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1. —FhsiRNAZR &4, Jorp, B8 503 AT 5K (308) Froms gt «
M4 Rs M4 My

R, Ly

R14 Ri2

/| (|
R LR B e P

R R

Ri13 14 15

7 (308),
e,
n1hke F 1- 334, n3 i [ 0- 419 HE %0 A ml \m28im3 2% F Aty i 26 F 2- 107 3
R Ry SRR R ERR A BT HOMH, 5l I DA N ZEPI AT 4Lk a4l : €, -C Ji it < C, -
C, IRBTELA M C, -C, St i 5
RoNFABIPIT R A5 I3 T -

E;——P—0

Nu (A59)

Hor1,E, HOH  SHEBH, ,

NuhysiRNA, Flrik s IRNASS A 1E SCBERNSOSCRE , FITid s IRNAHR PR M2 R 25 o ol
BURSARB R IAZ R , For, Tk iE S5 — B R 7 AT, Birad S SB35 — BoA%
HER I, Frid A R P A DR A2 H R Fy AT T 22 /DR o M S m) BANE OEELX, Firik
R e A TR A R e A T Tk F 4 R i) -vi) o al i —4

1) Frd i H R P A1 5 SEQ ID NO: LFT R H R 7 A K AR, HAS T3 H IR
Z= 5, AR AT TS SEQ 1D NO: 2F R IR H IR e A AR , HANZ T3/ M AT
TR 5

5 -CUUCAUUCAUACAGACAAZ -3 (SEQ 1D NO:1) ;

5 -7, UUGUCUGUAUGAAUGAAG-3” (SEQ 1D NO:2) ,

Forp, 7 A, 2,00, Frif i H R A T A B A FON R 17 R TR Z, , Fr i iz H IR 7 41
TTHR AL S BN N T2, R TR, , TR Z Tk [ SCRED” A 1 B — M H TR 5

i1) Frid i H R 71 5SEQ 1D NO:61F R H IR P A K SRS, HAZ T3 M
o2, TR R 41T 5SEQ 1D NO: 62 R e A K A, AL T3
HRZE R

5’ -CUACAGUUUAGAAGAUUUZ,-3" (SEQ TD NO:61) ;

5’ -Z AMAUCUUCUAAACUGUAG-3 (SEQ TD NO:62)

Fodr, 2 A, 20U, Frif A R 3 A T B B BN B T2 R IR L, B i iz R 7 31
TTH AL S A BN N T Z R TR g, TR Z e Tk [ SCRED ” A 1 B — M H TR 5

111) PrdtZH R A1 5SEQ 1D NO: 121 RN HR MK AR, AL T34
He 2 5, AT RS FAITT5SEQ 1D NO: 122 RN T I AR, HAZ T3
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LR T -

5’ -GGAAGGUUACCGAGCAAUZ,-3” (SEQ TD NO:121) ;

5’ -7,,AUUGCUCGGUAACCUUCC-3 (SEQ TD NO:122),

HRL ZoWA, 7, 80U, TR BB B AT p o G R T2 OB FFRRZ, |, T B E
HITTHRAY B BN T2, AR Z PITIRZ S PR [ SCD” AR 85— MR 5

iv) FrdZ HERFP A TS SEQ D NO: 181 R IR Fr I AR , HANZ T3 M1
ez, DFTiAZ IR P AT 5SEQ ID NO: 182 R H R Fr A EAH S, HAZ 134
HHIRZE R -

5’ - AGAACAGACAGCAGAAUUZ ,-3" (SEQ 1D NO:181) ;

5’ -7, AMUUCUGCUGUCUGUUCU-3 (SEQ D NO:182)

Horh, 7, 0, 7, 90, FIT iR R Fr A T 00 3 R BN T2, AR Z 5, FIT IR R
FEATTHR A S AL BN T2 AR IR o, PR Z e ik S D ™ A ) 28— ME TR 5

v) Irid iz R P AT 5 SEQ 1D NO: 241 Frs AL H R Fr A EARSE , HAZ 13 Mt
iR 2e 5%, LT R AT T 5 SEQ 1D NO: 242F s R I FI K JEAHSS , AL T34
HHIRZE

5’ -CCAAGAAGAACGCUGCAAZ -3 (SEQ 1D NO:241) ;

5’ -7, UUGCAGCGUUCUUCUUGG-3" (SEQ D NO:242)

Horb, 7, 0, 2, 90, FIT iR RR e A TP 0 5 R BN T2, AR R Z o , P IAZ HR
FE A TTHR A B R B2, TR Z ), FIT IR Z 52 T R S S S” AR (1) 56— MR 5 IF
H

vi) ITdZ IR PP SITSSEQ 1D NO: 30V 7RAVAZ H IR S AR , HAZ T3 M H
F2E 5, HATAMZ R AITT 5 SEQ 1D NO: 302FT RINAZ IR P A AR, HAZ T34
BHPRE R -

5’ -CCAGUAAGCAAGCCAGAAZ, -3" (SEQ TD NO:301) ;

5’ ~Z,,UUCUGGCUUGCUUACUGG-3" (SEQ ID NO0:302),

HH1, 7, N7, 00, B A R Py U T R (6 BN BT 2, AR TR FITIAAZ TR
Fr ST TR A0 57 BN B T2, AR Z,, ITIRZ, G FITIR SCSCES” A 55— MZ IR 5

Rye K - 20 MR T O ELBE e ik, Herh— Al AR T et gease 5 DA B3k
PR B AL AR AT — AN Bk 2 AT - € (0) WNHL0.S.CH=N.S(0) ,-C,-C, M2 .C,-
C oo MEBREE (C-C ETTHE L Cy-C 2R IATERIC, -C, 25 5 5 I H R, AT AESe I HAT A
LA P A A AT A — A A HIAREE : C -C B3t  C-C  J5 3L C,-C 205 5
C,-C, X HbEHE L -0C,-C, Bidt -0C, -C iR -C -C, Hidk-O0H. -0C, -C, I ki dE -SC, -
Cpkidk -SC,-C  BEFEAIE  -C - C) BeFE-SH. -SC - C I AUGERE 1 Z I L - O - SH -
NH,«-C,-C, e HE-NH, . -N(C,-C, Jidh) (C -C, Fidk) -NH(C,-C Hihb) +-N(C,-C Jikb) (C,-C
BEFEIEIL) L -NH (C,-C, BB R IE) il Al -CO,H. -C (0) 0 (C,-C, K E) +-CON (C,-C, bt
35 (C,-C, btd) +-CONH(C,-C, L) - CONH,« -NHC (0) (C,-C, bidb) -NHC(0) CFRIL) -N(C,-
C, Ki2%) € (0) (C,-C, Ki3h) -N(C,-C, Jidh) € (0) CKEL) .-C(0)C,-C, Ktk -C(0)C,-C ik
SKEE-C(0)C,-C, ifREERE . -0C (0) C,-C, K2k -S0, (C,-C e dE) -S0, GE) . -S0, (C,-C,,
B AREERD) + -SONH, - SONH (C, ~C, JidE) «-SONH CGE3E) L -NHSO, (C,-C, Jehb) + -NHS0, GiEAE)
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FI-NHSO, (C,-C, R0

FTEAL SRS H Ay 1- TOMiR I BRI be R , Heh— AN Bl ANk A e g
15 H AT S Fir 4 s O 2 AR A g — sk 2N Air e : € (0) WNHL 0.8 CH=N.8§(0) ,-C,C,,
WAL Cy-C AR \Cy - C 5 EE Cy - C MR EAILRIC, - C 20 5 FF HLH A L T
AT LA N SREA P A A P AT — D E MY IUREE < C - C ek L Cy - C 5 5 Cy -
C 2Ty 3 C-C BT RL -0C, -C bidik, -0C - C  Be BRI -C -C Bk -OH. -0C, -C, ik
ek -SC -C  bidk -SC -C B FEAREE L -C, - C ledt - SHL - SC, - C I AL « I UL -
OH. -SH. -NH,\ -C,-C, FeHe-NH,  -N(C,-C, ke HE) (C,-C,kihb) -NH(C -C, kedh) «-N(C -C, %t
5D (C-C WEEEIIL) -NH(C-C KR EL) AL VAL -CO,H.-C(0) 0 (C,-C Kt db) - -CON
(C,-C ki) (C,-C  kedk) - -CONH(C,-C kb  -CONH,\ -NHC (0) (C,-C\ Kedb) +-NHC(0) CF
F) L-N(C,-C,BitdE) C(0) (C,-C,ohid) -N(C,-C ki FD) C(0) CRED) .-C(0)C,-C ik -C(0)
C,=C, HidEAEE -C(0) C,-C, Ak -0C (0) €, -C  Fidk-S0, (C,-C, Hidk) - -S0, CGRIE) .-
S0, (C,-C, BKIRHFEIE) « -SO,NH, - SO,NH (C, -C, KT 5E) - SONH CREE) | -NHS0, (C,-C, Fidh) « -
NHSO, GR3E) F11-NHSO0, (C, -C, 5 ke 3) 5

N FOREEA T RO A

M R BE AV R AT, B BT B 1 B ATy S 0y S5 7L S T At 2 T 2 e o R £
A5 B A SRR IR

2. UPRCR] ZOR1ATIR Y s 1 RNAZR A1, oy, B ANL S Hde H i (AL) - (A26) JEPH M YT
B AT A -

S PSSRSO S

(AD) (A2) (A3) (A4)
H,
ey e ey
(A5) (A6) (A7) (A8)
\ [H: Ho ) 4'5
g NH CHs g 3 \ CH, }_]l g § (0] \ G 8 (@] Jz
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(A15) (Al16) (A17)
0
(0]
N_% ‘PPIS—.\ HO
— (0]
N : S
RN N T ¥ TN
(A18) (A19) (A20) (A21)
o o ér‘ s—s\
SO Y Y STy
(A22) (A23) (A24)
e %
(A25) (A26)

FER A U M A - 200 B R 2 A 20
FENR ST HE NG, -, et
FE/MRais 1 HIk (427) - (A45) PRI STk AT B e £ AL 04

NV, Vs Vs
SN
NaVaVaVy CH,
| H;C——CH CH,
NaVaVaVs CH,
Jur'u dv|\_ﬂ, | CH, S
CH CH
A

H . CHj | Hsc/ \CH3 . H,C CH, . CHs _ CH3 _

(A27) (A28) (A29) (A30) (A3D) (A32)
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JU"|UV
’ CH,
H-C
: "
WaVaVaVy WaVaVaVy
o
(|:H2 ‘ THZ
CH
CoH . HOT CHy.  8H . OH .
(A33) (A34) (A35) (A36) (A37)
[VaV¥aVavy
S | NV Vs
CH
JV|UU CH, 2 JU‘|U‘U CH,
(|3H2 CH;, (|3H2 CH,
AN P P AN
HoN HoN 0. HO O. HO 0.
(A38) (A39) (A40) (A41) (A42)
(VavAVAY,
NaVaVaVy
CH,
CH; CH,
CH, CH, NN
CH, NH
CH; Te——NH / NH

(A43)  (A44) (A45)
FAROISIIHINC, -C St
ok, L e AL A4 A5 VA6 A8 ATO AT T ATSH I — Rk 22 R ide 4l &
ok, L% F AL A4 A8 ATOFIAL T &/ D2ANIIE B A5 5
B2, L s H AL A8 ALOH 2/ D2 5 5
B L R 3- 25 50T
2 L R4 15 50T
N FoR B A RO A S

3. AR EOR2FT R s i RNAZR 1, For, 1092 TORYEEAR, 52092~ 10H92 %8R NC, -
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C bedt ,Ra yA27 . A28.A29 A30FIA3 L T fJ—Fl, Rb M C, -C e dE;

SCE J1O3-BIM IS, 1283 SIBEEL RO HEL L M e N B ) — T, Raly 2 (A27)
IRt EE A a2 (A28) Fron LA, Rboy 3L 2 5 L S BT T 2P —Fih.

4. QAR SR 1 - 3F T — T TR U s iRNAZE 5, Hor , n1 A 1- 210 250, n3 0 - 119 3
., Hnl+n3=2-3;

B, B m L m2Ekm3 %% [ oy oA 2 - 5 R, AT/ Ekm]l =m2=m3.

5. UIAA BR 1- 4T — T AT IR s i RNAZR &4, T B3/ Pl 8 e B P el b kg 2
WIEE R R 25 1) b 5

s BRI A S ) SE AT T 2 D - WG T EOR L L - PLEPR E = D - Bl Ay D - ik
WA S L - W AH D - 7 45458 L - 78] 2908 S D- 30 \L - FUB - D- BRI H b o B - D- I
H 0 oD~ NH I H b B - D- MR H 5003 oD - E TR 45 25060 B - D - ML i 8 254 o~ D - IR TR 75
B B - DRI 2 250 o= D~ TR SRR | o= D - FEEFR SFRbH < o~ D- MEL I - U L - D - IH IR 2 Lk
ot D= BRI =0 B - D - IR 1= LA  ARHH I P RR Y- UM I DN - B FUR G N- =30
Pt Y- LR I DN - PR TBE S FURR MG N-OE T e UM WN- e T e Pl 2 - 2L -3-0- [ (R) -
1- R AT -2- T - B - D- M A 20 2 - J0 - 2 - PR U - L - MR A 2 i 4, 6- I -4 -
PR 3L -2, 3- —-0- FA L -D- Nk sg 22008 L 2 - i 5 - 2 - B S ik - D - WL IR 7 20 N - RS e 3L -
o- PSR L 5- TR -B-D- I A A b . 2, 3, 4- = -0- S EdE- 1- AR -6-0- =2 IR -a-D- i
W7 e W TG 4 - AR - B-D- ML P03, 4,6, 7- DU -0- £ et -2- i 4A - 1, 5- — itk -a-
D - N g 78] B TR~ 2, 5- WK - D - BTy WG AZ0 <D - A28 \D- 4- Bt A AZoH L L -2 . L-4- Tt
RAZHI—

B, D AT IR SR ) SE P 2 FUREEN - SR FURE R .

6. WIBUF ZK 1 - 5HE— TR s iRNAZE 54, FOFH LR R SR R g Ry BRR 75
SO AR O3

R Ry Ry oRyy Ry EER, B H,

T QAR R - 6T — T AT iR (1) s iRNAZE &4, i Ry BRI S A7 52 U 4L 1IN
TR A SR, R P B a5

SR, TR S S AU AL N BRI S SN R e , il SR, HR P H2 )
7 S PTE BB R B 5

ok R, 18 15X (B5) « (B6) « (B5") uk (B6”) Al m it SEHT .

8. WIANR R L - THAT— I prR (1) s iRNAZE 59, b i 88 5 FLAA X (403) | (404) |
(405) . (406) . (407) . (408) . (409) . (410) . (411) . (412) . (413) . (414) . (415) . (416) .
(417) . (418) . (419) . (420) . (421) B (422) Flr7RIR45H o

9. QAR R L -8 — T Frik s iRNAZE 54, o, sRAS9Hh P I -1 2 £l s iRNATE
Sk SOSCRER S, BTk i s Fis AT 1 Stk s S N — i ST AT AR 5

i FCAS P I - 122 B Al i s 1 RNALE Sk s SCBEIR) R 5 1k 5 2UAB9 R P i
PRI iR s 1RNATE XCEEF 3 A 5

ol FCASH PP I -1 o R i B 12 2 PIr iR s iRNAFP [AZ IR 192 437\ 3 A7 k5
7.

10 QAR R LFTIR A s IRNAZE 54, Horhr, 1) Frd A% HRR Fr 11 15 SEQ 1D NO: 1T~

7
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KR A 2 A2 T ARG R 22 57, N/ sk A R Fr ZI T TS5 SEQ 1D NO: 2F R4
HERT I 2 WAL T UG IR 2 5 B 11) T R P AT 5 SEQ ID NO: 61 7R iA%
HIR A 2 A Z T IN A TR 22 7, M/ BTz R Fr 71T T 5 SEQ 1D NO: 62H T R IAZ
FRFH 2 R Z TSR 2 5wk 3, 111) Frid e /T 5SEQ 1D NO: 121 <1t
HIR T Z [HAZ T IR ZE R, M/ STz H R 7 A TT 5 SEQ ID NO: 122H7R 1%
HER A Z A2 TIAEHIR 2555 5 L iv) FridZ Ry 7115 SEQ 1D NO: 181 F7RiTy
R 5 2 A2 T ARG 22 57, AN/ sk A R Fr ZI T TS SEQ 1D NO: 1827k
AR 7 A 2 [AIAZ TIN AR ZE S 535, v) Iz H R 7 AT 5 SEQ 1D NO: 241711
R P 5 2 A2 T ARG 22 57, N/ sk A R Fr ZI T TS SEQ 1D NO: 2421781
AR 7 A 2 AL T I A IR ZE 575 w35 vi) FridZH R 7 4T 5 SEQ 1D NO: 301 [/ /1)
R 5 2 A2 T ARG 22 57, N/ sk R Fr ZI T TS SEQ 1D NO: 302718
BT 2 AIAZ TS HIR 2 57

ok, 1) TR A1 1T SEQ 1D NO: 2 RITA IR 41l 2 IR IR 2 7 (0 6 2,
(AN ZES, HZ, 58 FHACEG; B 1) I H R P #1155 SEQ 1D NO: 62F/RIIAZ HTR
Fe8 2 RIS R 2 S BB L B Ab i 22 5, FLZie F AL CElGs B 111) Pz ey 4111
LJSEQ ID NO: 122 R HIR 741 2 [RIAZ IR 22 S AR Z N B AN 2 7, HZ 58 AL
CkG; ik Fiv) AT LT A 1T 5SEQ ID NO: 182 R LT 41 2 [l ffA% iR 2 Fetu
ThZ S B ZE T, HZ (08 AL CBG s 5l 2 v) AT A 1R A TT 5 SEQ 1D NO: 242/ 11
AR 75 2 A R 22 3 4G 2, D B AL 22 57, HLZ, 158 A CERG; ik vi) P At
FR P HITTSSEQ 1D NO: 302 R H IR 741 2 IR IAZH IR 2= 7 U dd 2, S P AL 2= 57, L
7, 36 1A CEG;

B H, 7 e 52, AR ik H 7 2 57, AANIAZHIR ; 5iE 7, 2 57, T AMY
TR s B 7 2 57, EANIAZHTR s ik 7, ot H 7, HANIZATR ; 5B 7, 8 57, AN
TR 5

BCEE, PR AL G e A DRI IR AR R e A T TR AR b 2 ) B A S50 F S JA) Ak se 4
ST AR s AT B B S ) T AN R IMZ TR 741 2 TAFEAE AL T3 RS E I s Pk
%ELfiﬁFL%I\E?EW]/\VH@&VﬂZIEﬂﬁffg?IAEI’JEUZﬁ B 5 AT 5T 4 B B AR
SRR 2 2 A

11. ﬁﬂﬂ%‘J%*lOﬁﬁﬁE’JmRNA 285, o, BTl IE SCREA S A AZH IR P AT, Frik
R SCHEA S AR P AN IV AR T AT LTRZ H R I S TV B 4 A ok 1 - 440 4%
HIR , T Z H IR 7 WL EEATAZ TR T AN 1IN5° K , % H R 7 A IVE B AT AZ TR T 4
LT3 A , AT IR 3 A LT TR iR AZ R i A1 TVAS BEAHSE I LS5 b S m) T ARk e
4 A FLAD s TR 2511 SR BANE TR Z IR 741 2 [EAFAE A2 T 1 IOBRAE S AL s P
W5Ea A EANE TR MZH TR 781 2 TR AT EH L 5

W,

i) Prid iz H iR 7 41 HSEQ 1D NO: 3l /RAZ H IR T 41, Fr b A H R 7 4 T1 ySEQ 1D
NO: 4RI R 41 5 TR RR A0 LT LAV K B Y LV ME R, TR o R 7
ANTTTIIRREE MU 5k 3%, Bk A e e AT TTRIT VIR K B 2 MR, 485 SRR 213 R
ui T 1), A2 R e A TT TR 2 B8 CU 5 s, FITad Az R e S TT AN TV (R B 120 34

8
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WA, ¥ IR5” 2R 213 R 1 75 1A) , AZ R A LT T AR 20 Bl A UCU ; sk, B Az H TR
FEAITT TRV B AR , 3857 A 237 A 177 1), A H R I A T LT 41
Ji% HUUCU 5 B4

i1) Frid ez iR F 41T NSEQ 1D NO: 63T IR 541, iz H R 7 #I T1 SEQ 1D
NO: 64T/ RIAZH R 41 - ELT iR AZ AR Fe AT TTAN TV B2 L MZ R , T A iR
FEAITTTRORRIE A 5k 3, I e B A1 T T LRIV K B 2 AN I , #R5 A 53
ARt [T 1) AR T AT T LREE L s O UA s 5, BT i Az H R 3 I LTI ATV FE 40 3
MR, 45 R 2137 A 1) 7 1), AZH R 7 A LT B A Al W AUA s ik 55, Frid Azt
BRI AT TTRNIVI K A AR , 41857 A 237 A 177 1), A2 H R 7 A T T TR L
YR MCAUA ; Bl

111) PrdtZH IR T AT NSEQ 1D NO: 123 RIAZEHTR T4, I Az H R 7 A 11 HSEQ
ID NO: 124/~ H IR 741 H H ATt Az H R Py S LT DRIV B YN ISR , Fnid A%
TR AN TTTRINRIE NG ik, T FR e AT T TRV B A 2 AR , e IR5 K
B3 ARty 7 1), R T AT TR 20 N AG s 525, i Az Ry ST T TR VI )
B3R , 40857 A B3 A7 1), A H R 7 A T T TIRRE AL A CAG s B, Fnid A%
HEQ AT TTRNIVI R R AR , 45857 A 237 A7 1), A% FF R 3 A1 LT Tk
S RN CCAG; B A

iv) TR FF AT SEQ 1D NO: 183 R R 41, AT i A% IR Fr #1111 4 SEQ
ID NO: I84F /R HIR 741 H H ATt AZ H R P ZI T T DRIV B YN LS R , Finid A%
TR AN TTTRIIRIE MG ik, T FR e AT T TR VAK B A 2 AR , e IR5” K
B3 ARty 77 1), BT AT LT RRRE 20 GG 5 575, B Az R e ST T TRV B3
B3R, 4% I857 A B3 A7 1), A H R 7 A T T THIRRE LA MAGG s B , Frid A%
HE AT T TRV R AR , 45857 A 237 A5 1), A% FF R 3 A1 LTIk
S RN CAGG; Bl A

v) AT R 7 AT NSEQ 1D NO: 243FRIIAZ R P41, i Fi fr A1 11 SEQ 1D
NO: 244F R 741 T AT A2 H Ry ST T DRIV BRI VSR , Tk A
B A TT TR NG 5k 2, IR H R A T T TN TV B Y 2 MG , #2856 A 5]
3 AT A, R P AT LT IRRAE LA MGG s 5k, ATt A R e A T T LRIV K B
3R , #1857 A 237 A7 1), A H R 3 A T T TIRRAE AL A MAGG s B , Fri A%
BRI AT TTRNIVI K B A AR , 41857 A 237 A 177 1), A2 H R 7 A T TR AL
YR MCAGG ; Bl

vi) Frd A R 7 1 HSEQ 1D NO: 303FT R AL H R 741, AT ik A% H R /- 41 1 1M SEQ
ID NO: 304FT /R H IR 741 H H AT AZ H R P ZI T T DRIV B YN ISR , Fnid A%
TR AN TTTRIHRIE A ; k2, T FR e FI T TTRNT VA BE A 2 AR , 05 K
B3 ARty 77 1), R T AT LT RRRE 20 i O UA s 525, B Az R e ST T TRV B3
B3R, 4585 A B3 A7 1), A H R 7 A T T TR E AL A W UUA s B, Frid A%
HE AT T TRV R AR , 45857 A B3 A7 1), A% FF R 3 A1 LT Tk
FLA R RGUUA;

