620

augcaucuga gacauagagt t 21

<210> 1621

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1621

ugauucggcc uucggucuut t 21

<210> 1622

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1622

aaagaauaag aacauuuuat t 21

<210> 1623

<211> 21
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<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1623
aaaccuuccu uuuuccagat t 21
<210> 1624
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide
<400> 1624
aaggccuguu ggccuugaat t 21
<210> 1625
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1625

agggcugaac uuugacuuct t 21

<210> 1626

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1626

acagugagcu cauugauggt t 21

<210> 1627

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic
oligonucleotide

<400> 1627

aagauaauag uguucagagt t 21

<210> 1628

<211> 21

<212> DNA

<213> Artificial Sequence

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

<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
<400> 1628
uaaauggugu uaaccagcat t 21
<210> 1629
<211> 21
<212> DNA
<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Synthetic
oligonucleotide
<220><223> Description of Combined DNA/RNA Molecule: Synthetic

oligonucleotide
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<400> 1629

aaaacugguu cuuuccucut t
<210> 1630

<211> 21

<212> DNA

<213> Artificial Sequence
<220><223

> Description of Artificial Sequence: Synthetic
oligonucleotide

<220><223> Description of Combined DNA/RNA Molecule:
oligonucleotide

<400> 1630

ucuuccacag ggcugggcat t

21

Synthetic

21
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