S TR AT LTIV S 4 S H AR

9



CN 118217305 A W F ZE Kk B 9/12 T

12 BRI EESR - 1T HAT S — TR (I s IRNAZE 54, Hor, s [ SR 25 B 1 IR
FEOW AR A IV 1 3 ME IR , e A FIT il SOSCHER 3 Aty , K N S SRS
e R 5 Bk FTiMAZH IR 7 SV BN 2R 5 ol I A IR e AV E S A
JI) P P i S A M A R kS 1) P PRI AZ M A PR 5 Bl 5 T i A R e 41V 5
mRNAMFRN A B AR AN 5

Frid s iRNARYIE SCBES A UISEQ ID NO: SR RIAZH R 41, ik s S5 4nSEQ 1D
NO: 6T 7R IIAZH R 751 5 Bk 5 Firid s i RNAFR IE M52y A 4nSEQ 1D NO: TR R R 41,
PR S Sk S WISEQ 1D NO: 8P R TR 7411 5

S H TR siRNAI IE XCBES A WISEQ 1D NO: 65 RIAZ TR T 41, Firak I S 5 25 45
SEQ ID NO: 66/ R [IAZHTR 7 41 5 5l ik s iRNAFIE S5 WISEQ 1D NO: 6 TR R
TR A, ATt S SXCES A UNSEQ 1D NO: 68FT /R ITAZ R 741 5

S TR sIRNAM IE SCBE S AT ANSEQ 1D NO: 125 R~ R 741, Fridk siRNAFI S X
BESAUNSEQ ID NO: 126/~ AL HER T 71 sl T ik s iRNARYIE X2 @ISEQ 1D NO:
12T 7RI R T4, ik s iRNATK SOCBE S5 A WISEQ 1D NO: 128 /s [AZ IR 741 5

S TR s 1RNAP TE SUEE2 Q1SEQ 1D NO: 185 R FHER 741, Btk [ S k25 4
SEQ ID NO: 186/ ~IMAZ R 741 5 5k 2% Al iR s i RNAMR) IE a2y A 4ISEQ 1D NO: 187ffr71s[1)
AR A, BTk SOCBE S A WISEQ 1D NO: 188FIr /s [AZ R 741 5

B AT s IRNAM IE SCBE S5 AT ANSEQ 1D NO: 245 RIAZ R 741, i siRNAI S X
BESAUNSEQ 1D NO: 246 R IAZHIR T 71 sl T ik s iRNARY IE SR @ISEQ 1D NO:
24THTRIZHTR 7 41), PITik s IRNAI S SCRE S AT 4NSEQ 1D NO: 248H R [IAZHTER 77415

o TR s 1RNAFK IE X862 NSEQ 1D NO: 3051 /RIIZ E A 741, ik s iRNAFK 2 X
BESAUNSEQ ID NO: 306/~ AL HIR T 71 ; sl T ik s iRNARYIE X R @ISEQ 1D NO:
30THT RINAZHR T 51, Firik s iRNAFR) S SCEES AT QISEQ 1D NO: 308FT 7~ IAZ R T 415

o, iR siRNAH A siC5al.siCha2.siChbl.siChb2.siChcl.siChc2.siCHd1+
siC5d2.siChel.siC5e2.siChf1EksiCoOf2P RIIAZ HER T4

13 AR A BR 1- 127 T — T AT IR AU s iRNAZR 5, Hor, Firadk 1F SR sl ok [ S g
H D AR OB ATR , A1/ 8 2 D — SRR R 5 B (21 5L P O B R iR
5

SCE, AT 1 SCEERTRTIR SRR R R — MR M s B 1 A% R 5 A 36
RABURIAZFIR

s F TR ARE M AZ T TR 2 T A TR A LRZ H R A LT, - HL, #1356 A 2]
3 ARG T 0], BRI A TR /D 857 (8 O AL R s A S M AL TG 5 2 15
AR 23 A 1A, A E R AU T T 2 /D 55216 14 162 A H R M i AU A A
R 5

BB AR )3 A 1 75 ], AE TR I SR BT i R e S T 25 78\ OhL Bk
F5 T8 IV IAZ R A BV SR , Piradk 1F SCBE rp L B A R R B AR B
UROAZ R s #85° Am B3 A 7 18], AL AT SOSCEE, T R P AT T 5626
14,16/ 55752689 14 16 (5 [IAZ R A B IR IAZHTR , Pirid SOSCaEFh s A7 B A%
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HER ARSI IAZ TR ;

B, R R B R IAZ A TR RS gk A AZ IR AL 2 (v R S e AR B A
OB B A% H R Az R 28 O ) —

BCEZHTRIAZEL 2 (57 R A E s L TR OE iz R ok H 2 - S A S B 1Y
MR 27 - BRI B S B IR ETR 2 - b3 IB M IR < 27 - R B I b 18 1
AZHTR 27 - BRI HTR \2° - AU R B IR OAZHR 2 - B AL R ) —
s BRI IAMa% 1 SPA% TR JLNAENA . cET . UNAFHIGNAFF [l —Fh 5

BN ER BT AL R N AR B IR AZ R , Airid A B IR AL R
FRAZRRAL 12 - R Bl R A B AT E B AZ R 5

a2, MRS R 23 R R 5 1], Bk s iRNAP 1F XAz e A TR 55 5.7 . 8F19
IR FR M S ARBARIAZ IR , s 1RNARY 1E SCRER H A0 B FOAZ IR N SE B A%
TR, I H, #2M35° AKin 2137 AR um i 77 1], Frids s 1 RNAF S SCREAZ H IR e AN T T 2624648
9. 14F01 647 FAZ E R N SR ARIB MR AZ R , s 1 RNARY 2 Sk H 47 B AR FH AR L 18
WRIRZ TR ;

ok, MRS R 23 AR R 5 1], Bk s iRNAR 1F XAz e A TR 55 5.7 . 819
NI FR M S ARBARIAZ IR , s 1RNARY 1E SCRER A B FOAZ IR N E BB A A%
TR, I H, #%M15° AR 21137 AR A0 77 17, Fridk s iRNAF S SCBE M AZ R e M T T 52,6 14
FT647 AR A TR AAS AR IIAZ TR , s1RNARY SSCREEL A B A% H R A HH AR B84 1
TR 5

a2, MRS R 23 R 5 1], iR s i RNAPR 1F S5 Az 15782 Fe A1 TR 25 7 . 8 FN9f7
IR D T BB IIAZ TR , s TRNAIR IE SCRE I s 67 B RS H IR A S B A A
PR, I H, #2085 R 2137 A 7 17, Frb s i RNAF [ SCBE P AZ ER AN TTHU 2626 4 14
160 IAZ TR N A IE M IIAZ R , s 1RNAFY SCOSCBE LA 0 B AZ IR FH AR B A A%
HIR;

K, ffriRsiRNA A siChal-M1.siC5a2-M1.siChal-M2.siCha2-M2.siC5al-M3.siCha2-
M3.siCbb1-M1.siC5b2-M1.siCbb1-M2.s1Chb2-M2.s1C5b1-M3.siChb2-M3.siChcl-M1.
siChc2-M1.siChc1-M2.siChc2-M2.siChbcl1-M3.s1C5¢2-M3.s1C5d1-M1.siChd2-M1.siChdl-
M2.siCbd2-M2.siC5d1-M3.siC5d2-M3.siChbel-M1.siChe2-M1.siChel-M2.siChe2-M2.
siChel-M3.siChe2-M3.siCHf1-M1.siChf2-M1.siC5f1-M2.siChf2-M2.siC5hf1-M3uk
s1CHF2-M3H TR —Ff.

14 QAR ZR 13FTIR s iIRNAZR 54, Forb, Bk A 18400 25k P IR B G 255 Dl il PR i
SRR FR R DA R - ETTTE B i A R R 2 5 nli s pirak 2
BRI S R A 25X (1) Fros g5 i i A ORI i 2

™
S_—IT —0
Oy, R (1);

2k Pk s iRNAFY i ARBIRIR I S e A7 Tt DA M AL B A i = D —AL

11
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FTa 1 SCRE5 A 55 1 MZ R AN S8 2 MZH R 2 1] 5

FTa 1 SCREE A 55 2 MZ R AN EE 3 MZH R 2 1] 5

i 1 SCRE3” A 55 1 MZ R AN S8 2 MZH IR 2 1] 5

T 1 SCREM3” A 55 2 MZ R AN EE 3 MZH R 2 1] 5

i S SCREME A 55 1 MZ R AN S8 2 MZ H R 2 1] 5

i SCSCREME A 55 2 MZ R AN EE 3 MZH TR 2 1] 5

i SCSCREN 3 A 55 1 MZ R AN S8 2 MZHER 2 [A] 5 DA

i S SCREM3” A 55 2 MZ R AN EE 3 MZH R 2 1] 5

K, TR siRNA JysiChal-M1S.siCha2-M1S.siChal-M2S.siCha2-M2S.siC5al-M3S.
s1C5a2-M3S.siC5b1-M1S.siC5b2-M1S.siC5b1-M2S.siC5b2-M2S.siC5b1-M3S.siC5b2-M3S
s1C5¢1-M1S.siC5c2-M1S.siC5c1-M2S.siC5c2-M2S.siChc1-M3S.siChc2-M3S.siC5d1-M1S.
$1C5d2-M1S.siC5d1-M2S.s1C5d2-M2S.s1C5d1-M3S.siC5d2-M3S.siC5el-M1S.siC5e2-M1S.
siC5e1-M2S.siC5e2-M2S.siC5e1-M3S.siC5e2-M3S.siC5f1-M1S.siC5F2-M1S.siC5f1-M2S.
siC5F2-M2S.siC5f1-M3SuksiC5r2-M3SHIE i —Fi

15 QAR R 1 - TAHPAT R — TR 1 s iRNAZE 54, Forh, Birik s iRNA S SCRE(5” Ry
AR N5 - B RIZ IR IS - RIS T IAZ TR 5

S FTIRS” - T IAZ R O A 4k (2) R g5 M OAZ TR , IR 5 - IR IS A& 1t
IAZHIRE A 5 20X (3) -5 (6) EPE MR,

. QP o p o 0 g 0
OO:);\—OO' - Base : i W o ’B = ° L YL ;’Base : po Nl _.*'Base ’ po / 0 .fBase
v d { 3 'y H
0 R N Y Vo
. Lo e e
R(2) *G) R (4) (5) #(6)

AP Ry A H O AR L S0 s Base B, 06 FALULCLGEKT;

K, TR siRNA JysiChal-M1P1.siChal-M2P1.siC5al-M3P1.siC5a2-M1P1.siC5a2-
M2P1.siCha2-M3P1.siCbal-M1SP1.siChal-M2SP1.siCbal-M3SP1.siCba2-M1 SP1.siCbha2-
M2SP1.siCba2-M3SP1.siC5b1-M1P1.siC5b1-M2P1.siC5b1-M3P1.siC5b2-M1P1.siChb2-
M2P1.siChb2-M3P1.siCbb1-M1 SP1.siC5b1-M2SP1.siC5b1-M3SP1.siC5b2-M1SP1.siChb2-
M2SP1.siCbb2-M3SP1.siC5c1-M1P1.siC5c1-M2P1.siC5c1-M3P1.siC5c2-M1P1.siChc2-
M2P1.siChc2-M3P1.siChcl1-M1 SP1.siChc1-M2SP1.siC5c1-M3SP1.siChc2-M1SP1.siChc2-
M2SP1.siCbc2-M3SP1.siC5d1-M1P1.siC5d1-M2P1.siC5d1-M3P1.siC5d2-M1P1.siChd2-
M2P1.siChd2-M3P1.siChd1-M1SP1.siC5d1-M2SP1.siC5d1-M3SP1.siChd2-M1SP1.siC5d2-
M2SP1.siCbd2-M3SP1.siC5el-M1P1.siC5el-M2P1.siC5el-M3P1.siC5e2-M1P1.siChe2-
M2P1.siChe2-M3P1.siChel-M1SP1.siChel-M25P1.siChel-M3SP1.siC5e2-M1 SP1.siChe2-
M2SP1.siCbe2-M3SP1.siC5f1-M1P1.siC5f1-M2P1.siC5f1-M3P1.siC5f2-M1P1.siC5f2-
M2P1.siChf2-M3P1.siChf1-M1 SP1.siChf1-M2SP1.siC5f1-M3SP1.siC5f2-M1 SPI1,
s1C5F2-M2SP15}s1C5£2-M3SP1HI[{{E i — .

16 AR R 1 - 15 HH T B — B ITR (s i RNAZE S 01 il 28 a7 A/ sk s B e LG
T2t s o
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17— FhAE AN 41 h OB JE R 33k 1 12, 2 0 1R RO FEK A R0 AR B3k 1 -
15— T PR 19 s 1 RNAZR 5790 55 iR FH 2 o i
18. — R, b iz & S A AR R - 15— TR s iRNAZE 5490

13



N 118217305 A W OB P 1/88 T

BB A S YIS B ESMRH &R IEMAIE

[0001]  ZHI3 2 HIE H 202045 H21 H  H11 5202080033909 . 0. & I B8k “Kzlik « 254
HEW S5 MR £ T EAN I B A WL R S 2 ZE Ha

B G
[0002]  ARAFHD Me—RhRERS I« MAER 115 (C5) LN FOB LR 29415 ls 1 RNAZR
W AN K2 AZIR 2 G105 s I RNAZR St il o 5 A0 Pk o

EREA

[0003]  FEAEALIC ST MG) s&— P E ZH SR BRSZ AR STA (AchR-Ab) 4715 A 0 A
wMES 5, BN KIS IR CEIRHSZ 44 (AChR) [RIZRAFIE B S s M o
[0004] %A [ (C5) s& 7R TT EAENLC JIRU OSBRI f 2 — AT AMAZ 5 N, AchR-Ab 5jAchR
SEEy A HAMANT SR AR B A A E P B AChRAC R IR, S 8058 o A% 36 £ e IR s 75
AL ST M5, 1l R 251 5 fMACER 11 CB R e R 45 15, BH I CH 34 s CHa MIChD,
M EBUE R ST, BT T B0 SRR L R Bk A DA M e S 5 TR 1
(AR, T A A e I E I, vy T SENLC T

[0005] /NF4ERNA (small interfering RNA,siRNA) RJ3ELF-RNAT3L (RNA interference,
RNAL) X AL, DA 721 e e 1 5 A sl sl BELT IR BB R B SRR 5608 , NIk 29T
PSR E Y o 47 BEMmRNAZ 8], I CHIE PRI SR 1K , BT MAZR 11 19 2B %, S BR4ERFA LR IE
T DRE , XA R SN A AR, o e i AR IIR T F B

[0006]  JT A I C5 3L PRI 2k AR T FAE ILJC 11 s IRNAZG W) () S Bl T T G & 1y
s1RNA N HAB UL M AT 18 R 5 o

LZAARE

[0007]  IRATFR A AANA IR, BAT AR TR BEAI W1 T s 1 RNAZR S R i Rr S M b A1)
HICHIE R A , I FLAR S P M [ JH L, 0 FFE U Fh CB IR PR R %k , S BIIAY 7 sk P TR
WL TTo AN, KB GE A T BAT B miE ER s IRNAFT 29 41 510 o

[oo08]  FE—2E5hE Ty A, AR BE T —FPsiRNAZE S, 1Z s IRNAZE S W B A dnk

(308) Hr7H 4544 «
|\|f|1 Rs T1 T1
||-1 Rio %2 TH ||—1 T12 ||—1
ooog1 [ Lo gly ] (o o boely ]
TN T o VN Tz | VN T s
Ris R1a Ris

K (308),
[oo10]  Forb:nlJyue H 1-3f A, 3y H 0- 4B AS s m T m2mkm3 7 36 s H 2- 1071
%E&ﬁ;Rlo‘Rll‘Rlz‘ng‘R14E‘ZR15% gzﬁjf@j’ﬂl’[, E&iﬁ 5 EEI)J\F%)SE?HEEE@?E:CI'QOJ\%%\
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C,-C ULEEE A K C, -C, B2 5
(00111 R, HysbASIFT &ML

(VaVaVav)

[0012] E,—P—0

Nu (A59)
[0013]  JLrh,E, JOH.SHEKBH, ;
[0014]  NuJysiRNA, %siRNAT A IE SCHERIS SCRE, ik s i RNAFR O EE MZ IR & F A b
VBB A B HIAZ IR , Herh, Bk I S — BO H IR AT, I SO — B
RZHRR - JUTT, B A H R Fr S DRI i AZ T I P A1 T2 /D38 b S ) ELAME OBUBERC, i
AL IR SN TRIFTRAZ H IR AT T H AR T 1) -vi) Fig—4H .
[0015] i) Frd IR Fr AT SEQ 1D NO: 1 Fros AR IR Fr M AR , HAZ T3
TR ZE R, A A TR P AITT S5 SEQ 1D NO: 2R NI TR FF A K A, HAZ 134
BHRER -
[0016] 5’ -CUUCAUUCAUACAGACAAZ, -3’ (SEQ 1D NO:1) ;
[0017] 5’ -7, UUGUCUGUAUGAAUGAAG-3" (SEQ 1D NO:2) ,
(00181 FLrh,Z DA, Z, WU, Fr A% HF IRy S T A0 5 L BN B T2, AZ T IR Z , , T A
FRFF AT T AL S A BN B2, A IR Z, , FITIRZ e T I CCHES” A o8 — MZHIR 5
[0019] i) Frid iR 7 41 5SEQ 1D NO: 6 1R AZ H R 7 A A , HAZ T34
iR 25, DA AR P41 15SEQ 1D NO: 62T /R IIAZ IR e A A, HAZ T3
IZHRREST
[0020] 5’ -CUACAGUUUAGAAGAUUUZ,-3" (SEQ 1D NO:61) ;
[0021] 5’ -7 AAAUCUUCUAAACUGUAG-3’ (SEQ ID NO:62) ,
[0022] B, 200N, Z WU, B A HF IR e S T A0 5 L BN BT 2 AZ T IR Z , , Tl A
FRFF AT T AL S A BN BT Z AL IR g, TR Z e Tk I SCHES” A o8 — MEHIR 5
[0023]  iii) frdAZHIRFHITSSEQ ID NO: 121 ffm AL R e A AN, LA Z T3
IMGHTRZE S, LT IR FAITTSSEQ 1D NO: 122 mIIAZH R P A K AT, HAZ
T3 HIRZE S
[0024] 5’ -GGAAGGUUACCGAGCAAUZ,-3" (SEQ 1D NO:121) ;
[0025] 5’ -7, AUUGCUCGGUAACCUUCC-3" (SEQ ID NO:122),
(00261 FLr, Z WA, 2, U, AT A IR PP AT (0 5 O BN N T Z IR IR Z , BT A% T
FRFF AT T AL S AL BN BT Z, AR EIRE |, FITIRZ SR Pl I SRS R 2B — ML R 5
(00271 iv) FrbAZ HER 7 AT 5 SEQ 1D NO: 181 RN HTIR T A AN, HAZ 134
R 2 5, AT B P A1 1T 5SEQ 1D NO: 182 RIAZ IR P A1 K EEARSE , IS T
ML IR ST«
[0028] 5’ -AGAACAGACAGCAGAAUUZ,,-3" (SEQ ID NO:181) ;
[0029]  5°-Z ,AAUUCUGCUGUCUGUUCU-3" (SEQ ID NO:182) ,

[0030]  TLrpr,7,. WA, Z, J9U, WA 5 R AN TR A0 & 7 BN B T2, AR R Z 5, T ik A%

15
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HERFF AT A5 A BN R T2, R IRZ o, FITIRZ e T SCCRES” AR R 58— M T
I8

[0031]  v) TR I T 5 SEQ 1D NO: 241 Fom A HF e e 1 K AR S, AR Z T34
BTz, DR R 7 AT T5SEQ 1D NO: 242FF RIS TR A1 K JEARS: , BAZ T
SIZT IR ST

[0032] 5’ -CCAAGAAGAACGCUGCAAZ, ,-3" (SEQ ID NO:241) ;

[0033] 57 -7 JUUGCAGCGUUCUUCUUGG-3" (SEQ ID NO:242) ,

[0034] 1,7, WA, Z WU, FIrid 2 H R e AT B 80 (7 BN B2 AL IR Z o, TR
R SUTTrR A5 BN B T2, AT IR Z , FITIRZ, JE TR SRS AR R 55— M
m2; It H.,

[0035]  vi) AT T4 T 5SEQ 1D NO: 301 RIAZ TR 7 I AR, BAZ T34
BTz, TR R 7 #ITT5SEQ 1D NO: 302FF RINAZ TR A1 KJEARS: , AL T
SMZT IR ST«

[0036] 5’ -CCAGUAAGCAAGCCAGAAZ,,-3" (SEQ ID NO:301) ;

[0037]  5°-Z,,UUCUGGCUUGCUUACUGG-3" (SEQ ID NO:302),

[oos8]  Hr1,Z, WA, Z,, WU, FIrid A2 5 R - I T i B 80 (7 BN B2, AL IR, , TR
HER ST TR A5 7 BN B T2, AR T IR, , TR Z, Je T SCCRES” R R 55— M
I8

[0039]  REHR N1 - 20 AR HO B A, FLrh— Bl 2 M etk 5 DA
N IEPTFT AR B A AT — ANk 2 AT RS : C(0) WNHL0.SCH=N.S(0) ,C,~C, Ik,
C,C MBI Cy-C 1 T5 L C, - C MEZRBAFLRIC, - C M2 05 3 s F HH A R, et A
HIEA N SEA R L AL AT — Al 22 N BUREE - C - C Bt Cy - C 7 BE L C,-C 245
FE.C-C oI HBEEE -0C, -C ik -0C, - C S AT - € -C B -OHL -0C - C, i AU SE -
SC,~C, BtdE -SC,~C, i IEE  -C,-C, Jidk-SH. -SC,-C, X Fobe ek  1x] Z UL -OH. -SH. -
NH,«-C,-C, e HE-NH, . -N(C,-C, Jiidh) (C -C Fidk) «-NH(C,-C KiHh) +-N(C,-C JiHb) (C,-C
BEEIRIL) L -NH (C,-C, BBk L) il AL -CO,H. -C (0) 0 (C,-C, ke k) +-CON (C,-C, bt
35 (C,-C, btdE) +-CONH(C,-C, L) - CONH, -NHC (0) (C,-C, bidb) -NHC(0) CFRIL) -N(C,-
C o biFE) C(0) (C,-C,hidk) . -N(C,-C, ki) C(0) CRED) «-C(0)C,-C, kidk.-C(0)C, -C Hifk
SREE-C(0)C,-C iR -0C (0) C,-C, K2t -S0, (C,-C bt FE) «-S0, GE) . -S0, (C,-C,,
FREEHE) +-SONH, - SONH (C, -C, B dE) «-SONH CGEEE) . -NHSO, (C,-C, K k) « -NHSO, GiRAk)
FI-NHSO, (C, -C, B30

[0040]  EpANL SRS LT N1 -TOMR IR IO ELRE MG it , Horp— A el 2 ATk
Mok B LN SEEPART AL A AL T — DB 2 AL : C (0) WNHL 0\ SCH=N.S (0) ,.C,-
C o AEEC,y-C IRIL Cy - C T HE L C, - C QAR EAFLRIC, - C, 2053 s - HLH 1 R
B A UL 3L i e 2 A AT — D 2 AN IUREE < € -C S dik L Cy-C T3 2
C,~Cy 24 F53E.C,-C, X ARbEEE -0C, -C, Bt dk . -0C, -C, e 2RI . -C,-C, B3t -0, -0C, -C, X
FRBEEE-SC,-C Ik -SC - C SEFREE  -C - C ek -SHL -SC, -C I HUERE  p ZR IS -
OH. -SH, -NH,\ -C, -C, FeL-NH,  -N(C,-C, 5t HE) (C,-C,hihb) -NH(C -C, beHh) «-N(C -C, %t
30 (C,-C, WEAEHIL) \NH (C,-C, Ke BEAIL) (AL AL -CO,H. -C (0) 0 (C,-C, ke EE) +-CON

16



N 118217305 A W OB P 4/88 T

(C,-C,hidh) (C,-C  kedk) «-CONH(C,-C kb  -CONH,\ -NHC (0) (C,-C, Kekb) +-NHC(0) CF
H) L-N(C,-C,BitdE) C(0) (C,-C,hid) -N(C,-C ki D) C(0) CRED) .-C(0)C,-C ik -C(0)
C,=C, FiFEHEE-C(0) C,-C, kA -0C (0) €, -C  Fidk-S0, (C -C, Kt dk) +-S0, GRIE) .-
S0, (C,-C, BKIRHFEIE) « - SO,NH, - SO,NH (C, -C, KT 5E) + -SONH CREE) | -NHS0, (C,-C, Kidh) « -
NHSO,, GEHE) FI1-NHSO, (C, ~C, I fRAEEEE) ;

[0041] o FORFEPHILHT RO M R EE A LA

[0042]  fE—2L 5 AU, AR A BRI T —FHBERE I HICH LA 2k /¥ s iRNA, Firidt s i RNA
B I SCHERN N Sk, P L SCRERNFfT it S CSCRE PR — M2 IR g s A B
FREARR B A IR A S5 — BOZ IR AT, I SO R 5 — Bz
R AT, A A HY R e S TR A R P A TT 2D o3 S 1) H AN SOBUELX., Ffr ik
B RIZ R T A H R 7 A TR R i SUT TR R L, #5085 R 2103 R )5 16D
FEFTRRE SCBE PR, BT AZ IR P A1 T B 78 907 FOAZ IR A S RS M A, Firidi 1T X
PEH H A B AR O AR A BB AR IR 4% 185" AR 2137 AR5 17, AR S S
BEH, TR H IR SITTHOEE 2.6 14 166 IR H IR N IS WAL TR , Tk B S R L
AALE R RO ARIRA BRI IR , 5 H., A i R e SN TR i AZ IR Fr A T T
FiRi) -vi) H—4H.

[0043]  fE—EE50 5 S AL THR L T — R &) 2 A S A B
HFA)s IRNARIZG7 b AT A

[0044] £ —285) AU, A BRI T — s iRNAZK W, s iIRNASR S0 5 AR T
TR s IRNALL M SR e 1 22 125 IRNARU SR A SR M

[0045]  fE—85 i/ 2 A TR B AL s IRNARI/ B 24 5 M0/ Bl 1 RNAZK
B e HIT BT AN/ B e LIC TR 20 i s

[0046] (857 5 ARG 1 —FaT 7 R/ BB RN LIS IR v 1207 1
QFRRA R AR A TT ¥ s 1RNART/ sl 25040 S W/ 5ls 1 RNAZR S s T A BEE L
IESneAp

[0047]  fE—285 /5 U AL IR 7 — Pt T2t v Co L PR Bk i 1 L 12007 15
QIR A RO AR AT s RNAMT/ Bl 25040 S W0/ ws 1RNAZR S 55 Pk -4 i e ko
[oo48]  fE—2L5) J Ut A A BR I 1 — MR &, 2 & S A AV T s IRNAFI/
B R S RN/ Bs IRNAZR 5.

[0049] 753U

[0050] AR TTHR LIS iRNA L 2G4 & P Flls i RNAZE & W B R A IO Ra e 1 L B i
CHmRNAJIRITE 1 , AR MRS, , A/ slche i #5707 il g e LIS TR o

[0051] ¥ —L 5 Jy AU, AR s iRNA L 2541 5Pk s i RNASKE 5 W vk b4t
S P s U S R FEmRNAS RIS e o A — 2R Sty U A BRI s iRNA L 202 15
Pyeis i RNAZE S E P4 e rh R 27020 % 230 % 40 % <50 % 60 % + 70 % +80 % + 90 % X
95 9% FHEmRNAFIFR] = o

[0052]  f—2E5is J AUrh A THEE Y s 1 RNAfEHe pG2 ARt Fh s A = RO ARG A2
XFC5 mRNAFYTC, 1. 494-9. 688nM [F] o AE—2E 5/ U REATAT SO EARIC AV AT
s IRNAZR T ER B MRS CHT/NRL , A /INRZEA T 3R IN Y5, A Ml e rh ) 934
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1500, 48h AL AL/ N HEA T i), B s 1RNAZR &5 ) LB 8 S JH I v, B A AT it
s 1RNAZE S W RE NS A KUK s 1 RNAFE 18 55 2 AT, T 88 S D Re B s S P i 4T i)
JHWEFR #EmRNAFY 22k

[0053] /- —650jE 7y sUH, AR TR s IRNAL 29 45 Wk s iRNAZE S T AE Ak N L
A7 S S ARE VAN / B S S T R o £E — 20300 5 2 UH AN TR BEY s iRNA L 2590 4 Sk
siRNAZE S IAEAR N B HH 27020 % 30 % 40 % 50 % 60 % 70 % 80 % 90 % 1595 % [
mRNAZE IR AP o AF—20 56 75 U A TR s iRNAL 25941 5 Wk s 1 RNAZE S0 (E 1k
N R E 020 % .30 % 40 % 50 % 60 % 70 % 80 % 90 % 5k 95 % [1JC5 mRNAZSILIHIZ
L2850 75 sU AR A TR B s iRNA L 25 A S 1 el s i RNAZE S WA Ak N ol &2 )
20% +30% <40 % 50 % 60 % 70 % 80 % 90 % 195 % I T PNC5 mRNAZR AHIH] R o £F— L5
575 T AR A TR s IRNA L 25 41 5 ) ek s i RNAZE S E AR N B R /D20 % 30 %
40% 50 % 60 % 70 % 80 % 90 % 5795 % [F Zh PR PN C5 mRNAZS R 2% o £ — e 5
575 T AR A TR s IRNA L 25 41 5 ) ek s i RNAZE S/ E AR N B R /D20 % <30 %
40% +50% 60 % 70 % 80 % 90 % k95 % [ A\ 23210 R C5 mRNAZE K 3%

[0054]  {F—165e 75 S, AN T HE ALK s 1 RNA L 25920 A5 Wk s 1 RNAZR S5 oK i o HH ]
DRSS o HE RS AT DA S A9 i i) = AR AT R 3R AT 1 30k o BN TRy , Wi SR R L R 5%
KA /A S AL P SURAR LA 1750 % 40 % 30 % 20 % ik 10 % I, 12 I HEe R il J
AEEN.

[0055]  Fh bt AN TR BEM) s iRNA L 25 S VA S s iRNAZE SRR AMHICS mRNAST
Tk, BRI M/ BB EEN L THER , B R IR RS

[0056] XA A RFIE AN L AR B e R F AR S 7y 25001 LA 4R .

i %15 BR

[0057]  [&[1A- IHIRKCHAERIEFE QY T AR 5901 -8)m , HepG24H i 1 C5 mRNAAR kK
PG A7) - S £

[0058]  [&|2A &/ - CH7/ Nl Aml /kg)1 X PBS.3mg/kg Cy5-siRNA 18k3mg/kg Cy5-ZEW
148hJi7 , /NS IN & AR 2 R AR

[0059]  [&|2BS& i 17 CH7/ Nl Aml /kg)1 X PBS.3mg/kg Cy5-siRNA 28k3mg/kg Cy5-ZEH
248h]r , /NN 25 RS D C RS I o

BFxAN

[0060] DL XA T HAR ST A T IF A0 B o B 2 BRIV 2 | EACFT R 1) FLAk
ST AU T AR A T A T BR A AT ITE

[0061]  YEANHHI,C5 mRNASEFE LG Genbanky B 5 AM57729 . 1P 7R #1 [ mRNA o 13—
b, e U AR TR R R ORE “SEEL R SR $R R L ok Y FaRCE mRNAFYEE
, AR “HEmRNA” J2 45 IRC5 mRNA.

[0062] &M

[0063]  fF |3k N30, ek i, KRS 7 BEC LG U AR AZ H TR M IRIE 4 B /NS
TR R L T B AR — Mz H R A B R IR /NG TR R RiZ 7 B
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ZeMIARSBI— MZH IR N AR AB I HTR ; /NG T ks RoR i T B A AR I %
HER 2 A At B R TS B 122 s PLE P LA AR P I — MZ TR 5 - R IRAZ H IR k5 -
WERAAUMB IR , T R S VPR miZ T B G VP AR I — MZ I O M 5
IR FR B HIAZ IR , TR S Ps#omiz 7 R G Ps A MIAH B — M AZ R it AR AR T
BRI IR, K'E T BPRoRiZ 7 BEPA AR SR — MEH TR N5 - BERAZ TR -

[0064] {1 F3CK P ICH, Bk “GERB IS IR FEAZ IR IS AL 2 7 11 R B i HIX
RIEBIIEZHER , “DER RS RIRZHTR S IR AL (A R B A s B A U UE
B TR AL TR W« “REH RS FRae B IR AU IR (B &5 AN A T
JIREERS AZMIAZ A TR ST AZ TR U E AZ WAL IR  PRIEWE AZMiAZ R kR JPR s
I SE AL IR I BE P A AZ IR WK UAZ R (bridged nucleic acid, fE#RBNA) 5k
TCIZATR ik “H S BB I AZ IR Szl R 27 - Bk gy HH A R VR T T s A
[/ 8

[0065]  FEASCIA) b R SCH, ek “Hah sl “Sm) B4R AT B AR AR T, A AR,
RN GURHIIE S B AR AZTR 5 1 FR , — SR BRI &% B 5 55— 4%k I A T kb
(177 TARBCAT « FEDNAH IS ARk S IRIUERS (A) R 2 S Mg T g e (T) (B8 /ERNAFH
PRIGEBE (U)) FHBCN ; SRS S IEERS (C) R 2% S MnE IR s g (G) ARBCAT o RE AR 4T
BLFE—MEERS FI— A WEE o XY — 2% I RIS IR 24 5 55— 5Bk I JRBRMEnE (Sl PRIEE)
BT, DA K B I i 24 5 g e BN, PR 2R BB AR & 10 U AH B R, DA S M B A MBI
F7 A AT DLAEWT R AZBE 0 740 o 5 AR, S B0 A A Fh S R B A AEAZ IR R A
BRI AR LB A MATE sUBE A7 -

[0066] £ |3k R, e slini i, B b m) BARN SR FERTID M P B H IR T
AN Z TAAEAEAZ T3 IRE I s “I8 ot _E S m) BAN S N BAZ H IR 7 41 2 (R AE A 2
TR EER ; “T0 e A B AN B8 N BAZ R 7 ) 2 [RIASAEAE IR L A A

[0067]  fF b3k R3O, —MEHR T A S WM H R P A “ R = 7, 2
FEHTE S e B AR B AZ RIS M R A 7oA, N, 48 e & vh— MEHTR
BRI AR, A Fi 5 FRARIRT 67 325 AL RN B AZ HF RIS DU CLGERE TR AL N, INE NP2
BT A 2 A2 B A A AZ H TR 25 57 o AE— 28 300 75 sUH , DAJCHREAZ H R ok L5 [
PR IR AL B AZ RN, B AT U A2 A AL A T H IR 7+

[0068] k0K MCHY, KR ALEAERIR AT s iRNAL 2 s iRNAY AL 54k s iRNAZE 51
[l 28 5 R BRARRE BB , T iR 4% H ¥k (nucleoside monomer) 5, AR P AK il 25 1Y
s1RNABLs 1 RNAZE S H Az A ER I B AL , VAR ez [l A 5 Ble b A FH B i sl ARAB A
A2 RS I i B AR (unmodified or modified RNA phosphoramidites, & HFRNA
phosphoramiditesti# Nucleoside phosphoramidites) o MUMEMEIEE A G Y ASTE
RN AT FIIRNAG B H T TS 1 o AN TERIT FHIOAZ A B ET AT R A 2

[0069]  FEARNTRY NSO BRAE S A U, “RE7 R8N 225 1 B AR e hae
397 2 TR AAN e 2210 5 AR e 32 s AR, “SR W7 &5z 25 ML 2By 2 1A
W A ERMIE R S 1, “SiRNAZR W) Foon— D Ek 2 A R E ThRE
Lo A B 2 s iRNA_ BB I &9 A5 N SO A IR A T siRNAZE 5
TN “BEW” - sIRNAZE S NAR P b B S, BRARN 24 siRNAZE S0 SR el e
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TR sIRNAZE S5 o AEASN I B SO, “B5 977 B 2 PR AT SN 285 &
SiRNA, e I A AT siRNASE SR EL S -

[0070]  GnACSCRT s FHAG , ATt ft” ml “ATde it S 453 S FR i S stk ol nT DA R AE s~
KA IT HAaz i A sl R0 A A= A DU A A O o 49140, “FEZe iR 1) “e
S AURE N SCE S BB FHURGEEE « ARSI R A SUB R s — k%
BRI AT, XS ANFT 5 5 N2 0] _EATISEBR & Rl E A RTA TN/ s S AN
TE AT AR B U

[0071] QAR IV, “Bedt” & F5 AT 8 8 BOR n il 110 ELAE AN S ik, Frk 250
T OTE 20 M, 101 104N 51, a1 =81 2 6Nk 1 49114, € - C bt A 5
F6 MR AT B S RS « P2 M B R E SR iR b R F R R, B AR 55 5 AT 1%
BRI T A SCRENTE BT 20 R, lan, “ T 2 SWRE R e T A P T 36 5 T2
BT 3 P AR IE NSRS N 3 b SR B 73 f5 S He AR H R AN IE
e akAL .

[0072]  YrACSCRF A IR, “Hs 5" S48 Bl 5 /D — Mk - BRSO A TR S el B B 2
FIT IR 5k - OBL A2 3 1k BIA B SE AR SR I - B 2o — 23 F UM R o 12U T A4
TR Bk S AL 2R o R [P A B L P B FEAE AN PR - S 28 P S, AP - 1- 4 - 1-
BN -2- 3 N -2 - - R (N30 S -2- 0 -2- 3 TGRS lan T - 10 - 1- 5T -
1-M-2-2E 2-HEE N - 1-45-1- 2 T -2-0-1-3 . T -2-1-2- 5. T-1,3- 0 -1-36. T -1,
3- M- 2- RRARAE A R s s I SR AL A ELA 2 20 20 M kI -, TR HA S T 5
W, A2 104 288N R 2 6 It - o UM SR I 36 10— 126, 8 B I BRI H A
AR R

[0073]  YrACSCRFAE IR, “HREE” R HE LA 5 /D— M- Bk = S AN RN S Bl BB 2
FIT IR 0k - ke =B A i ik B AAKE SE AR R It - H B 2R 43 F- 2 SR A0 o B g b BE 5L
PR FEAHANR T SREE s NI P - 1- - 1-J P -2- - 1- 385 T ian T - 1- -
-6 T -1-He-3-B 0T -3- - 1- 3655 A FRse s Jy s rh , i A 2 2120/ 1, /e
A5 5 =0, B 2510, 288525 6/ ik i - AL S HIE I — 142 FRI 2 Sk
FARIF A P B R L

[0074]  GuASCRTE IR, “bi s A" S e A Benfe e Bos il ke s, Blan,
SR A A R OE TR T AR R T AR R 2 R R R
B BRSO AL 2- OV AL 3 - A 3 - L R L A e Rl A LR 10 12
8/ 126/ B AN E A EE R R 1

[0075]  rASCRF A IR, “F5 5 S F8 10 MR 1R 2 SR AT 4 95 A R ER
2 IR R G LA« BTk 75 7 5 R IRk 2 MR PR R Ge AN & S F-F16 22 18k
I, R TR IR R e ) /D — IR SE MBI, B, G SR PsHucke LEE TR ERIR |
B (4n+2) m- LR R 5 B RRE PR 2R 0 L 2 O ZS AR B DA 1 5 B D 2 11
&R SR H AR R

[0076] QA HTAE FIN, “p 2 BARAE” Bk “pa 227 4R AR S TR, R “H 27
EEET TR IS 7

[0077] QAR I, “pAREEE” B4R TR E BRI 3 — P2 R A
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VEECR P 0 3R - U 40 b Pl i S JE 3 o 15 RUGE 3 1 49 A0 FB A AN PR T = 3 PR
TR 2 R R O .

[0078]  “FRPAAL” RARFUEMI3- £ 18- eIy TR R, (U3 2- 12 Bl 111 - 642 )if
SRR E PNt RV & AN A i e | SRR Pie e SR RERITN SIS 7 - S35 57 N6 NNt 7 N= 1 Ut 7
A4, \UFEIAEM R R Gt o AR R 28 - T DUTE e S A o — Dk 2 RUR T
CURRAFAE B ) e R Z b R BRI B o0 AN Bk 52 AT o A RE AT LA s AT
IR AR I E R 07 o LR IR BRI 1 S O AR A H AR T e (e 36 11, 3]
T leAL (thieny1[1,3]dithianyl) 5 e mambCEL DRmR b CEL DRI B 5L | Spmende e L L S
M e 2L AR CEL |\ M| R L L/ S e Ml R i | 2- SR R 25 | 2 - S IR e 2 2 - S 2 s
B AL R LT R WRIE L PRI I 4 - WRE J L L ML e 5 (NH o L A5 AL SRR e A Y
PRI s e AE (trithianyl) PUZAMER 3L AR IREE (thiomorpholinyl) A2 ik
3 (thiamorpholinyl) «1-2EAHREMEEL (1-0x0-thiomorpholinyl) A1, 1- —SEACHRNEMREL
(1,1-dioxo-thiomorpholinyl) .

[0079]  “Ju05 L $EH3- 18- J0 )5 A PR I FH AT AR I sl AT, B0 2 2 2 1T/l Jid - A
6 [ 0 SRR 122 60 20 51 o QAT I , 205 55 AT DR IR SR s = IRk PUTR 2
ge, Hh IR RGP D— AN IR 52 A, BY B 2 iR Pticke IES FOPRIR B35 (4nt
2) n- LR R 2 A SRR M A R Gt o 2905 SE P I 2 I i R e M S . — N el A
FURA WURAEAE U0 AT S s 2= A o 05 BEm i AT AT IR 2 42 5 0y - I R BB 47
20 FE I SR B HANPR T BRI B Y I B ORI B DR Ig | 1, 3- 2K T
ML TR BE e L T [ e R R FE T L ST [b] [1,4) I BR
gi b (benzo[b] [1,4]dioxepinyl) Ff[b] [1,4]miIE (benzo[b][1,4]oxazinyl) < 1,4-
I ZHESE R (1,4-benzodioxanyl) IRIFZSTFFRRMEIL AT FIEME B ORI IR] S 2R ok
H (benzodioxolyl) «KJf gL (benzodioxinyl) SN MR 3L L 2K T NHiRg i 32k 2K Rk
MRS R IR A 32 2RI 36 DR Ey I [3, 2-d ] Mg L ORI =R L R[4, 6 11bkme
I (1, 2-al Mg 3 R I (AL (cinnolinyl) R [dIMENE 3L .6, 7- —4(-5H- PR/
B[4, 5]y I (2, 3-dIMENE 3L 5,6 - &K I [h] eI 3L (5,6-dihydrobenzo[h]
quinazolinyl) \5,6- —ZJ [h]memkIL (5,6dihydrobenzo[h]cinnolinyl) \6,7- —4(-
SH-ATF[6, TIERBRE T (1, 2- c IMAMRIE L —IRTFRRNH 2L . IR Ty J5L (i 3 L G A i 25
WM [3,2-cTMEnE 3L 5,6,7,8,9,10- NAFA LTI [d]E L 5,6,7,8,9,10- NEAFIAE
Bt [d] AR 3E.5,6,7,8,9,10- )NEIAE LI [d]Meme 3L | e 5L Dk L | i) e L
(indazolyl) MW | S ig k5L L 20 e 35 | S S M| O 5 | S MR L | g e e L
(indolizinyl) \ FpREmedE [5,8-HEE-5,6,7,8- VUMMM AL (5,8-methano-5,6,7,8-
tetrahydroquinazolinyl) sZME 3 (naphthyridinyl) . 1,6-Z50EfF3E (1,6-
naphthyridinonyl) Mg — WAL 2-52 28N BEN 3t (2-oxoazepinyl) Maamh B A LA B3k
(oxiranyl) \5,6,6a,7,8,9,10, 10a-/\ A AT [H]HEmIpREL | 1- 58 - TH- Mg L Wy Bk 11y
BETE AL W BER L (AR IL (phthalazinyl) VAIESE (pteridinyl) EERSIL EREIL MR IL |
E e - [3, 4-d ] e 3 (i me 3k (e - [3, 2-d g 3L (i mE I (3, 4 - d ] msng 5L e L (s
Mg B AR 5L EEMA IR L R AL (quinoxalinyl) (EEMRREE | DU MK EE 5,6, 7, 8- DY S
MR EE (5,6, 7, 8-DUSRIE (4, 51 HEWyH-[2,3-d1msnE bt 6,7,8,9- DU - 5SH-ERBeki - [4, 5]
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WEWY T (2, 3-d]MEnERE 5,6, 7, 8- DU NE T[4, 5-c Ik SE Emp 3L g — M L =i St P
W L L R L (RS I (2, 3-d I M B I I (3, 2- d I Mg B (e I (2, 3- ¢ D itk i
(thienol[2,3-clpridinyl) FIENRT 3L (thiophenyl/thienyl) »

[0080] R A/ I H AT DA T #5 Fost B ORGP L T o — MR U, PRI (AL 2 B BE AT
TE RN AR, - HL AT PAAE 2 FR iz B e a3 UL s 25, AN S 5T 40 o
TR A R R R R P EE T AT T Beaucage 5 A, Tetrahedron 1992,48,2223-
2311,0VL M Greeneand Wuts,Protective Groups in Organic Synthesis,Chapter 2,2d
ed,John Wiley&Sons,New York, 19911, LA5| R R0 R SCRik 24 H BAARTENA S A
—BOsE s 2, PRIPIEEAE IR S5 ARUE , (H AT AR BRI A5 IR o AE — 285775 )5 5
R ARSCAT A F R BE LR AP (g A At PR S (01 B4 A =R (DMT) R SRR =R
FRIL - IRFL SR - 9- JE (Pixyl) 5k 9- OO FHAREIRIEL) S A R - 9- B (Mox) o fE—2E 50 /7
ToH ARl RS R P A EHE A MR S0 A B T (CORHIZE) MM T (4- FRAE 2 =K H
5L \DMTr (4,4’ - “HISE =R D) B TMTr (4,47 ,47 - = HA L =K D) ©

[0081]  “Sz4a{” — i, WIASCHT(H FIIY , $5 00 h¥ , ) anidi $L 2P sl A Rah « AN T
152 R AR EABR T A AR R (i, fE e ol A 2R 506 /N J S D
DANEEN (E SNy NTTHE Ya R P ISP

[0082] QAR IV, “IRIT 7 e fRIM A ta I s BRI 45 SR 5 v, A BB
TR Al “VRIT AL BRE ARER BB B IRTT IR AL BT o B b, 69T 2 AL 1 i ARBR K
B IR ARSI — Nk 2 AN A BRAE R, IR 52 il Hp a2 B 3R AT, RS X
R AT BRI BV AL A 3T B

[0083] QAR IV, “THB” e FRARATAT 2 sl U BRI 5 SR U 7 , B EAN PR T 1By
PEZR AL N T 3RAT T2 AL , AlEE s i RNAZR S sk 41 5 W02 18 HE BRE e i U ) &2
A, A TR I — el 2 B EPAEIR 0 3210, B AT AB 2B 2 W M AR
[0084]  siRNA

[0085]  fr—Jy1fl, A TR T /SRR HICHIE R # ik 1) s iRNA.

[0086] KNI s iRNAS AT AZ IR SE A E N FEACES A BT, ARIIBOR A DV AT, Frid A%
HHRR BT 5 A7 MR IE P AZR L A AR , 70 SR

[0087] KN TR s iRNAGU B 1 SCREM S SCE , Bk TE SCBER S SR FEAR IR 5l AN TA] , BTk
IESCEE R N 19- 23 M ZHTR , OCBER K N 19- 26 M H TR o IXAF , AR TTHR LY
s1RNATE S5k Sk K BELE AT DL 19/19.19/20.19/21.19/22.19/23.19/24.19/25.
19/26.20/20.20/21.20/22.20/23.20/24.20/25.20/26.21/20.21/21.21/22.21/23.21/
24.21/25.21/26.22/20.22/21.22/22.22/23.22/24.22/25.22/26.23/20.23/21.23/22+
23/23.23/24.23/255§23/26 . ££—2E 55 75 UH, BTk s 1 RNALE SCRERNSSCRE I BELE N
19/21.21/235%23/25.

[0088] % —filisiRNA

[0089]  FZHAANIT, Fri siRNAF] PLSE 58— Flis 1RNA.

[0090] Rk 55— s iRNATS AT 1E SCBRERT X 5 , FiTid 58— Flis i RNAFR AR MZH TR 25 1H
S HOA BB ARAB MR ETR , Horh, Brab I S — BAZHTR AL, FT ik [ SR 25
—BAZHER P AN LT, I AZ R e A DR AT AZ R - 41 T 28 /D8 20 M B 1) F A Rl
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X, Horr iz R e A TS SEQ 1D NO: LR /R R A AR ST, HANZ T34
25, HArR R Fe 4 5 SEQ TD NO: 2 s A HR e 1)K A, HARZ T34
HIR 2SR

[0091] 5’ -CUUCAUUCAUACAGACAAZ, -3’ (SEQ TD NO:1) ;

[0092] 5’ -7,UUGUCUGUAUGAAUGAAG-3" (SEQ ID NO:2) ,

[00931  Hrh,Z WA, Z, 00U, TR H IR 7 ST A0 5 67 BN B T2, A H IR Z,, i A
B AT THR A B N BN N T2 A HER L, TR Z e il SOSCRES A B — M Z A R
[0094] 5 |- S5 S, R BN R A R MAZ IR e AR R i 5, A TAZ R 271 v
ARIFIAL L o UGN, A2 HF R T AT 3 bt 88 L MAZ A RS A EE R A T-SEQ 1D NO: 1[M3” by 25 1
MEATRIIAZ IR -

[0095]  fr—Lesji )y 2, Brdk iE SCBEN B A2 IR 7 AN T, ATk S SN B S A% IR 7
HI .

[0096]  fE—2esE s sl Irid A R P ZI T 5 SEQ 1D NO: LRI HIR P41 2 IR Z
T UL 2= 57, M/ S BT A% H R e AT T SEQ 1D NO: 2RI HIR A 2 Al A2 T+
MR ZE -

[0097]  fE—ue5jiE fy A rh, FIrd A H R Fe AT TS5 SEQ 1D NO: 2R /R AZ IR Fe 71l 2 TR] Y
R E AR Z, A B AL 2 57, FLZ,358 FI A CERG o /E—28 500 5 o, Firid i iR 22 70
7N AL ZE R, 7,08 FI A CERG o £F— 28500 ) 50, 2,8 52, BAMOUZHTR B A bt
PR 75 5 1) s IRNA AT 5 = 19 s I RNAT B mRNAJII R §E /7, iX 28 s I RNAAE AR AN T I OR PE 2
Mo

[0098]  fF—es i 5 2, Firid A R e A TR i A R e A T TR AR | 52 1) Hb S 51
SR B AR SR SR AR s BT A ) B AN R MZ TR A 2 AR A 13
ARG R ;s Bk ST 1 S m) BANE TR M Z R T 91 2 [HAFAEA 2 T 1 IR FE A 5
SEA N HANE IR IMZ TR 3 A1) 2 TR A S R L -

[0099]  /F—e50E 7y U A H TR P A TESEQ 1D NO: 3H RINAZHTR 741 A% H R T 4
TT/ESEQ ID NO: 4R R TR 41 -

[0100] 5’ -CUUCAUUCAUACAGACAAZ,-3” (SEQ ID NO:3) ;

[0101] 5’ -7,UUGUCUGUAUGAAUGAAG-3" (SEQ ID NO:4) ,

[0102]  Forh, k7 f& S SCEED R — MZ IR, 7,1 A ULGEkC, HfF HZ 2 57, 0
FNIAZHR 5 78— 20506 1y 5, 2, 0A, Z, 8 U

[0103] ey 2, Brk iE SRR S A TR P AN LT, ik S SRR S5 A AL R
FE NIV  AZHTR AN LT TAIAZ R 7 M IV S &% H O L -4 R s I AZ R - 41 AR
WAL 7 NIV ARSI T L0501 S ) T bk e 4 S ml T AR s Frid Az R fr /I T 112
BAEHTIRZH R A5 R , AT il AZ R 7 7 IVIE BT A A IR 7 A LT3 ARty o £
—Bes T 2 BT R A IV 5 58 BAZ IR 7 41 S o b s m) Fkb ik 2 58 4 X Al 1.
A0, 258 BAZHTR 7 A1 S FEANHEmRNAFR S5 FHSEQ 1D NO: 1 RIAZHTR 7 A1 15" A A
B HARE SRt IR 3 A IVAH R FAZH R 7 41 o

[0104]  fF—b5 7y A, BT A R 5 A1 T TR R e A1 VIO KR LM HTR,
TR AN LTRSS U A E Ry S TV RREE A 5 U, 1 SCBERN S SCBREIA L 20/
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205 BH AZ TR JUTTIRIIVI KA 2 M2 TR 42185 AR 213" AR5 16, AT IR
J SUTTTORREE LIS N CU AZ TR 7 S TV IR AL AL I AG s U , 1 SCHERN S SCRE R ED
M21/21 5 8B AL A TTIRIIVIH 3 3 AZ TR, 445" A 213" AR 5 170, A%
FRFFITTTHBREE A A UCU A2 H IR Fr A TV A BRAE AL A g AGA s JREIN , TE SCRERN SCRERY
KL EE 22/ 225 83 AL IR SITT TRV R RO A MZ IR , 421105 " AR 2137 AR
JTIA) ARy VT T TR RRAE 2L UUCU , A% IR PP A1 TVIFI IR 2 B 9 AGAA ; JEEH , 1E SCHERT
SOCHRRI IR 23 /23 o A — 2850 5 3 Urh , Al i Az R PP S LT DR IR 7 A TV IR
LTI FE S AR 213 A 1717, A% HH P AU T TTHAE A CU AL TR PP A1 TV
RIBRIL AR AG LI, IESCRERIS SCRER K RELE y21/21

[0105] - —o 5y rh AR 7 M TTTAAZ IR 3 M IV e 4 Sl BLAR, RN, 45 H T
AR P AT TR , A R P STV AffAE T

[0106] 25 " FfisiRNA

[0107]  FURLST, Fridis iRNARTLUE S8 —Fis iRNA,

[0108]  Ffridt 58— fifrs i RNASSAT I SCRERN S SCHE , Pl i 28— Firs i RNAH O M IR % H A
SEHOS BT EAB IR IAZ TR, Forh, Firid I SRS AT — B IR ST, Pl i i SR
—BAZ B I IL, it A TR Py S DR AZ TR e 50 T 28 /D s 03 M S I HANE AU
DO, Eorh, Fnd 2 IR FPAIT S SEQ 1D NO: 61z HIRFFAIHC AR , AL T3 M
fR2E 5, HFTRZ R 74 L5 SEQ 1D NO: 62 R i% HER P M AR , HANZ T34
HRRZE

[0109] 5’ -CUACAGUUUAGAAGAUUUZ,-3" (SEQ ID NO:61) ;

[0110] 57 -Z,AAAUCUUCUAAACUGUAG-3" (SEQ ID NO:62) ,

o111 o, Z WA, 2 o0, BT TRy ST rp B 2 (67 BN B T2 AT IR L, B AT
FRFF AT G038 (S BN T2 AL TR 7, FITIRZ 2 T ik I SRS A ¥ 55— MR -
(01121 fE—2ES )y sUr, Firid iE SR AL IR P A T, Bk SO B S AL TR
S

[0113]  fE—2E5js /5 5 Urh, T A IR 7 AT 55 SEQ 1D NO: 6 L AR H IR 781 2 [ A
Z T IME IR S, M/ ST Z TP TS SEQ 1D NO: 62Ff s HIR A 2 A2
TR

[om14]  fE—2e50i Jy U, AridAZ AR PP SITT55SEQ 1D NO: 62FT /AR Ry 21 2 TR
W2 R AR Z A A 22 57, HLZ%% FL A CERG o A — 28 5006 5 X, Firid Az Hr i 22 =0
Lo EALINZE S, 0k H A CERG o A — 2050 /5 U, 2 52 HANIAZ TR B T
22 (1) s 1 RNAFLAT 2 53 1 1 RNA O BEmRNASIP R BE /7, iX #Es i RNABAE A ATHI R I
Mo

[0115] o5 )y 5 Urh, T A% IR Py A DRI R e ST TREA | S 1) ELA D S
FRIAE AN SE A RO B b

[o116]  fE—285 /5 U AZ IR A T/ESEQ 1D NO: 63FT s H IR P81 A% TR 74
TT/&SEQ 1D NO: 64T WA IR T 1 -

[0117] 5’ -CUACAGUUUAGAAGAUUUZ,-3" (SEQ ID NO:63) ;

[0118] 5’ -Z AAAUCUUCUAAACUGUAG-3" (SEQ ID NO:64) ,
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[01191  Forh, Il 7 /2 S SCEED” R 55— MZ AR , 7,18 A ULGERC, HfF HZ g2 57, |
FNIAZHR 5 78— 20506 1y 5, 2, 0A ZoA U
[0120] ey 2, Brk iE SR S A IR TP AN LT, ik SOSCRER S5 A AL R
F AV R e T T TR H R e A TV 2% HON - AR s Frd A% 5 R 21 IR F
WAL 7 NIV ARSI T L0511 S m) bk e 4 S ml T AR s Frid Az R Fr /I T 112
?%Eﬁﬁtﬁ%@&ﬁ HITINS Ay , FTAZ A IR 3 AN IVEE B A E FriAZ R - ST TN 3 Ky, BT
AR T I IV S 28— BOZHTR i A1 S8 51T BT B AN SE 4 SR FLAD , 1258 BOZ TR
JEAEHEMEIMRNAA 55 FHSEQ 1D NO: 613 RIAZH IR T A5 A AHAR  HA B S T id A%
HR 7 A IVAH R FAZHER 7 41 o
[0121] A —e5 g A, Frd A H R e A T T TAAZ R e A TV B A M I AR
FAFIR T AN LTINS A, R T ZI IVIHREE U BEI, TE SCRER SOSCREII LR 220/
20; 5 IR T AT T LRIV BER R 2 Z IR , M6 2R 2113 R IR 75 1A, A% R
FF AT TR 20 A M UA AR 7 S TV RS 2 B A UA 5 I, TE SCBERN SR KBS LY
N21/21; 88 TR P AT TV EE B 3 ZHTR , 415 A 23 A 7 17 , 4%
TR A 1T THOBRSE AL R AUA  AZ TR P S TV BRI 2 A R UAU 5 U, 1E SCRERTSC SCRERY
KR R22/22; 803K A EHTR T AT T IRV BRI A MZ TR , 4257 AR 213 AR )
JIIAL R IR AN LTI A Bl A CAUA , A2 R 7 Y TVIF TR 2 s UAUG ; BN, 1E SCBEAT
S SR FEEE 23/ 23 o 5 — 28505 75 20, I AZ R 7 A LT THIAZ A R Y TV S
AR 4 IRE” A B3 A7 1), A% F R 3 A LT TR LAl W UA  AZ R Fr 41 TV
B AL B M UA ; IR, 1 SCRERT R S R L D21 /21 .
[0122]  fF—8esi A R B A0 T T TR TR Fe STV S 2 S vl Hoab, R, 45 H T
KR T TR, , AR 7 A IV st E 1 o
[0123] 5 —FhsiRNA
[0124]  $IBANF, Bk s i RNAT] LT 85 = Fhis i RNA.
[0125]  PiraR &5 = Fhs i RNAS A 1E SCRERN S SR, BTk 25— s 1 RNAFR AR IMZ TR 25 1 Ak
S HOA BB ARAB MR ETR , Horh, Bl I S — BAZHTR AL, FT il [ S5
—BAZHER P AN LT, At AZ 1R A DR AT AZ R - 41 T %8 /D8 20 Ml B 1) EL A Rl
DX, B, B R FE A 15 SEQ 1D NO: 121 Fl s RS IR e A AR S , HANZ T304
e 2%, HrR e 74 0 5SEQ 1D NO: 122t RN A K A, HAZ T3
MR ZE -
[0126] 5’ -GGAAGGUUACCGAGCAAUZ,-3” (SEQ ID NO:121) ;
[0127] 57 -7  AUUGCUCGGUAACCUUCC-3" (SEQ 1D NO:122) ,
[0128]  Hr,Z HA, 7, WU, Frd i TR e ST rh B B (7 PN B T2 [PAZHIRZ |, T A
B AT B B B BN N2, IR Z |, FITIRZ 32 FITR  SCAED AR [ 28— MZ TR -
[0129] ey 2, Bridk iE OB B S IR 7 AN T, Firad S SN B S A% H IR 7
HITL o
[0130] /285ty b, T R 7 AT 5 SEQ 1D NO: 121 R iIZ HR 41 2 [A) A
2TV ETRZE 5, B/ BTz R e A TT 5 SEQ 1D NO: 122 7RI H TR 7 1 2 TRl A
Z T MEHIRZE S
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[0131]  /E—2e57E 75 s, i R 7 4T T SEQ 1D NO: 122 RIIAZH TR T 41 2 |H]
MIZH IR 2= e AR Z N PRI 2 S, HLZ 108 F A CERG o 7F — 2850050 ) s UH , Pl H R 2=
SENZ T EAZE T, 7,58 A CRG o A —2E 3005 X, Z, & 57, EANIAZ IR « B A 1
WAL IR 22 711 s IRNA FLAT B = 11 s T RNA T FEmRNAI I 58 77 , iX 28 s i RNA A A AT (R PR 4P
BN

[0132]  YF—¥esji /5 rp, i A E R e 40 TART Pl s A R e A7 T TRE AR B 2 ) H b S
A B GEA A H AR

[0133]  fF—2e50jE /5 U, i H R P /I TESEQ 1D NO: 123 Rz H IR 741, M H TRy
HITTHESEQ ID NO: 124F Rt R4 «

[0134] 5’ -GGAAGGUUACCGAGCAAUZ,,-3" (SEQ ID NO:123) ;

[0135] 5’ -Z ,AUUGCUCGGUAACCUUCC-3” (SEQ ID NO:124) ,

[0136]  Jrp, BTk Z e S SCEED RGBS — MZ IR, 2, e HAULGEkC, I HZ 257,
FAMOATR A — 23007 U, 2, WAL 2, iU

[0137] ey 2, Brk iE SR S A IR P AN LT, ik S SRR S5 A AL R
ANV AZHTR AT T TRIRZ IR e A TV B 2% R - AR s ik Az 1R e 41 LA P
WAZFIR 5 NIV ARSI T HL 05T b S ) Fb ks e 4 S ml T AR s Frid Az R fr /I T 112
BAEHTIRZH R A5 R , AT il AZ R 7 A IVIE B AT A A IR 7 AN LT3 Ry, BT
AR T ATV S 28— BOZHTR e A1 S8 51T B FLANS S e 4 SR FLAD 1258 BOZ TR
7 AR AHEmRNAH 55 FHSEQ 1D NO: 121 FoRAZHER T 26 AR AHSE  HAC R S5 ik
AR 3 A IVAH R FAZH R 7 41 o

[0138]  YE—UusE /s U, T IR e A T T RIAZH IR P S TV K M I AR
FAFIR T AN LT TINIREE NG, R T FIIVINHREE N C; U, TE SCRER SOSCEE I ELE 220/
20; B IR T AT T LRIV BER R 2 Z IR , e M6 2R 2113 R IR /5 1), A% R
FF AN TTTROBRIE AL AG , A2 E R 7 A LVIRE AL A R CU s B, 1 SCRERITR SR KL
N21/21 88 IR P AT TV EE B 3 Z IR , 415 A 23 AR 7 17 , 4%
TR 7 ST TTIOBRSE AL B N CAG , AR - A TV IR 4 B A CUG 5 LIS, 1 SRR S S 1)
KL 22722 535, Ry A LT DRIV BER AR , 485 2R 21137 A 1Y)
JIIAL R ER AN LT LA A Bl A CCAG , A% R T FI TVIFBEE 2H 5s CUGG ; BN, 1E SCBEAT
S SR FELE 23/ 23 o £E— 28505 75 20U, I AZ R 7 A LT THIAZ A IR Y TV S
2GR, $2 85 A B3 A 1977 1), AR P A T LTI REE 4 B OMAG , A R 7 A1 TV
(IR B CU U, TE SCRERT S SR L L 21 /21 .

[0139]  ZF—esis 7 S R A T T TR IR e A IV 52 2 B 1) EL AR, IR 45 H T
KR T T TTRORRGE , AR 7 A IV s E 1 o

[0140]  ZEPUFhsiRNA

(01411  FZHEAN T, PR siRNAF] DLSE 28 VU FhsiRNA.

[0142] PR S5V Fis iRNA S AT TE SCHEA S SCE , Bk S5 DU Fifts i RNAFR R R MZ TR 25 H ik
S HOA BB ARAB MR ETR , Horh, Bl I S — BAZHTR AL, FT ik [ SR
—BAZHER P AN LT, At AZ 1R e A DR AT AZ R - 41 T 22 /D8 20 B 1) B AN Rl
X, Horp, Frd i H R e A1 T 5 SEQ 1D NO: 181 /R R - A K A S, HAZ T3
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HIRZE R, LA AR F 4 I 5SEQ 1D NO: 182 R H IR -4 K A, AL T3
IMETRAER

[0143] 5’ -AGAACAGACAGCAGAAUUZ,,-3" (SEQ ID NO:181) ;

[0144]  5°-Z ,AAUUCUGCUGUCUGUUCU-3" (SEQ ID NO:182) ,

(01451 FLrp,Z A7, WU, T IR P AN T A S i ELN T2, AR IR 5, FITidi A%
HER P AT A5 A BN R T2, R IRZ o, FITIRZ e T SCCRES” AR R 55— M T
M2

[0146]  fE—2E5 /5 SUrp, BT IE SR AL TR P A T, Bk SO B A% TRy
AT

[0147]  fE—285 k)5 =, FiridAZ H IR FP AT 5 SEQ 1D NO: 181FsAURZ H R 5 A1 Z TAlAS
2T UVMZHIRZE 7, M/ B IR FF JITT 5SEQ 1D NO: I82F R AZ H IR 741 Z TAlAS
ZTUMZTTRZE

[o148]  fE—2L5) AU, FiridAZ H IR JITT S SEQ D NO: 182 AL H R - 51 2 7]
WL H IR IR T 7 EAL I ZE 5, HZ (e HACERG o AE— 285007 5 U, T A IR 72
SN N EACHIZE S 7, e F A CERG o AE—2E 500 /7 N, 2, e 57, HEANIRZ TR . FLAT 1
AT IR ZE 7 1) s IRNAFLAT B3 1 s i RNAFHEmRNAIPHIRE 77, 1X 2 i RNAAEAC A O PR 37
JEEZ .

(01491 £ —285 e )5 A, FITsd A R Fr A TR A R P A T TR b IS 1) B AT S5
E R AR SE 4 SR FLA

[0150]  fE—4L5) AU A H IR I THESEQ 1D NO: I83F7RAZ H IR 741 A% H IR Fr
HITT;ESEQ 1D NO: 184FfRIAZ HER 41

[0151] 5’ -AGAACAGACAGCAGAAUUZ,.-3" (SEQ 1D NO:183) ;

[0152] 5’ -7 AAUUCUGCUGUCUGUUCU-3" (SEQ ID NO:184) ,

(01531 Horpr, AT Z, & SCRES” AR 56— M2 TR, Z, 58 HAULGERC, IR HZ, 2 52
HANIZ IR s A2 — 255 A, 2, A, 7, U

[0154]  fE—2E5 )y sUr, TR IR SCREE S AL TR PP A TLL, Fiv ik SRR & A TR
Fr STV A2 H R AU TTTRIAZ H R PP AN TV 25 W 1 -4/ HT IR Tl A B P S TR e
AT IR Py UV AR HLS T b SA) BN Se 4 A HLAD s B A Ry AU TT T
AR B FP SIS AR, Bt A P SN TV IR AR Pl AR T IRy ST TR 3 A , Ffe
AL R TVS 58— BOAZ IRy S S E I A HANEE SE 2 B LA 1258 — Bz H iR
Fr JEAEAEEmRNATR 5 FHSEQ TD NO: 1813 R AZ HIRFF A1 5 AR AR HACE Sk
RZ IRy U TVARIR A% IR 471 o

[0155] 485ty =Urp, T AR R P A TT DRIARZ R P A TV A O TR
PR SITTTORREE NG A2 IR PP S TVAORREE N C s LN, 1 SCRERT S SRR EE 20/
205 5 AZ TR JUTTIRIIVI KA 2 M2 TR 42185 " AR 213" AR5 16, AT R
Fr SUTTTRIREE AL A GG , A2 H R PP A TV IR EE 2 CC 5 I, 1 SCRERIS SCRE L
21/ 215 8B AL A TTIRIIVI 3 3 AZ TR , 4405 A 213" AR 5 170 , A%
HIRFF I TTTIIBREE AL IAGG , A% R Fr I TVIIBREE AL g CCU s LGN, T SCHERT I SCHER
KL y22/22; 8 A2 HIRFFAITTUMITVAGR I 4 MZHIR , #1157 AR 21137 Ry
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JTIA) AZ Ry VT T TR 2L CAGG , A% IR PP 1 TVIFI AL 2 B 9 CCUG s JEEH , 1E SCHERT
SOCHRRI R 23 /23 o A — 2850 5 3 Urh, Al i A IR PP S T T DR R 7 A TV IR
LTI FE S AR 213 A 1 717, A% HH R SUT TR 2 GG A TR PP A1 TV
RIBRL AL AR CCs I, IR SCRERIS SCRER K RELE Jy21/21

[0156]  fF—L85jits Jy sUrh IR Fr S T T DN IR Fr SN TV S 4 S Ii) BLAR, AL 2t 1
AR P AT TR , A R P S TV AfAE T -

[0157] 25 71 FfisiRNA

[0158]  FMIALST, Fridis iRNART LUE S8 RS iRNA

(01591 Ffridt 8 ikl i RNASS AT I SCHERN S SCHE , i iR 28 1Ak i RNAHR O M IR % H A
SEHOS BT EAB AL TR, Forh, Firid SRS AT — B IR ST, Pl i i SCRE 2
—BAZ B AN TL, it A TR Py S DR AZ TR e 51 T 28 /D s 03 M S ) FANE AU
DX, AL B R IR P AT SEQ TD NO: 24 1R IR I BEARSE , HAZ T3
HIRZ 5, HFTR AR T4 11 5SEQ 1D NO: 242 R H R 7 A AR, HAZ T3
IMETTRAER

[0160] 5’ -CCAAGAAGAACGCUGCAAZ -3’ (SEQ ID NO:241) ;

[0161] 57 -7 JUUGCAGCGUUCUUCUUGG-3" (SEQ ID NO:242) ,

(01621 FLrh,Z WA 2, WU, T IR P AN T A 5 i EN T2 AR TR o FITIdAZ
TP AT T A S BN B T2 AT IR Z 5 o FITARZ, SEFTIR I SCHES” AR 10 55— M T
8

[0163]  fE—2E5j /5 SUrh, A IE SRR AL TR P AT, Bk SO B A% TR
S

(01641 fE—2850 /5 Ny, A% IR S TS5 SEQ 1D NO: 24 1Ffr s A2 IRy A1 TR A
2T UVMZHIRZE 7, M BB H IR JITT 5SEQ 1D NO: 2421’ AZ H IR 741 Z TAlAS
Z TR

[0165]  fr—2E5fits Jy o Urh, T A IR P HITTSSEQ 1D NO: 2421 RAAZ TRy 51 2 [
WAL IR S AU AR ., (AL 2E 5, HZ, 08 H A CERG o AE— 285007 5 U, T A IR 72
SN Ly N BRI ZE R, 2,008 H ANCERG o AE—2E S5 UMD, Z, S8 S5 2, HANIAZ TR - H AT 1
AAZ TR 22 5711 s I RNABAT B 1) s E RNAFREmRNASII I BE 77, X 2 s  RNA A AT R4
EEZ.

[0166] B8 )y s Urh, T A% IR Py A DRI R e ST TREA b S 1) BLA D S
FRIA E AN SE A RO B b

(01671 fE—2E5js /5 5 Urp AR P AU TESEQ 1D NO: 243F T sHUAZ TRy A1 A% T IRy
HITTZSEQ ID NO: 244 RIAZH R 741

[0168] 5’ -CCAAGAAGAACGCUGCAAZ ,-3" (SEQ ID NO:243) ;

[0169] 57 -Z,,UUGCAGCGUUCUUCUUGG-3" (SEQ 1D NO:244) ,

(01701 Horpr, ATk Z,, & SCRES " AR 56— LT, Z, 0228 H AU GERC, IF HLZ, 52
HANIRZ T AE— 285007 5 WH 2, WA, 2, WU

(01711 25y SUr, i IR SRR S AL TR AU TLL, Fir ik SR 5 A AT
P OUIV AZ TRy ST TURIAZ TRy STV EE 2 O L -4 s T TR e S TR
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WHZFIR 7 NIV ARSI T L0501 S ) Tb ks e 4 S ml T AR s Frid Az R fr /I T 1T
BAEHTIRZH R A5 R , AT il AZ R 7 Y IVIE B AT I A IR AN LT3 Ry, BT
WAL IR T ATV S 28— BOZHTR i A1 S8 51T BT B AN SE 4 SR FLAD 1258 BOZ TR
7 A E R AHEnRNAH 55 FHSEQ 1D NO: 241 FoRAZHIR T A5 ARt AHEE  HAC R S5 ik
AR 3 A IVAHRI FAZH R 7 41 o

[0172]  fE—de5 7y A, BT A R 5 A1 T TR R e A VIO KR IR,
WA IR T AN LTI IREE NG, R T FIIVINHREE N C; U, TE SCREA SOSCEE I L 220/
20; B IR T AT T LRIV BER R 2 Z IR , e M6 2R 2113 R IR /5 1), A% R
7 AN TTTHOBRIE AL MGG , A2 E R A TVIRE AL A R CC 5 MU, 1 SCBERIT SR KL
N21/21 88 IR P AT TV BE ) 3 ZHTR , 415 A 213 Ay 17 , 4%
TR A TTT RS EE 2 A WAGG , AR F I TV IR SE 4L CCU 1IN, 1E SCRERI S S
KL M22/22; 535, Ry A LT DRIV BER AR , 405 2R 21137 A 1Y)
JIIAL A IR AN LT T RE AL B A CAGG , A% R 7 Y TVIF TG 2 il M CCUG; U, TE SCBEAT
SR FELE 23/ 23 o £E— 28505 75 20U, AT AZ R 7 S LT THIAZ A R T Y TV S
AR 4585 A B3 Am 7 1), A% F R 7 A LT TR 4Ll MGG A% R Fr 41 TV
HIBRSE AL B A CC JHE , TE SCRERT R SRR KB L 21 /21

[0173]  fF—85fit 7 o A R A T TR R e A IVIE 2 R ELb, PRI 45 0 T
AR F AN LTI A Ry A IV IS st e T -

[0174] 2B, FhsiRNA

[0175]  FHEACN T Frik siRNAF] DUE 875 Flis iRNA

[0176]  FirsR 5575 s IRNAS A IE SCHERN S S , BTk 8575 s I RNAFP AR MR 25 FI ik
STHO B B ARAS W IAZ R , Horh, Ik IE X CRE B — B IR P AT, Bk I S B2
—BAZHER P AN LT, I AZ 1R e A DR AT AZ R - 41 T 28 /D8 20 Ml B 1) A Rl
DX, Horn, Arid i R B 41 1 5 SEQ ID NO: 301 Ffros A% H R Fe I BEAT S, AN T3/ M
TR 2SN, AR 740 0 5SEQ 1D NO: 3021 R I H IR I BEAHS: , HANZ T3
MR ZE -

[0177] 5’ -CCAGUAAGCAAGCCAGAAZ,,-3" (SEQ TD NO:301) ;

[0178]  5’-7,,UUCUGGCUUGCUUACUGG-3" (SEQ TD NO:302),

[0179] HEP,ZZJJA, Z,, WU, BT R AT FR B B N BN N T2, AR Z  , FIT IR AZ
TR AT THR BB B N T2, JIAZ TR L, , FITIRZ, o PITat SSCHED” R 1 58— Mt
R o

[0180] 2Ly =k, Bk iE BN B AT IR 7 AN T, Atk S SN B S A% IR 7
FI .

[0181]  fE—2esj sy Ul Frid e R P4 T 5 SEQ 1D NO: 30 LR RIAZH R P 41 2 [A]AS
LR 2 5, A/ S TR R P AT TS5 SEQ 1D NO: 302F /s R R - 41 2 [RIAS
Z T MEHIRZE R

[0182]  fE—ue5jiE 5 A rh, T A HR e A TT 5 SEQ 1D NO: 302F R A% FHR Fr 41 2 7]
AZ R 2 S ARG Z, A B AR 25 57, HLZ,, 158 F A CERG o A — 2L 5t 5 U, BT A R 22
SN, SUEANN AR 2, 08 F ANCERG o £ — 28 5 A, 2,08 52, AN R . A -
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WAL IR 22 711 s IRNA FLAT B = 11 s I RNA T FEmRNAI I 58 77 , iX 28 s i RNAHL A A AT (R PR 4P
TEFEZ N

[0183]  fF—es i 2, Firid A R e A TR i A R e A T TR AR | 52 1) Hb S 51
R AN e A S A F b

[0184]  fF—e57jE /5 U HTR P /I TESEQ 1D NO: 303 RIIZ H IR 74, M HTR 7
HITTRESEQ 1D NO: 304F A% HR T4 -

[0185] 5’ -CCAGUAAGCAAGCCAGAAZ,,-3" (SEQ 1D NO:303) ;

[0186] 5’ -7, ,UUCUGGCUUGCUUACUGG-3" (SEQ ID NO:304) ,

[0187]  Horh, ATk 7, & [ k5" Rl 55— MEHIR , Z,,0 A A ULGEC, T HZ, 72 57,
B ANIAZHTR s 75— 28505 7 20, 2, WA, 7, HURR .

[0188] {1 —Lusji )y 2, Frk iE SR B A IR TP AN LT, ik S SRR S5 A AL R
ANV AZHTR AT T TRIRZ IR e A IV B 2% R -4 R s ik A% 1R e 41 LA P
WAZFIR 7 NIV ARSI 05T b S ) T bk e 4 S ml T AR s Frid Az R A T 112
BAEHTIRZH R A5 R , ATl AZ R 7 A IV B AT A A IR 7 AN LT3 Ry, BT
AR T NIV S 28— BOAZHTR - A1 S8 51T B B AN SE 4 SR FLAR , 1258 B TR
7 AR AHENRNAH 55 FHSEQ 1D NO: 301 F R AZHR T A5 ARk AHEE  HAC R S5 ik
AR 3 A IVAH R FAZH R 7 41 o

[0189]  fF—b5fie 7y A, BT A R 5 A1 T TR R 5 A TVIG KR N LM HTR
FAFIR T AN LTI REE A, R T HIIVINHREE U BEI, TE SCRER SOSCREII LR 220/
20; 5 R T AT T LRIV BER R 2 IR , 4 M6 2R 2113 R IR 75 ), A% R
AT TR 20 A M UA AR 7 S TV RS 2 B A UA 5 I, TE SCBERN S SR KBS L
N21/21 88 TR P AT TNV BE B 3 Z TR , 415 A 23 Ay 17 , 4%
TR 7 AT TTIOBRSE AL B W UUA R ER - A TV IR 4 B A UAA 5 LIS, 1 SRR S S )
KL N22/22; 835 AR P A TTTAITVIK AN A MZ AR , #2157 A0 213 A 1
JIIAL R IR AN LT T RE AL B A GUUA , A% R 7 Y TVIF R 2 5l UAAC; IEIN, TE SCBEAT
SR FELE 23/ 23 o £E— 2855 75 20, AT AR 7 A LT THIAZ A R Y TV S
2GR, $2 85 A 23 A 1977 1), AR P A T LT AE 24 s A UA A R 7 A1 TV
B AL M UA ; IR, 1 SCRERT R S R L D21 /21 .

[0190]  ZE—Besjis 7 S R A T T TR IR e A TV 52 2 B i) EL AR, IR 45 H T
AR r AN LT LIRS A Ry A IV IS st e T

[0191]  siRNAYAEIE AR A1

[01921 DL R, AHZHEE AV AZFL T 4]« s i RNAHR RAZ R84 DA KA 5 A1 R
TR B Fhs iRNAZE 555 Fifts i RNAFH R AT R0 — Bl BRI A FR4R, D I s IRNARFHAR R
R S 85— Fhis iRNAL &5 — Fhs iRNAL &5 —Flis iRNA 25 DU Flis i RNA 45 71 Flis i RNAFI 5 75 il
siRNAiﬁ~i%ﬁTﬁﬁi§ AN, anANEs BIFEIH AR siRNA, “FriR s iRNATR & A H TR T 2V
(R EUE T8 — Flis iRNA L 55— Mfis iRNAL 55 — Flis iRNA L 5 DU Flis iRNA L 55 F1 Mfis i RNA K 25 /S Fif
SiRNAJ_Dﬁﬂ‘?H@xVﬂV”O

[0193] /265075 3 Urh, Birads 1 SCREAN S SCRER AN, Frads [ SRR S A H TR
IV R IV RSN L R 3 E TR , S B e Pl OSCREI 3 Ay, F4 S SCBEI 37 9
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i o L , AN TR s 1RNALE SCBEERN S SCRER K LB T PLSE19/20,19/21.19/22,20/
21.20/22.20/23.21/22.21/23.21/24.22/23.22/24.22/25.23/24.23/255523/26 . {1—L&
ST 2 TR AZ R AV R S R 2R , UL A TR A1) s iRNATE SCEEATSC
SCBE EEEE T DA 19/21.21/231K23/25.

[0194]  Frk i HL 5 AV R — MR P USRS A HTR 8 T TSR0 4
B, TR AZ IR 7 VIS 2 B B I e A2 A% H R (dTdT) B2 2R
WEIE AL AR (UU) 5 B, O 1 B2 s IRNAS SCHE 55 SEmRNAI S M T, A IR e A1V 5
mRNAFIAHR A B A% R B kb o R, A28 55t 7 5 CH , AN TH 1 s TRNAFR I SCRERITR X
BEMRE 2 Pbo19/218k21 /23, JER, AN THI s IRNA FLAT BE 4 FOmRNAJTCERIE -«

[0195]  ¥EmRNAFIAHN v B (1A% ARG 2 H5 5 SEmRNARY 88 — BOZ IR 7 A1 455 A RN
B R aAZ TR T A1), %58 — BAZ IR P A & S H R P FIT TS5 T I a) Bkbek e 4 ) 1m)
Ekb, 5k SAZ R 7 A T DR R A TVAS B AZ R 1) S 57 S h) B ANk 5E 42 ) 1
GAMOIBBAZ R T4 .

[0196]  r—2E5it 5 A, X Tk 56 —Fhis iRNA, Bk s iRNAFR IE SCBE 2 A 4nSEQ 1D
NO: ST RIZHER - A1), BTk S SCBE 547 4nSEQ 1D NO: 6T R [IAZHER [ 41 :

[0197] 5’ -CUUCAUUCAUACAGACAAZ,-3 (SEQ TD NO:5) ;

[0198] 5’ -7,UUGUCUGUAUGAAUGAAGAG-3” (SEQ TD NO:6) ;

[01991 k2%, ATk s i RNAFY IE SCA%E2 A 4nSEQ 1D NO: 7HrR I TR e 4], T ik S Sk 2
HYASEQ 1D NO: 8H A HTR 741 :

[0200] 5 -CUCUUCAUUCAUACAGACAAZ, -3 (SEQ TD NO:7)

[0201] 57 -7,UUGUCUGUAUGAAUGAAGAGAA-3 (SEQ TD NO:8) ;

[0202]  Forh, TR 7 & S SCEED R — MZ IR, 7,8 A ULGERC, HfF HZ 2 57, 0
KNIAZATR -

[0203]  fp—2L sty A, X TR 56 —FhisiRNA, Bk s iRNAFH IE SCRE 2 A 4nSEQ 1D
NO: 65T /R IWAZ IR T4, ik S SCEE S AT WISEQ 1D NO: 66T R IAZHTER 7741 :

[0204] 5’ -CUACAGUUUAGAAGAUUUZ.-3” (SEQ D NO:65) ;

[0205] 5’ -7 AAAUCUUCUAAACUGUAGUA-3” (SEQ ID NO:66) ,

[0206] =k, Alrik s iRNARUIE XCEES A ANSEQ 1D NO: 67 R IIAZ TR FE 41, Atk s i RNAF
[ SES A UNSEQ 1D NO: 68 /R IAZ R 741 -

[0207] 5’ -UACUACAGUUUAGAAGAUUUZ.-3” (SEQ TD NO:67) ;

[0208] 5’ -7, AAAUCUUCUAAACUGUAGUAUG-3" (SEQ 1D NO:68) ,

[02091  Forh, TR 7 02 S SCEED” R B — MZ AR , 7,18 A ULGERC, HfF HZ g2 57, |
KNIAZATR -

[0210]  fE—2u57 /52U, X TRk 85 = s iRNA, fTid s i RNAFR IE SCBE &4 WISEQ 1D
NO: 125 RIVEH R P41, Firidk s iRNAF R SCE S A 4nSEQ 1D NO: 126 RIEZH R P41 :
[0211] 5’ -GGAAGGUUACCGAGCAAUZ,,-3" (SEQ TD NO:125) ;

[0212]  5°-7 ,AUUGCUCGGUAACCUUCCCU-3” (SEQ TD NO:126) ,

[0213] Bk ¥, Frik siRNAIE XCBE ST 4NSEQ 1D NO: 127 HrRIMAZ HER P41, FT ik s iRNAIT
[ ES A UNSEQ 1D NO: 128F R H R T4 «

31



N 118217305 A W OB P 19/88 T

[0214] 5’ -AGGGAAGGUUACCGAGCAAUZ, -3 (SEQ ID NO:127) ;

[0215] 5’7, ,AUUGCUCGGUAACCUUCCCUGG-3" (SEQ ID NO:128) ,

(02161 Horpr, ATz, @ SCRES” AR 58— M2 TR, 2, 28 HAULGERC, IR HZ, 2 52
HANIAZTTEL

(02171 AE 225 )7 5 rh , T T S5 VU Fhs RNA, ik s i RNAFR IE SCHE S A5 41SEQ 1D
NO: 185 A H IR P A1, Frids iRNAF S SCRESATUISEQ 1D NO: 186/~ HIAZ HIR 741 «
[0218] 5’ -AGAACAGACAGCAGAAUUZ -3’ (SEQ ID NO:185) ;

[0219] 5’ -7, ,AAUUCUGCUGUCUGUUCUCC-3’ (SEQ ID NO:186) ,

[0220]  E3%, i s iRNAFIE SCES A UNSEQ 1D NO: 18T IIAZ TR FF A1, [Tk s iRNAfY
S A AASEQ 1D NO: 188Ff s TR 741 -

[0221] 57 -GGAGAACAGACAGCAGAAUUZ -3’ (SEQ ID NO:187) ;

[0222] 5’ -7, AAUUCUGCUGUCUGUUCUCCUG-3" (SEQ ID NO:188),

(02231 Horpr, ATk Z, & SCRES” AR 56— M2 TR, Z, 58 HAULGERC, IR HZ, 2 57
HANIAZTTE

[0224]  fE—2L500e )5 b, N T AR S8 T Fs iRNA, Fridts i RNAFR I SCRE S A AnSEQ 1D
NO: 245 RV IR P A1, Fridk s iRNAFRI S SCRESATUISEQ 1D NO: 2467~ A% HR 741 -
[0225] 5’ -CCAAGAAGAACGCUGCAAZ ,-3" (SEQ ID NO:245) ;

[0226] 57 -7,,UUGCAGCGUUCUUCUUGGCC-3” (SEQ ID NO:246) ,

[0227] 3, Flriks iRNARJIE XCHES ATUASEQ 1D NO: 247 A% IR 51, Fridki s i RNAFY
JCCHESATUNSEQ 1D NO: 248 /RIAZ TR 7411 «

[0228] 5’ -GGCCAAGAAGAACGCUGCAAZ 4-3” (SEQ ID NO:247)

[0229] 5’ -7, UUGCAGCGUUCUUCUUGGCCUG-3" (SEQ ID NO:248) ,

(02301 Horpr, TR 7, & SCRES " AR 28— M2 TR, Z, 0228 HAULGERC, IF HZ, 52
HANIAZTTE

(02311 fE—45fis J7 5, 6 T T 58 /5 Fhs iRNA, Tk s i RNAFK) IE SCRE 5 47 41SEQ. 1D
NO: 305 A H IR FF A1, Fridks iRNAFI S SCRESATUASEQ 1D NO: 3067~ HIAZ HR 741 -
[0232] 5’ -CCAGUAAGCAAGCCAGAAZ,,-3" (SEQ ID NO:305) ;

[0233] 5’ -Z,,UUCUGGCUUGCUUACUGGUA-3" (SEQ ID NO:306) ,

[0234]  wli 2, Tk s i RNAFR IE SCHES A UNSEQ TD NO: 307 FroRs AL HER 41, ik s RNATK)
JCCHESATANSEQ 1D NO: 308 /R IAZ TR 7411 :

[0235] 5’ -UACCAGUAAGCAAGCCAGAAZ,,-3" (SEQ ID NO:307) ;

[0236] 5’ -Z,,UUCUGGCUUGCUUACUGGUAAC-3" (SEQ ID NO:308) ,

(02371 Horpr, TRz, & I SCRES” AR 58— 2T, 2,8 HAULGERC, IF HZ, 2 52,
HANIAZTTE

[0238]  FF—LCshm 5 A, AN H iR siRNA S K la-1f 4 HsiChal siCha2,
siC5b1.siCHb2.51Chcl+5iChc2.5i1C5d1.siC5d2.siChel.siChe2.siChf1HksiCHT2,

(02391 G Ffri , A2 T s 1RNAFROAZ TR 2 H SRS O B BB IR AL TR« fE—
Bt 5 U AR IR s IRNAFR RS IR O AR AR B M (MAZHT I 5 A — 28 5 /7 3 A2y
T s 1RNAHR RS FR 0 s A FRAZ TR N B M A TR , A TR T L (R 2 B A A 2 S BUR
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AT s iRNAIRRI CORE P ek i D RE I Sl I 99 ke 2k

[0240]  fF L5 7y S, AN T s iRNAZE /D IAMB RIS TG « E AN TTI B R
SO B TR RARGE “BIRIAZ R S e IR A L2 o 2 A HA IE BT IE B
B s H RIS, 5 A BRI - rid B H IR A 2 53
s1RNAFPHIEE R ZE ik F DhREIH (2 Ml 99 el e e . i an, iDLk $ET . K. Watts,G.F.Deleavey,and
M. J.Damha,Chemically modified siRNA:tools and applications.Drug Discov Today,
2008, 13 (19-20) : 842- 55 AN FF I B RIS R -

[0241]  fF—e5 ity R, AN TR s 1 RNAFY 1 Sk sl e i 52 S i) 22 /b — /M
HRR B RIAZ TR , A1/ 8 2 /D — A BERR TR 5Ly A B B A RO BERR G 5 s # r0 vk U, Py
PR IE SCRERMFT R S S b 2 7D — 55 BRI T I - Wi By 2R PR R RS IR TS AT/ sl Az i 1y 2. /b
— BB I HA B P BEIRES SN/ s A (B A .

[0242] L5705 5 2, BT 1 SCRER/ sl BT S SCRE R R 4 53 R Y B R (1A%
TR o AE— B0 5t 5 20, AN TTHR B s 1 RNAFR TE SCE RN IR 52 Sk A i R — M R0
ST TEAAE T RAZ B R ST ER B I AZ TR .

[0243] AT AR BT AT R I, AT ATk (¥ s i RNATE s SR 56 Fh kAT 1 I Fh AR
SE MRS PR 0 BRR v Al o

[0244]  fF—2850j6 )y 5, I SRARIB I AZ B IR 7 T2 R e AN TRIAZ H R Fr A T T
HFH, #eE5° SRum 23 Ry 0], Az H e e A Trp 22 /D 287 .8 ORI AZ H IR Jy s AR B
URIAZ AR ; #5223 AR 1 7 7], A R MIT T 22 /D 55216 .14 1667 A%
B i ARIB AL TR o

[0245]  fF—2850je s, B SpARIB I AZ B IR 6 T2 R e N TRIAZ H IR Fr A T T
R itz 5 TR AT SR RIS IR AZ H R A2 1540, HL, #5857 R 23 AR 5 1], Frik
AR AT BT 8 IR A H TR A SR IB IR IAZ TR s Az H IR 7 A TTHh S AR B 1
BHRAZ 74, I 0, Ird R 7 A T8 26 14 16057 A% R O S B 1 1A%
MR

[0246]  YE—uesji iy Ao, #2523 AR 77 1], 7E R 1E Sk, P R
HITINEET 8 ORI 578 IR IAZ H R s RIS AR , ik 1E Sk Heae 7 BT
R ARSI ISR ; #6185 A B3 A7 1), fEFTIR SO, Tt Az iR
JEAITIINEE2.6. 14\ 16075 #2689 14 16/ AL TR DA B IR IAZ HIR , Bk i Sk
HE R A E R AR B T AL E R -

[0247]  EARATFI L R3O, “GRIB I IAZ HIR” Fe R AR L2 A7 R S U
RIE R ETR , B LL R (7)) FrosrOaiig SRR IAZ IR FAZ IR A p 5
2" MR AR AL M B A H IR « sl R U o A — 28500 5 0, R — N
B AL F R Hds A AZ IR IOAZ R AL 2 (3 R Bt A el A PO B A% R
SAZ R h ) —Fh.

[0248]  XUCAZNHILD ™ (7 R B A R IR T HUROE Bl O AZ R A AR AR B 2
(), IXECAZ R AT DALe F 2”7 - b S MBI AL B R L 27 - S BRI S e B I A% H R L 27 -
Pt B HTR 2 - BRI S B I A IR (2 - 2 S B A IR 2 - 2 BRI
RIMBMIZ IR 2 - I A R T I —Ff
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[0249] 285y A, 27 - B R B IR Dy 2 - TR (27 - OMe) B AR
M2, 4Nt (8) From o A 25ty AU, 27 - 2R I LE SE AR B AR IR , 1 T L2 2" -0-
HIAE AL S (27 -MOE) B HIAZ TR , 4= (9) s o A — 25ty U, 27 - 2 2k (27 -NH) &
VRAAZ R AR (10) Ffrzm o £ — 2857y 20, 27 - JBi A% R (DNA) 4=k (1) s

Base Base Base Base Base
0 ! o} ! 0. 0.
F 0 F 0 FO 0 F o} k o
[0250] \(o F \ \‘(0 O-CH, \ \O  O-CHCHOCH, ‘ \(O NH, ‘ \,o H
X (7 x (8) X (9 x (10) x (11D,

[0251] B TRISIITR BB AEAZIR P RO AZ IR , (B 25 A9 AR T RS A R L 12
RS AZMIAZ TR M e AZMIAZ AR R WS A WA IO kb JPR e JI e A A R 1 2
o AE—BE SN ) O AR IS FT DA AR W IR A IR sk CEMZ TR

[0252]  WHIXAORZ IR (bridged nucleic acid, BFRBNA) s& 552 2 sl A RS A
HIR - BNAR] L& FLoc A 7S TeEA B TC IR BAT “TEE 17 €37 - N VIR SR e AR IR 254
HFRZTHEN BN ZAERR2 - 47 - (A AT — N2, 47 - BNARZ R o £E — 2B S0t 7 5
H1,BNAF] DASELNALENA L cET BNAZE, Hob LNAGNEL (12) Ao, ENAZZ (13) Fir7, cET BNAZ
7 (14) flrow:

Base Base Base
oy ol o
[0253] —0 =N HaC™ |~
\{o \ro O z\/o O
A (12) 7 (13) = (14),

[0254]  JCEMZ IR AL IR IR T T B — A2 R o A — 28 5 )5 U, ek
PR T DL AR iR (UNA) B HIAZER (GNA) , Hrh  UNAZEL, (15) s, GNAZEX (16) Fir
z

Base

-

}_Oko 0“-,,2 Base
[0255]

ko R \ %{OR

x (15) x (16)
[0256] iR (15) ANt (16) H, Rade FIHL OHBl b S 2k (0-%i38) .
[0257] AL HTR S P HTR TIRSEAEAZ IR F IO e A A A e e & - fF—1t
S5 A, AR A DRI EE MR L - (A8 sl 22 - ek3” - e s e 54,
=X (17) 2k (18) P :
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]_O R

0
Fou o Lo
[0258] 0 Base

1\‘/ Base 07/

X UD x (18),
[0259] iRz (17) -5 (18) fb &5, BaseFemtigidt , HIANA UG Cuk T; R F{H. OH . Fk
an Rk aERIEA .

[0260]  Fr—2E505 5 U AR 2% F S A% R W LNAVENA, cET UNAFIGNAFH [ —
o AE—28 50575 20, N AR AB IR A TR Y00 S S MR AL R , £ SO B
X Al A SR B IR R AR 0 2 - Rkl FH A R I T B A H R

[0261] 7&K S, “SERIBIRIAZHR” 27 - B AR HIR” | Bt P2 -
P BRI A FAA 2 - S AR A% R 5 SUMIR], YRR 2 - 72
SERSRE, T 2 sl (7)) Fros g5t &4 ; “MA R B MIIAZ TR 27 - 5
FABRIIAZTIR A2 - R A R U RIAZ R AR AT 2 - FR A A A
AZ TR B SO, B AL P 02" - kil FR A R AR T FE e 2 =t (8)
FroR&5 e &4,

[0262] 26507 7 A, A TH I siRNASE B DL MBI s 1RNA: 425”7 R )37 K
ST ], AE TR I S A, PR T R A LI 57 .8 9 5 & 555 . T 8 9N A% TR Jy dmt
RABRIAZER , Birk 1F Sk H e B AL H TR O HH S BB ISR 5 72 FTik e St
W TR R T AT AR 2.6 .14 16037 5K 252689+ 14 16/ v A% R N S AR B 1A%
HR , Bk SO Hoai i B AR A B RO R

[0263] 126507 7 A, AR A T siRNASE B DL MBI s 1RNA: 425”7 R £]37 K
ST 1], BT s 1 RNAPR 1 Sk A e e A TR 2554 7 W S RN FAZ TG s A A
F& , s IRNAIR) IE SCBEM s v B AZ A IR O A B AL R, T HL, #5857 R 237 K
S 7 1], ik s i RNAY S SCBEFPAZ TR A T T 262689 LAFNL6 A AL R A s AR 18
WRIAZTTR , s 1 RNAK SOSCREF A7 ¥ O R A FH AR BB AR 5

[0264] B, 4% M5 A 213 Am 5 1A, Bk s iRNAFIE SCBE P AZ HR 7 A T 5. 7.8
RN A TR N ARSI FOAZ IR , s 1 RNAFSLE SRR A7 B RS R O FR AR S8 1 1)
R, IF 0L 4% 85 Riq 2137 Am I 5 1A, FIrid s 1RNAFY SOCRE I AZH R P AT T 25246
VAFIL6 AT LT IR M ARSI TR , s 1 RNAJ 2 X AR 4% (7 B A% PR Sy A8 3L 18 1
WM TR 5

[0265] Bl , 4% M5 A 213 Aum 5 1A, Bk s iRNAF IE SCBE HPAZ FR 7 A TS 7 8l
I IR A ARSI ER , s 1 RNAFYIE SRR LA B ARSI Ay FE A 3B A%
TR, I EL, #2285 AR 213 A 10 5 1], Fr ik s 1 RNAF S S A% H R e AT T 552,64 14
FL6 A7 AZ TR M s A B AL TR , s 1RNAM R Sk Ho 4 o B (AT Gy TR 1B 1
R -

[0266]  HF—BeazjE Ao, AN R UL s iRNA Y 1a- 1FP4 Hi Y siChal -M1 . siChal -
M2.siC5al-M3.siC5a2-M1.siC5a2-M2.siC5a2-M3.siC5b1-M1.siC5b1-M2.siC5b1-M3
$iC5b2-M1.siC5b2-M2.5iC5b2-M3.siC5c¢1-M1.siC5c1-M2.siChcl-M3.siC5c2-M1.siC5c2-
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M2.siC5¢2-M3.siC5d1-M1.siC5d1-M2.siC5d1-M3.siC5d2-M1.siC5d2-M2.siC5d2-M3.
siChel-M1.siCbel-M2.siChel-M3.siChe2-M1.siChe2-M2.siCHe2-M3.siChf1-M1.siChf1-
M2.siC5f1-M3.siC5f2-M1.siC52-M28ksiC5F2-M3HfRAT i —Fh,

[0267]  FLAA FabBIHRYs IRNAASUS AR, 1f0 BT 0 OAZ AL TR A 2 DI RIAZ TR
FHIE IS IIAZ IR RS M , (EAZIR B AT SR O UL R KR PE R -

[0268]  {F—UU5jE /5 S, AN TR BE s 1 RNAM TE SRR A S S e i 28 7D — 4% Bk 11 1
PR - Wi By ZR PP BRI R b 1) 22 /D — 3500y B A B B A O BERR RR 5 o 71— 285006 7 =
U B0 L A BERR R L D BRI 5L Fh ORI R s b 1 2D — Sl i - BV
1B A e AR TR AL 5 AE— 28 5006 5 5 U, ik FA i i 3L AT BERR Tis 26 H A 45 (1)
FIT 7~ G5 AL ) it A R il

"

— |
[0269] S—I‘>=0

O, = (1),

[0270]  XPMEIHARASAE sIRNARRUBESE A , RAFIREE RO I m e MR = A T

[0271]  fF—2esfi b, AN TR s iRNAFR , IR A SR R L a7 A T DA R
PR I 2 /D —Ab « 1 Xk Bk S SCREAT 2 —Im 55— N A28 AR 2 [h) 5 1E S 5k
SO T R 58 NS = AMZ AR 2 TR 5 5l Pk AT R S A — 2850 7
BB FR R S B AT A TBRIE XHES ™ ARty AN 4B Bl 57 B AL o AE— 28 5 5 5 U, it
PIBIRRE R E B AL TBRIE X3 AR AN S a7 B Ad o F — 28 50 75 2, AR
BRI S E e A T UL M E i DAk

[0272] Rk iE SRS AR 55 L MZHTR M B 2 MR 2 T 5

[0273] Rk iE SRS AR 55 2 MZHTR M 28 3 TR 2 [l 5

[0274] Rk iE SRR ARy 55 L MZHTR M B 2 M TR 2 [ 5

[0275] Rk iF SRR 3 ARty 55 2 MZHTR M 28 3 TR 2 [ 5

[0276] Rk e SRS Aty 55 L MZHTR M B 2 MR 2 [ 5

[0277] PR e SRS Ay 55 2 MZH TR M 28 3R 2 Tl 5

[0278] Pk e SCEEM3” ARty 58 LMZ A TR AN SE 2 M Z IR 2 [R) 5 LA K

[0279] Pk e SCEER3 ARty 58 2 MZ A TR AN B 3 Z A TR 2 [

[0280]  fp—tt 5 )y A AN TR siRNAS K la- 1A siCbal-M1L S,
siC5al-M2S.siC5al-M3S.siC5a2-M1S.siC5a2-M2S.siC5a2-M3S.siC5b1-M1S.siC5b1-M2S.
$1C5b1-M3S.s1C5b2-M1 S.siC5b2-M2S.siC5b2-M3S.siC5c1-M1 S.siC5c1-M2S.siC5cl-
M3S.51C5c2-M1S.siC5c2-M2S.s1C5¢2-M3S.siC5d1-M1S.siC5d1-M2S.siC5d1-M3S.siC5d2-
Ml S.siC5d2-M2S.siC5d2-M3S.siC5el-Ml S.siC5el-M2S.siC5el-M3S.siC5e2-M1S.
siC5e2-M2S.s1C5e2-M3S.siC5f1-M1S.siC5f1-M2S.siC5F1-M3S.siC5F2-M1S.siC5f2-M2S
il siC5F2-M3SHI T —F.

[0281]  /F—65706 75 2UHT, Bk siRNASC SCBEIN S RumdZ HER 5 - A% HER a5 - 1
FRAAUME TRIIZHTR -
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[0282] W FHAOFTiRS - BEFRAZ EERE 5 - B R IS A B A A% H R T ARSI R B
ORI, Ans - TRz H IR AT B A 4544 -

2pO
[@]

Base
[0283]
O R

e e £33
[0284]  F4,Anastasia Khvorova and Jonathan K.Watts,The chemical evolution
of oligonucleotide therapies of clinical utility.Nature Biotechnology,2017,35

(3) :238-48FF AT U M AR5 - BHRIS MBI HIR -

o - o - 0o - 0

0=F " Base o=R - Base o=R . Base o=F = Base
=, O:* / o B, e o = / B/
[0285] e Z 4 E ; Q :
P LT e eE
X (3 X (D X (5 X (6)

[0286]  HLrfr, Rk FIH.OH\ HI5A3E i ; Base 2t , %6 AU C.GEKT,

[0287]  {F—2850j6 J5 X rp, 57 - IRAZ R X (2) IR & a5 - BRI AZ H TR
5’ - BRI B M AZ IR & M BEBEIRI (57 - (E) -vinylphosphonate,E-VP) {21
PAZHETR , 4K (3) Frow, sl A VB IR IR B 1 1A% HHRR , 4K (B) Frois.

[0288]  fr—Uba A rh, AN TR L siRNA K la- 1R A KsiC5hal-M1P1 .
siChal-M2P1.siChal-M3P1.siCha2-M1P1.siCha2-M2P1.siCha2-M3P1.siC5b1-M1P1,
siChb1-M2P1.siChb1-M3P1.siC5b2-M1P1.siChb2-M2P1.siChb2-M3P1.siChc1-M1P1,
siChcl1-M2P1.siChc1-M3P1.siChc2-M1P1.siChc2-M2P1.siChc2-M3P1.siCHd1-M1P1,
siCHd1-M2P1.siCbd1-M3P1.siChd2-M1P1.siChd2-M2P1.siC5d2-M3P1.siChel-M1P1,
siChel-M2P1.siCbhel-M3P1.siChe2-M1P1.siChe2-M2P1.siChe2-M3P1.siC5f1-MI1P1,
siChf1-M2P1.siChf1-M3P1.siChf2-M1P1.siChf2-M2P1.siC5f2-M3P1.siChal-M1SP1,
siCbal-M2SP1.siCbhal-M3SP1.siCha2-M1SP1.siCha2-M2SP1.siC5a2-M3SP1.siChbl-
MISP1.siChb1-M2SP1.siChb1-M3SP1.siChb2-M1SP1.siChb2-M2SP1.siChb2-M3SP1,
siChc1-MISP1.siChc1-M2SP1.siChcl1-M3SP1.siChc2-M1SP1.siC5c2-M2SP1.siChc2-
M3SP1.siChd1-M1SP1.siChd1-M2SP1.siChd1-M3SP1.siChd2-M1SP1.siChd2-M2SP1,
siChd2-M3SP1.siChel-M1SP1.siChel-M2SP1.siChel-M3SP1.siC5e2-M1SP1.siChe2-
M2SP1.siChe2-M3SP1.siChf1-MISP1.siChf1-M2SP1.siChf1-M3SP1.siChf2-M1SP1,
s1C5F2-M2SP15ks1C5£2-M3SP1HI{{E i — .

[02891  ZRNTTIR A W RN IN, , AR5 TR s T RNAANN AT S 5 i (1) T S AN iy
PRRE M , 18 BB P EmRNAIIIT S 7

[0290] AR JTHE 1) s 1 RNAF] LAIE sk AR A i AT s 1 RNATH 25 5 74 (BRIl AR & poAnifAH
BRI A3 8] Hoh, ARS8 A T IR S o AT s ik PR AR B
T AR B M IAZ H R B 5 I N AT ATk () s iRNAFR il 25 B A AR R AR Az 5
PRI T 1 BCBHE RIS TR IL T 5]\ s 1 RNAFR S 70 2 A& R BTN o
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[0291] ¥ G

[0292]  ANITHRE T — P25 51, Firik 259 240 S50 28 a0 E iR 19 s i RNAYE R 7 14
DA IEZSE ol ST 7= D ' NS

[0293]  rak 255 | AT B2 I AR T DA s i RNAZS 2545008 3 A B 2k, 1l an B AR T
TN K-RT (magnetic nanoparticles, ﬁﬂ%?FeBOZ@EFeZOﬁ/\J?F\]ﬂf*ﬁ) IRYNKAE (carbon
nanotubes) /7 fLiE (mesoporous silicon) HEEEE54N KK (calcium phosphate
nanoparticles) B OIE W % (polyethylenimine,PET) LRI = 43
(polyamidoamine (PAMAM) dendrimer) « R %2 (poly (L-1ysine) ,PLL) . 5¢ 28 b
(chitosan) 1,2- " JhMeFEE-3- =N %E (1,2-dioleoyl-3-trimethylammonium-
propane ,DOTAP)  EREDAI sk LAVZL R/ B EL ORI BB W) (poly (D&L-lactic/glycolic acid)
copolymer,PLGA) I (GA L3k O FEmEIREE) (poly (2-aminoethyl ethylene phosphate) ,
PPEEA) f1EE (HIEWNIER -N,N- —H L ABE) (poly (2-dimethylaminoethyl
methacrylate) ,PDMAEMA) LA EAT AT A i) —FhEk 2 Bl

[0294]  Frik Z5¥ 20 SR, s iRNARIT 227 | Al 352 I B R V) 2 B A R A R, AT AR
BRI B A — LS 5 A, sIRNA S 2527 | nl i i8R B s bb v DA 1
(1-500) , 7F—28R) 5ty X, FaRE R )1 (1-50) .

[0295]  fF 2050 7 X, Pk 25 S b il P AR 2 2 b T ese I H e iRt 14
R AT AR AR A0 i R R 25 B ) sl A 5 W ) — Fhik 22 Mo 5 4, irak 2527 b nl 452
e SR AT LA R pHEg o PRAFSFFIAIIZ E A A i 2 /D —Fb.

[0296]  Frak pHZE i i) AN pHIET . 5-8 . 5 = F2 FHEL i 3k FR L 3R IR £h 28 il AN/ sk pHIE
5.5-8. bIM MR EREE MR, I T LA A pH{ES . 5-8 . B IREh 2% A -

[02971  JraR CRAPFFI T LA LS LU  FREWE T aliohile « ot 32 200 L LB AN A A b
(1) 2D — Mo DTk 2540 S 10 S B B Oh B0, BT PR AP & & AT LR 0.01-30

=

LV

[0298]  FfrakiZds He i 15 700 AT DA A/ sl S B o T 1293 s A 1 700 2 Bl Bk
IV S 200~ T00 =22 BE /R /T3 (m0sm/kg) ARAEr T2 s, RGUREAR N
ST LU Sy e BT diZads He f o Al 2 i o

[02991  {F—05ja s srh, BTk 2R S el LA i AR, A904SR T DA T
FYETF, Sta2s 250N 55 IR & , IO B A i 791 o AR AR R 700 AT DAEASBR T B
VL s IR S 45 24, AT DUEANPR T 5 22 4 2 20 U sl it 55 e i 45 25 2
HEe MR HR QIR o AF—2055050 )5 2, Frik 2000 S T TRk 445 24

[0300]  fF—285i )y =k, ik 252 S vl DM IR R il 51 T2 2 e AE— 28 50076 5 =X
HR PR IR I AR S R A PR R 277 TR sz IR A B R i Sk 5 (R S AR
PRABEHUL HIBINE U/ 508 & R IR T Horbh , IraR AL VHBO IR B 2 & Il fk
JRIFTRT 331328 H CN103380113A (it ot 5| FH 5 #eR B A4S AR SO TR AR R 25 B 1 e
Gl S Elc 2577 b AT RS (R sl AR B IR UM SR & R B ot b () — ik 22 ol
(03011 FE—285i /5 AH , Fr iR AT AL F] 2 CN103380 11 3AFR AT 40X (201) Frosiffb
EL/D RSk LI E - dibE
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104 /R“]5
/C4YIU'—XIOI_R'OI
n

Rip3—1—N

[0302] \

C Zioi— X102 T Rioz2

106 Rig/ m p

- —* K QoD
[0303]  Hifr,
[0304] X, KX, o, % AT /20, S N-ASC- A, HFPA R A C1 - C20/3: 4 5
[0305] Y BkZ % G H 2 C=0.C=S.S=0.CH-O0HHS0,;
(03061 Ry \Ry gy Ry g R0y Rygs s Ry ERR o 75 FIIHAZ M S0, MR ERTCHA I R A
BB Sk B AR AR A, PRRETCER D BB BRI SR Bl B A I
TRBEEPR , R BRI Sl LR RBESE , BB ORI Sk B LB
e, BRI BABIRIY SO LR T 3 5
[0307]  xsE&1-10/14E4;
[0308]  nj1-3[1HEAR, miE0- 20/ B4, A0kl s oAy, A Rm=p =0, JUIR, , }E %L
(03091 FFH., gifRnskmrh i ED—N g2, IBAR, o M (201) YEUE RN (202) 2k
7\ (203) RS -

( OH S
s ( HCe
[0310] N -
j / \ -
OH () HCC N N
: F ? Shee

N A\‘W’N\Hcc

‘ol xR (202), _ (203);
[0311]  HH, g ediif £ FIMOT HZ 1 -6/ FEE, “HCC” R EHE , HAR M NIEER (201) Fh
T
[0312]  FF—2E505 75 sUH R i 2 A B 007 :UH R g /T 4 B o £E — 28 500677 2
i, 763X (201) HIRIR, o FIR o, H B — NS MR AT B A R P B AR AR ) S e e
BERE LRI, TR sl e 2 AT 3 2020 i -, W 8 A 29 18Nk it 1, A0 ZE 441
B0 FE 2 ML .
[0313]  7F 265 5 A, @R Am A R B — 7 e B A 1B 3IOMEL, BB 2R, 0 PT A B
HR (204) -3 (213) HRE—A:
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s

NH;
H *
O/\/ A \/\/I\HZ
HN
* 7 (204), 7 (205),

*
NH——HCC

‘"_bH
* N *
T TN N (206, "O/ X (207),

ﬁ/\/\/@\/\/““z
K (208),

[0314]

T e

F;“/”““xxxf"“‘~*«f’"‘~x,/”““\\,/”“*h

A = (209),

OH

. ! i
i NH—HCC * /\/ ="\/\ */\/
[0315] nﬁ\HE/,J-M,/’ % (210), ™ H R (211,

( OH ﬁ
! . OH ( hee
OH ( (f \HCC ?
e * N
‘\/LM/”\HCC hee
f & (212) A f 7 (213);

[0316]  FLrit, 3% (204) - % (213) Fh1, g o £ % 1Sy i 51 -6IUBERE, FEA “HOC” FRAE KRS
FAFAMTRR | 573k (201) iU TR0 T A B EL P A S B b ot NI DA
MDA B 2R 2 (201) PR U Tz

(03171 Hhrlv, 3% (201) Fmef AT DURHECN 1033801 13AH ik sl % -

[0318]  {F—e 57y s, FRAAT AL R s (214) FFrsiAr BURER sk st (218) i r
AL
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h
[0319] 1M ,
e T T T N T o v/’\JN\)\JN'\/"‘x/’“‘-N %’“\NM’“‘\/OV’\\,/‘\./”\\/”“\/\\/‘\/“\
A A
L—.\IOH ~~._‘.,\ 0
h,_‘ ‘11'0"\/"‘\/%/"\\/“\,/\\/“\»/\\
by B
-"I
.
\‘--h
-‘I
| e L2143,
Q OHWW
[0320] i i1
e T T T T T TN g T Nt NP N H""-r/“‘ N ./’\rro e
---.,'OH Q
L,q‘ ‘-,T-OMH/\,AHA\/*\H/V-&HA\
- 5
4y
L
-\‘l
™
‘L\_
X (215);

[0321]  FraR IO B JEL T  JIE T e ) AR A / sl IR R (AT 2B
[0322]  Frik R O REAUNRINL, 2- ZAEMERE G - sn- H - 3- TR e C B i - N- [H 4 2
R R 1-2000

[0323] ey =, Brik 2o 4 &b IR AL P i B IR s AT iR e £ —
BV IIE B =& 2 A EEZREE Dy (19.7-80) = (19.7-80) & (0.3-50) , BIATATLA A (50-70) : (20-
40) : (3-20) »

[0324]  FF—65 5 2o, HAS N T s iRNA S F R & e B Yt FUTE B 1 25 205
Wk FLAT 2930nm % 2)200nmf¥) 1) B2, il £940nm % £ 135nm, 51 5, %R 5T AR
[ 4 B2 2 £950nm % £9120nm £J50nm % £ 100nm . £)60nm % £)90nmsk £ 70nm % £)90nm, {1
a0, % R TR I S B 2 £930.40.50.60.70.75.80.85.90.100.110.120.130.140
15015 160nm,

[0325]  FE—LUs5i 5 s, HAS N T M s iRNA S F R & e i Yt FTE B 1 250 205
W, siRNAS 2B BT (- H Uk B IR BUR/ 5 58 & — R AL Ig B0 I s ke (e /
Pb) FEMZIT: 12291 :50 A1 12 24J1:30 M1 :3EZY1:20  AN2Y1: 4291 : 18 215
B 1T MNLL:5E8 25115 L1558 241:12 . M Z)1:6 2291 125k M Z)1:6 241 : 1011978
FEIN 9, A TR s iRNA S 3 g B s bl g %91:5.1:6.1:7.1:8,1:9,1:10.1:11.1:
12.1:13.1:14.1:15.1:16.1:175k1:18.

[0326]  FE—LU50E 5 b, Birak Z5W 415 WA s B I 25 41 9 T DASE T A7 A, A1 I AT
PRI TE AT o A — 20500 7 X AR AT LI s iRNA S PR 257 b Al ez 3
WIE R 2ot 40 S W AT DA IR RN 8 Aoy 25, FU AR A TR A s iRNA IR AT
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s1RNAB AT s A —26 5t 7 5, Al DAR R QT 7 745

[0327] AN HBIIREIAER O R LR i R BE /R b B TR Fh IR A5 25
JTACTR 5 ) FH R (R A 28 ) g AR ) S TR R B M 2 - 25meg /mL, BUATAT DA M 8- 18mg/mL o fily
R %R 2575 AT Ee2 RS, o Qe =i B R RS, 9N, R N R R RS H
RO 2005 £ #3005 £ —Z400rh 1 —Fhk 2, 1 anmT AN £ g

[0328] AT RN s IRNAJE AR T2 b i i, 753 2 s I RNAZKVAIR « 22 PR IR IR Uk
JE40.05-0.5M, FI4nAT A0 1-0. 2M, P 2B b it pH A4 . 0-5. 5, B AT LA A5, 0
5.2, 25 MER AT F R s i RNAFIR BRI 0. 6me/mL , 40T DL k0 . 2-0 . 4mg/mLL o FT iR 2%
MRk AR PERE R AR  PL A AT IR S FR I — Rk 2 B, 51 AR LA IE B A / Bl B R
B,

[0329]  JRBUA RS IRNAZKIERIR &, BHR S TR 15 B 10 #/E40- 60°CIE & /D253 8,
Ban T L5 -3043 B, 43 200 5 F IO 8 BT 77 o 8 BUA R R s I RNAZKIE IR AR FREE W T
(2-5) .

[0330] 490 & S OB LR il ARk 4 el Mo, 5B o, BR AT, 13 B AR AT R BRI 254 &
Yy, HEE S ECpH{E 6. 5-8, fU AL T-80% , KIff Jy40-200nm, 3 BB AN = T
0.30,153% H: M 250-400m0sm/ kg ; 5 anFRAL S E AT LA pHIE N7 . 2-7. 6, 0 EPRAMET90%
K12 h60-100nm, 225 BEEE A = T70. 20,1215 H: 4300-400m0sm/kg -

(03311 Horfr, 4 sl MR P] DAAE B 2 B2 1T 2 J el RIS 6 T o KB 24T 5 T DR
FHERAT R0 1k I anmT LA FHUIAE R R g Fh2s 2R 45k, 75 100K Dagitt MR, R IR
VAW oHT . AR ER 22 (PBS) o SR TR 5 725 T DASR AT 25 Fh o 325, 491 4 a] ALEO . 22
miiEaE o BERR A .

[0332]  siRNAZESW

[0333] AN TFHEME T —FhsiRNAZE 51, Frik siRNAZE 590 5 ok siRNADL M B 5 ¢
F1ZsiRNAIZ A 5.

[0334] R, Bk 885 SE P & 2527 b AT e 2 i 2 /D — AN B0 ) SE TR e 1 ek
(linker) ,Jf H., iR siRNAFrik B Pk 88 [ SE AT R4 o A — L8 505 F 5 U, vk
PR SN 1 - 64 o 7E— 285t 5 2, Bk BB m P O 2 - 44~ Tk s i RNAGY -] DLFESEAR
NSRS B AT S R, 9 a0 AT DIMN S FniR Z 5 ST - s IRNA S S SR HTIZR
{37 5 AT DALE s IRNATE SCEEMI3 vtk 5 3t , AT AR S SCHERIS i, i AT LALE s IRNAFS A 471
W A28 7 P, Tk s iRNA S 885 BRI 885 (7 mi A s T RNATE SCBER 3 AR o

[0335]  Yp—uesiji 5 s, PT80S P AT DA B A TR IO IR I T L 27 - (R B el o
L I o AE— 28 A, BT 8 S 3L PR AT DA R AR - R Bt b A R 2 TR
27 -5 R — e B R M S L B s 1 RNABEI R RING , iR 28 £ BE PH i o v e
R R IR R IE I |- 5 2448 45 3L P B E s i RNAFR PN SRR A1 I, TR 28 45 S5 A i e A A
WA Z L F o B PER: ] DL ik : Muthiah Manoharan et.al.siRNA

conjugates carrying sequentially assembled trivalent N-acetylgalactosamine

linked through nucleosides elicit robust gene silencing in vivo in
hepatocytes.ACS Chemical biology,2015,10(5):1181-7,
[0336] 25 /5 2T, FTik s i RNA S 2845 SE P [A] m] DAaE PR ASEGUE 1Y ~ B AT R Ak
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TR, AN IR A IORRYERAGE B, X B (0 7 B T i , I s i RNABSCH [ HPRAS o 4
TR BEARIIZE 7 2, G865 FE T AT B2 7 s 1 RNAFR I SCRE , MR PR AIGEE 5 0 s L RNAYE
PERIS2 o

[0337]  fE—285) 5 U, Fird 2577 b P2 O BEIF BE P P] LA s 1 RNAZS 2540050 3 AL
FIRIBCR , 14rW02009082607A2 FR AR Y & FRAC A, LLSTHIRYT 5K AR A N AT
7S

[0338]  fE—85 0 5 U, Firid 2557 b TR 2 e B AT AT e 5 DA RREA 931 B LAl
W BB AR ) — Rk 2 i SR AR, BIARRE R IR A A 2 (T An4EA= 21E)
AR BRI 15 R AW, BIARR 1% s Z2 I, BIAB A s 1 AL s Dods Bt 1 s B
28, BIAnFURE SR FURE S H 2L N- CBEE PRI (GalNAc) sHHR (Folate) 5 5L T4
NOR IS AR, BIAN e R 2 1 SRR R R P (s B IR A Ik
JENRE A5 B MR 3 et ot (s FIRED) AR R P

[0339]  fE—85 05 5, Firid pds SR A b e 5 — M REAE S AR IR 2 AR S 5
R o AE— 285007 5, D — ARG RS 55 FTHAm 2R I S2 REE BB A o A — 2850 e
J3 A, =D ANEAGE RERS S FLEh M AN AR I 52 AR 2 15 ARG o £E — 2850t 5 AU, 2
D= IRERERE 5 AT M A S RS B AIRC A - A — 2R Sl s s, =D — R
RENS 55 R I 25 PR B 25 1 52 4k (ASGPR) 25 15 IO o X BEIC AR (R 2y AR R R
DU AR, B — e SRR R VS ARARES &, A5 SO s TRNAIS 1A
ESt i O

[0340]  fE—85 )7 5 U, Firid 2557 b TR 2 A R AT AT U S FLeh MR dmi 2 i
IR A AR (ASGPR) S5 AUATE i — RIAC AR o A — 285l 5 Urh , S GRSy
Wb MR IR AR L, DI AN 2SR 1T 2R A 2R 1 (asialoorosomucoid, ASOR) B AMERR
JiGEKEH (asialofetuin, ASF) o 28550y 2UH , Firid LA A B SO T2

(03411 fE—2850 5 U, D — N ECRSENE o £ — 285t 5 U B BRI 1 -
— L5 7 3 D AR BB 20 BRI SR B I 2RO A o A
S 7 3, D — AN IR B A R] DU OB OBORs ek = A2 sy o, =R —A
R AT BN o £ — 28 S5 5 U B — DR O BN o £ — 28 5 5 = A4
O P IA AT UG 11 2500 AB U 1) 2500 < S A U T PR 2 WA AR Pl SO AR o A2
ST A BN ECEE D ANRCIRE F VL MRS AL 1 A M AT A H SR
B R AT AN A U B AT AW AN B AT AR M A R AT A o e B HATT AR
FURE R EAT A1 2 S HATT A, B AR B AT A= RO R AT AR M R TR R
[0342] o5t )y 5 Urh, B PTG P T sy gt (1D - REPR H S b L - ML H o D-
BIPAFPHR D - R A L - BRI AR D - A 8 L - S50 2 D -~ LB L - 7B o D- AR H
S B B~ D= PORHR H 20 00 D-EG R H o8 B - D~ IELRgH b o D- ML 7 4 . B - D- i i 7
% ~ o= D~ IR 2+ B - D - IR 7 2 0 o0 D - R SR o0~ D- M I R o0~ D- ML~ F L < B -
D - PE R - U o~ D - AR 4 LB B - D - WM LB SR B0 M P TR - AL N - S 2L
BN N- =S OB FUR I N - B FUBI N- OB T B F UM N- 3 T Bl LR 2%
F-3-0-[(R) -1-FREFE] -2- B - B-D- LR A 2ebr 2 - Il S - 2 - FPRR 2 B - L - ML A 2 4,
6- i S - 4- TN RE - 2, 3- -0~ FTE - D - LR H e b 2- o B - 2 - f 2 ik - D - N R 7 2 3
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N- CFRE IR - - PR 5 - A -B-D- ML A 290 . 2,3, 4- —-0- O - 1-Itf-6-0- =%
P - - D- ML PR A 20 PR R 4 - e A - B-D- ML R -3 UM . 3, 4,6, 7-TU -0- LT -2- i s - 1,
5- A -o-D- ML ] PEWH T O iR 2, 5-JBL/K - D- Bl Wi Ao D- A28 D - 4 - e A L L -
kL -4 - T ARAZ R iR A e e B n] 2 DL nCN10537808 2A 118 3K, LA S I 7
B H AT EFHAARI

[0343]  fF—b5j 7y A, Biridk s i RNAZR S W 255 B AT Re 2 1 ) 6 oA ] DA - UM
BN- SRR R, LR PR EN - BRI - AT LUE — 0 s 0 s =0 P o
MERARIE X TR I A A PUY 4 AR s IRNASY - 58 A 1 A A
FUBHERN - S e FU ey IS5 2R PR s IRNAZR S0 , 1 s IRNAZE 5 )i s iRNAY 1
5 RN - S AU T IO BEREE )T 10102413k 4o fF— B85ty P, T ik
25 b TR IO RE R P RN - R FURE I o £ — 2B it 5 2, 4 AR A TT TR s iRNA S
EAAN- - FURI R A FE R A I N- SR T2 = o sl POy o AE— 255t
F i, MR AT AR siRNA S &5 A N- - FURIR O 86 A R 8 A I N- S FUR
=M.

[0344] 8 BE P AT 22 i 1322k 55 s IRNASS T-AHRE , ACSTUIEE AR A B3 AT DAAR SR 1) 5
P AR S 0k PR IE 1423k o X Be iz 3k BB [ S O A2 DL M S s iRNATO R 5 20, 7T 5
JLW02015006740A211) AN A, 1l 5 | T o B RN A IEAAS .

[0345]  FF L5y 5 U, 24 BT iR S ) L P AN - B FUMIIZIN , A1 1235 7T DA an
X (301) IR 4544 «

/LC_LBM

[0346] [ EA

[0347]  Hif,

[0348]  ky1-3MA%ER;

(03491 LYy FA 4nst (302) Fom a5 Mt S e B OB 5, A TR L e H Wi 43 )
55—/ R B 5 PR R AR L0 3 Pk A

H H
[0350] MNWNW
0

0 = (302);

K #® (301)

(03511 L™y FUA 4k, (303) BT 454 11 £ SN - IR EENE I B OB DR 354 L T AR 8 451
it B S S5 AR L 33 ot W e A 407 , 78 51—t B SR S5 ik s 1 RNAJHE
W IR IR AL -

OH
6,.$
[0352] SN
Wo
(0] 7L (303);

(03531 LW LS B e — 3 TP RE S b = TP RE S T G 102 - 44 2 42
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PR, AR L2 5 15 AN R L 3 e Bk AR 3%, I B8 th U 1 SR L 0y
I A o
[0354]  #E—d85fity S, 2n=3, L e T = B L SR G A SR AR, i 1
PEI - (LY =R R AURE T e - L - RN - S W UM 251 R i RNASY T BT B 14
siRNAZE S, Hahman h =X (304) Frow:

OHOH

H B I
[0355] o} o N—L" —O-P—
HO o-LA— O
AcHN
o)

AcHN ® (304D,
[0356] U, BUZRELEHI A Rs iRNA,
[0357]  [FJFf, s1RNASER & BEBII SR & o /7] AAE s 1RNATE SCRERY 3 Bl b ™ i , th T HE I
SCHEIR5 iy , 18 FTLAAE s iRNAFI N B A1
[0358]  fF—Esit i 2o, A TR s 1 RNAF I SCHES " ARt 1 3k - (LY , = FRE AT
R -LP- 5=AN- OB FURIE (GalNAc) 43 TN 284, 13 8s iRNAS T~ 5GalNAc Y 1
(EEZREE M1 : 311 s IRNAZR S, B SCH TR LA (GalNAc) ,- s iRNA, H &5 47 =X (305)

7
o RN
2 KA ‘
AcHN \/\/W R NP \;

o)
OHOH

o}
ey " !
0359 H H
[ ] HoAcHN OMNWNWO%NWO
° o]
O

(o]

OHOH
o

0
o o i Nf
AcHN \V/”\»f”xﬂf SN
o

= (305),
[0360]  Horbr BHEfE 65 A /Rl iR s iRNA, 7 H T 45 Sk % 4% ZE il s i RNAFR IE 5% 37 K
B

[0361]  fE—2esijiE 75 AU, 24 A ) SE P N - S FURR N, Sl bz Sk nT L an
1 (306) Al 7RIFI45 4 -
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[0362] !

# o
? , 3 (306)
[0363] Hrp,
[0364]  1750- 3134
[0365]  “SRonfzsk bimid ket SHe i B PR 1 5
[0366] "otz b i ARG E E s | RNAZERZ 7 5o
[0367]  fF 8505 7 20, 241 =218, FriRs iRNAZE S5 HAT 40X (307) Pl iS4 .

_E)H

[0368] HO%/OWYQ

|
0:F|'—OH
°\ﬂ w = (307),

[0369] o WU e 454 e s ilrik s i RNA, I H TR 8k 52 2 iR s i RNAF IE SBE3” oK
Vit o

[0370] |- 3R siRNAZE ¥ m] DAl ol BA R b O 28 HF 4R 10 7 i -1 75 i 491 4
W02015006740A2F 4N IR |2 Fhis iRNAZE S WIIAil £8 75 1k o il i AR TER A AR SLEAIT
J7 R SAFANTF s iRNAZE 5. 4iW02014025805A1 i 2 T 5 (305) Fr 7~ &5 1) il €5 75
7%, Rajeevi A/ ChemBioChem2015,16,903-908H1iAR T X (307) Frorgs il g 7 ik
[0371]  fE—2657 6 5 5, ATk s iRNAZE 50 5 ik (308) AT/~ 4544 «
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'TH Rs T1 T1
||-1 Rio %2 Ri1 ||—1 T12 ||—1
|
o e i e
13 Ria Ris

R (308,
[0373]  ILr.
[0374]  n1Jyk H 1-3f1484%, n3 )k H 0- 41 HEAY;
[0375] /P ml m2ukm3 3ty Ak H 2- 10114
[0376]  Ryo Ry ~RypaRyga Ry BRR 3% HARSZHOH, e 5 L R EERAIFT R B 2H - C, -C b
He € -C X AR A C, -C  fre e 5
[0377] R WRASIFT REEHIN LA -

E.—P—0
[0378]

Nu

(A59)

[0379]  Horf1,E, O SHELBH, , Nus AN 451 RNA;

[0380] RS2y 1-20/MRRIG 110 BB AE R , Horh— Nl BRI et gease 1 DA
N IEPTFT AR B AR AT — ANk 2 AT : C(0) WNHL0.S.CH=N.S(0) ,C,~C, Ik,
CymCyMERIE Cy-C I TTHECy - C NEZRERFERNC, -C, LT I+ FLEL P R, ARSI R A
HIEA N SEA R L AL P AT — Al 2 A BUREE - C - C B3t Cy - C 7 BE L C,-C 245
FE.C-C oI HBEEE -0C, -C ik -0C, - C S AT - C, -C ek -OHL -0C, -C, AU AL -
SC,~C, BtdE -SC,~C, B AEE  -C,-C, Hidk-SH. -SC,-C, X Fobe ik 1] Z UL L -OH, -SH. -
NH,«-C,-C, HeHE-NH, . -N(C,-C, Jidh) (C -C, Fidk) «-NH(C,-C Hikb) +-N(C,-C Jikb) (C,-C
BEEIRIL) L -NH (C,-C, JEHEIRIE) il AL -CO,H. -C (0) 0 (C,-C, K E) « -CON (C,-C, bt
35 (C,-C, btd) +-CONH(C,-C, L) - CONH, -NHC (0) (C,-C, bidb) -NHC(0) CFRIL) -N(C,-
C, K38 € (0) (C,-C, Kidh) -N(C,-C, Jidh) € (0) CEEL) .-C(0)C,-C, Ktk -C(0)C,-C, HiiE
SEHEL-C(0)C,-C  BREEEE . -0C (0) C,-C, Ktk -S0, (C,-C, Kidk) «-S0, CGED) . -S0, (C,-C,,
FREEHE) +-SO,NH, - SONH (C, -C, JidE) «-SONH CGEE) L -NHSO, (C,-C, Ke k) « -NHSO, GiEAk)
FI-NHSO, (C,-C, 30

[0381] ML SRS R KR - 701 LR et , Herh— e 2 Mtk
Mok B UL N SEEPART AL A AL T — A E 2 AL : C (0) WNHL0\SCH=N.S(0) ,.C,-
C o EHEE L C,y-C g IHRIL L Cy-C T HE L C, - C S ZRERELAIC, -C, 5 I FLEL L L AT
W A AN 3L i A 2 A AT — D 2 AN IUREE : € -C S dik L Cy-C T3 2
C,C o B 5 HEC,-C X HRE3E L -0C, -C, Bidik «-0C, -C, e REZREE . -C,-C, Je Kk - O -0C, -C, 5]
FRFEEE-SC, -C Ik -SC - C SEFREE  -C - C ek -SHL -SC, -C I HUERE  p Z IS -
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OH. -SH. -NH,\ -C, -C, FeHL-NH,  -N(C,-C, ke HE) (C,-C,kihb) -NH(C -C, beHh) «-N(C -C, %t
30 (C,-C BEdEFRIL) -NH(C,-C (FedbIRHD) Ik AL -CO,H.-C(0) 0 (C,-C\ Htdk) .-CON
(C,-C, ki) (C,-C  kedk) -CONH(C,-C ki)  -CONH,\ -NHC (0) (C,-C\ Kedb) +-NHC(0) CF
30 -N(C-C FiFR) C(0) (C,-C biHh) +-N(C -C,hidh) C(0) CRFR) +-C(0)C,-C AiFk.-C(0)
C,=C, FFEAEE . -C(0) C,-C, Ak -0C (0) €, -C  Fidk . -S0, (C -C, Hidk) +-S0, GRIE) . -
S0, (C,-C, BKIRHFEIE) « -SO,NH, - SO,NH (C,-C, KT 5E) - SONH CREE) | -NHS0, (C,-C, Kidh) -
NHSO, GRIE) F11-NHSO0, (C, -C, 5 ke d)

[0382] ¥ —uosijiffy S, L FT3E [ Y (AD) - (A26) REPT ok HAT R B 4l A5 A 4 I 41
Horfr (A1) - (A26) FYETAFNE SR Ffross -

|°|
f—o—3 §—N—F §—N—3 $—o—¢
(A1) (A2) (A3) (A4)
0 0
S e
(A5) (A6) (A7) (A8)
g—NH—CHz—g 3 ( CH, }_]l 3 g 0 0 gz gz 0 )j2§
(A9) (A10) (A1)
10%83] §—NH—CH—C—§ é N c g ﬁ
] R
Ra O " Rb O . N
(A12) (A13) (A14)
o Q
fo=r—o—y. b L
(Al15) (Al6) (A17)
7 0]
“\JJJ HO
—3 T\ H <1
£ \ N*\\/N‘"ﬂg LL%/N ¢ >:“\H Y
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(A18) (A19) (A20) (A21)
S——S s—s
S éﬁj/ ke &/S_S\ﬁ
[0384]
(A22) (A23) (A24)
(A25) (A26)
[0385]  ILrfr A JUENT HIOA 1 - 2000 38 55 BRA J2 0T oA 1 - 2019 3544
[0386] R JSTHLAC, -C, i
[0387] £/ Rawt H 2\ (A27) - (A45) o3& P ek AT e fe 4 A Pr 4 A I 4
NaVaVaVy
NV VLV, CH;
|
’ HsC——CH kg
NV VaVs CH, I
T ' ™
CH CH
B Chs. HCT oHs He” CH . CHy  CHg_
(A27) (A28) (A29) (A30) (A31) (A32)

[0388] NV, ¥,V

rre |

’ CH,
H,C / "
(VaVa VoV WaValWaVy
| [V aVaWaVy |
(|:1—|2 | <|3Hz
CH
. . HO/ \CH3 S SH OH .
(A33) (A34) (A35) (A36) (A37)
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[WaValaVy [(VaVaValy
CH
JV‘VU CH, 2 dv|vv CH,
THE CH, THz CH,
R P N 20 P ™
H,N 0. HN 0. . HO 0. HO 0.
(A38) (A39) (A40) (A41) (A42)
W aVaValy
[(WaVaVaVby
[0389]
CH,
CH, |
CH,
CH> |
CH2 [Vavavavy
CH> ILH
CHy (|::NH / NH

NH, . NH, & N—/_

(A43) (A44) (A45)
[0390]  FF/ RO HINC, -C Sk s v LORELPHAN B0 R
[0391]  HOR A AR, R0 T R L, L g SO ERIE B (H 2 & AT REAS
SEERME R P ZRAN AL, a0 T A RN/ s B AR P sl 3 o o TR A TN
A EM, L KBS A E R S B 1 -2 AL R R i E T e 2
(IR - TAR BB QA 2R PAE B 2405 50 T — N
[0392] M Fe ) B pT, FE SCRTAT R Byl 5 R ¥E R B AR ] o A2 — 28 56 ) 2
RN Ry s N T EL D A e 2 1L ) R R e A S AR BT SR S D
A — R
[0393] M A WT AL B I R 4m i 2 11 1) 2y w1 Sz AR HAT S & I RC AR
FE 285 5 20, n 1 AT PSR L - 33, n3 A DLSE0 - 41135k, PRUEFTIR s IRNAZE S HM,
I B AN Do 25 AE— 25 5 7UH , n1en3 =2 SRR T DAGE M, HE 1 3 AT i A%
Z /D03, NI AEM B [ 35 P 5 5 1 2 e B 2 1) S AR BN ) 85 4, b (e ik vk
siRNAZE Sl A T BE N AR o SR 2, UM BB [ B A N B8OR T3, M A ) 25
S AR A AR S A SRR AR, I, N A SRR 25
19/ T E WA IEBCRE L T L5 G5 R A2 390 7 X, nl 1 - 2135k, n3 50~ 1
M#E%L, Hnl+n3=2-3,
[0394]  FE—650 5 A, m1 s m2km3 % (4 3007 13k 1 2- Lo B, mT DA 2 )
S 2 R A 2 TR B M R e S AT 5 3 T e b 2 1 S AR B 5, O T AT
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FROLI) s RNASR & S TR, B0 5 5 AR/ SRR A AR , 75— B 52 7 2R ml \m2im3
K FT H R 2- B HE Y, A28 50 /5 A, ml =m2=mn3.
03951 ARAFUBH AN FOTRAEME, MR \R Ry oR g R, SRR 5 FUEROT MG T HLC -C, b
FE.C,-C o BIRIEEE DA JEC, - C o e AL R I — T, A2 A/ TT ()5 1 RNAZR A ORI PE R
SATTT DA SBILAS A T I I o ZE—BE TR T R g Ry Ry oRyg Ry KR 5 F T HIZE FTH
PR 3 o AE—ETIHETT T R 0 R, Ry oR o R IR, H4H.
[0396] R, JysRABIFT-RAFHIHIEEI , et E, 0N SHERBH, , 16T ## J50RH 53 4RI )%
8 AE— eI/ A E, JOHEKSH.
[0397] R MRIBEHE LA T 92HL 55 5 U 8 NS - S ABO I EE 2 o A5 AR AT 1 R ST,
ORI AL SETEEEREAR R, R o Ry Ry IR BRI SN L ATE R bR S o 1A
I R, FT DA (T A DATEE 2477 2 ABOSE I Ve 8 5 U B 8 L N (O M B A 2 —
BE 5t 75 #r 26 3 A B T2 %% 5% (308) B i) s RNAZE A ORI 0 T LR, 5]
PRI A 5 O U 4 L ION T R B R 7 SRR PP KOS F AT PR oy
5 AT 7 5 R TR 5 A U NI B o7 o SN et e
ik SR, FIRIPIS R 1 S PIST T B BR e 4 5 2 — 2690 /2, R, AT L KBS (B6
B5’ 5kB6”

—!

)
0
" ﬂ\/[
o} L%?_ OH
a2
Ty . o}

[V aVaVaval

(B5) (B6),
[0398]
HO
OH
”i o] \/E
N
o o)
Q92
| | L.
(B5" (B6'),

[0399]  Hirhr, v TR BN R AL

[0400] g, FUHNE YR P DA L - LOPR 3R, 75— e 5t 5 2UHp, g,y 1- I HE K

[0401] L HUEHDEFM SRR A 5 S AU 28 FIONIEE: , X (308) Bl s iRNAZK S e
(LT D AE o £ — 28 S5y 30, L 06 1 3UA L - A26 L PA it — Rl 2 Ah i R 4 A o A —
Be sy A, L e FIAL A4\ A5 A6 A8 ALO AL TFIAL3H I —Ffuk 2 M fe 41 & o 7E— 2
STt 7T A, L g AL A4 A8 ATOFNAL L FR = /D2 NP 41 5 o A — 2850 5 U, L
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A1 A8 ALOF & /DA ER A & o

[0402]  fF 205 Jy X, L R BE T DA 3 - 25 1+, 3- 20 i1~ 4- 15 i1~ 5k5- 12
AR A28 5 U, L RS 3 A B 6 T 8 9 104 L1 12
1314 1B V16 1T V18N 191204 2148 1224 . 23N . 244 . 2574 L 301 . 3574~ 140
A 454 504 .55 60 -

[0403] 2By 2, G1oh2- 10 SR, AE— 2850 /5 =Urh, G103 - BIR RSk . /Lt
ST, G222- 101388, /E— 2300 5 UH, j2oh3-BIM3EE R AC, -C itk , L
S0ty U RO AL CEMI R N R ) — Bl o Ra JyA27 . A28 A29 \ ABORIA3 T HAI ) —Fifr, £+
— LB 5777 S, RaoNA278kA28 . RbNC, - C ek, A —28 5t 7y 5 Urp  Rboy FRZE L 238 e
SO T R A — 285y U, R RAL-A26 0 £ N G1L 52 R \Ra \RbiHATIERE, LA
STHAM, BB BT 5 A U AL N - B, M B TR 2 A 2 TR s TR A7 5 B M HE )
S 55 R 1 R o £ SRS e

[0404]  FF—2b5ii )y i, s iRNAZS &9 H A 2 (403) | (404) | (405) . (406) « (407) .
(408) . (409) . (410) . (411) . (412) . (413) . (414) . (415) . (416) . (417) . (418) . (419) .
(420) - (421) Bk (422) FI7RIA454) -

OH _OH

[0405]

. (403)
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OH OH

Sig%dp/ x,/“\/”\“/ xv/“x,JLﬂn
NHAc
OH _OH
0 o
NHAc 0
\/\)J‘

HO N

H
0=P-OH

OH OH

o
I

%ﬁgc\/\/\m

X (404)
OH _OH b O
(0}
HO o N\wJL“NH
NHAc\/\/Er
OH OH - o
(0} Nu
(0] N N
HO \//\v/“Tr RVJL' 0=P-OH
[0406] NHAc HO 6
Aot
(o}
OH OH b0
(o}
HOEIE%QL/O N._J—NH
NHAc\J/\M/NEI
X (405)
OH _OH . o
o]
HO o N\/\/\)LNH
NHAc\¢/\M/ﬂjr

HO O
—~
¢ i) Hxvfxmfﬂx/ﬂ*
HO NHA:xJ/\»/“IfN NH
X (406)
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OH OH
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NHAc o
OH OH
HO o o Nu

NHAc V\W

o)
OH OH
o
HO OM—NH
NHAc o
X (407)
OH OH o
o
NHAc
OH OH o
o
HOEEE;QL/Dx¢/“x/”\V/lxN Nu
NHAc 0=P—OH
[0407] He @
e
o
OH OH o
o
HO Ox/fxv/\m/lxN
NHAc H
X (408)
OH OH o
o}
HO a/o\/\/\/\/u\ NH
NHAc

OH oH
(o]
Hogééfk/oxxf\v/\x/“\/ﬂ“

N
NHAc 02?—0H
HO 0
'2
N
H

OH oH

Hogééélxoxff\v/\mzﬂx/ﬂx

NHAc
& (409)
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OH oH
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HO

7 (410D

OH _oH o
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OH OH o
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o]
OH og o
HO&/O\/\/\/\/\)]\
NHAc
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OH _OH
H
HO\&/O\/WN
NHAc o}

OH _OH (”)
HO&/O\/\/YN o /_(*O—Z;Nu
NHAc o i NH OH

N
0
OH _OH
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HO O\WNH
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Hog?»o n
NHAG\/\/Y§
OH _OH 0—P-Nu
w” E /_( %
gﬂ/m—m i NH OH
N
OH _OH
1052 o
NH
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7 (413)
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NHAc NH
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0 o !
HO NN N -l
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—
[0409] OH _OH S 0
o)
Hogg/o\/\/}'_hm
NHAc o
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OH OH
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Hokgﬁfo\/\/\/jfun
NHAc o
OH OH
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o= P OH
N$
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HO N 0 -
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m, (415)

56



" BB B

CN 118217305 A

44/88 Tl

OH _OH
o
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OH _OH
o
HO o\/\/\”—/N N
NHAc "
° 0=é—0H
HO O
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HOEngéabfoﬂw/”“m//““/’NH
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I (416)
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NHAc
OH gH o
HO&A/O\/\/\)'LN
NHAc e
0=P-OH
[0410] HO B
D o
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OH _OH "
Fulgfggi/oxd,\\/ﬁ\v)L—NH
NHAc
X (417)
OH gH o
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o
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7 (420D
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HO 2 0\/\/\[¢°
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R (422).
[0413] ety 2k, ABIHR AP - AT DA 42 2 s i RNA S A1 AT R R e, 431
an, sCASIHRPI - AT DAEH: 2] 1 RNATE SCBE Bl S SCRER AT — MZ TR I /E— 2850
UHT, FRASIFH P f-1E 32 1) s 1 RNALE SCREFA— MZHTR o AE—28 5075 3 UHT, 50A59
FRIRIP -2 12 21 s 1 RNALE SCHE i S SCHE IR Sty S 5 £ — 28 5005675 :CHT, sCABI R [P -2 3¢
2| s 1RNALE SCHEISS o PIT i i 55 Fi5 BT ik 1E SCBE sl Pl S SCpE i M — il B AT 4 M
R o A28 5006 75 U, sNABOF P f- 1% 452 1) s 1 RNALE SCBE Bl I SCRE I R b 5 7F — 28 5
Jr 3, sCASIF P f-E B2 ) s iRNATE XCHEII 3 AR ity o (- $2 28 s IRNAFY IE SCHEMY a7
BN, 20 (308) Pr st s iRNAZE St N4t , AEfRIe, AT DUREREE 501 s 1RNA
e gk, PAFHITCS mRNAB SR BTt 7, I MAER I CoRE Rk
[0414] 2oy 2, ZABIFR [P ] DA £ 1] i RNAFR [IAZHER T ATAT T BRI B
BN AZHTRAYS LA R 2 N HEH RIS M A H R ARREE |- o AE—28 556 75 20T,
TCASIHRP - AT 2l i TP Rl R iR Sl 1 2 Bk s I RNAFR AZE BRI 2 452 3 28k 5 vz
L5y Ao, AP P F1E 5 /E s i RNATE MBE3 " R e 3 B AR B
ISR - b (PEI, ABIHR AP -t ] DL PR A s iRNAFR S AT [ B R B T Fh P 1) 1k
FAABIHHP I -1 1 B s iRNATE SCBEH Y — MZHER 2 - A i I A S H TR B
ml A TUASIH P -1 HU s 1RNALE SCBED RimiZ H RIS I A S H TR & -
[0415]  ARANTFI RN GEINR IR, AN T s iRNAZR A WE B B R sk rh e
PE AR B B [T, T8 25 T A5 1 C5 mRNAJTTER IS VE o 7F — S 5t 7 20, AN T 1Y
siRNARLAR#ela- TEH R 1 s IRNAFR 1 — it 25 471X £8s 1 RNAfH) s i RNAZR S P 2 H B 1y
f1JC5 mRNAJTLERTE M
[0416]  FR1aRAN T SE—Ffs iRNAJT 4]

[0417] \ siRNA \ SEQ \JWU:HFJ 5'-3' \
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s D
NO:

. 9 |CUUCAUUCAUACAGACAAA

sl 10 |UUUGUCUGUAUGAAUGAAGAG

) 11 |CUCUUCAUUCAUACAGACAAA

I 12 |UUUGUCUGUAUGAAUGAAGAGAA
. 13 | CmUmUmCmAmUmUCFAfUnAMCmAMGmAMCmAmMAmMAmM
SpeEs 14 | UmUfUmGmUmCUmGmUmAMUMGMAmMAfUNGIAMAMGmMAmMGm
. 15 | CUmUmCmAfUnUTCFAfUmAMCmAMGMAMCmAmMAmMAmM
SRR 16 | UmUUmGmMmUmCUMGIUAMUMGMAmMAUNGIAMAMGMAMGm
' 17 [CUmUmCmAfUmUICIAUmAMCmAMGMAMCmAMAMAM
SESal-M 18 | UmUfUmGmUmCUmGmUmAMUmGmMAmMAfUNMGIAMAMGMAMGm
‘ 19 [CUmCmUmUmCmAmUmUFCIAfUnAmCmAMGmAMCmAMAMAM
SCSaz-MI 20 | UmUUMGMUmCUMGMUmMAMUmGmMAmMAfUnMGIAMAMGMAMGMAmMAmM
. 21 [ CmUmCmUmUmCmA fUmUTCIA fUNAMCmAMGMAMCmAmMAmMAmM
_— 22 | UmUUmGmUmCUmGIUAMUmGMAmAUMGIAMAMGmMAMGmMAmMAmM
A 23 | CnUmCmUmUmCmA fUmUCIATUmAMCmAMGmAMCmAMAmMAmM

24 | UmUUmGmUmCUmGMUmAMUmGMAMAUMGIAMAMGMAMGMAMAmM
[0418] siC5al-M1 | 25 |[CmsUmsUmCmAmMUmUFCFAfUmAMCmAMGmMAMCmMAMAMAM

S 26 | UmsUfsUmGmUmCUmGmMUmAMUmGmAmMAfUnGFAMAmGmsAmsGm
siC5a1-M2 | 27 | CmsUmsUmCmAfUmUfCAfUmAMCmAMGmAMCmAMAmMAmM

S 28 | UmsUfsUmGmUmCUMGIUfAmMUmGmMAmMAfUNGIAMAMGms AmsGm
siC5al-M3 | 29 | CmsUmsUmCmAfUmUCIAfUmMAMCmMAMGmMAMCMAMAMAM

S 30 | UmsUSUmGmMUmMCIUMGMUMAMUMGMAMAfUnGIAMAMGmMsAmsGm
) 31 [CmsUmsCmUmUmCmAmUmUICTAMUMAMCmAMGMAMCmAMAmMAmM
Biaeten 32 | UmsUfsUmGmUmCUmGmUmAmUmGmAmMAfUnGIAMAMGMAMGmsAmsA

> m
siC5a2-M2 | 33 | CmsUmsCmUmUmCmA fUmUFCFAfUmAMCmAMGMAMCMAMAmMAM

S 34 | UmsUBUMGMUmCUmMGIUAMUmGmMAMAIUMGIAMAMGMAmMGmMsSAmsAm
] 35 [CmsUmsCmUmUmCmAUmUICIAfTUmAMCmAMGmMAMCmAMAMAM
31C5a12_M3 36 | UmsUfsUnGmUmCUmGmUmAMUmGmAmMAfUNGIAMAMGmMAMGmMsAmMSA

> m
siC5al-M1 | 37 |CmUmUmCmAmUmUCFAfUnAMCmAMGMAMCmAmMAmMAmM

P1 38  [PIUmUUmGMmUmCUmGmMUmAMUmGmMAmMAfUMGIAMAMGmMAMGm
siC5al-M2 | 39 |CmUmUmCmAfUmUCFAfUMAMCmAMGMAMCmAmMAmMAmM

P1 40  [PIUMUUMGmMmUmCUMGIUfAMUmGmMAmMAfUnGFAMAMGmMAMGm

siC5al-M3 | 41 |CmUmUmCmAfUmUICIAfUMAMCmMAMGMAMCmMAMAmMAmM

60



CN 118217305 A

W B B 48/88

[0419]

[0420]

[0421]

P1 42 [PIUMUMUMGmMmUmCUMGMUmAMUmGMAMAUMGIAMAMGMAMGm
siC5a2-M1 | 43 |CnmUmCmUmUmCmAmUmUICIATUmAMCmAMGmAMCmAMAMAmM

Pl 44 | PIUmUfUmGmUmCUmGmUmAMUmGmAMAUMGIAMAMGMAMGmMAmMAmM
siC5a2-M2 | 45 |CmUmCmUmUmCmAfUmMUCFAflUMAMCMAMGMAMCmAMAmMAM

Pl 46 | PIUmUfUnGmUmCUmGIUfAmUmGmAmAfUmGFAMAMGMAMGmMAmMAmM
siC5a2-M3 | 47 |CmUmCmUmUmCmAfUmUCEAfUmAMCmAMGMAMCmAmMAmMAmM

Pl 48 [PIUmUfUmGmUmCUmGmUmAMUmGMAmMAfUnGIAMAMGMAMGmMAmMAmM
siC5al-M1 | 49 |CmsUmsUmCmAmUmUCIAfUmAMCmAMGmAMCmAMAMAmM

SP1 50 | P1UmsUSUmGmUmMCIUMGmUmMAMUMGmMAmMAfUmGIAMAMGmMsAmsGm
siC5al-M2 | 51 | CmsUmsUmCmAfUmUCIAfUmMAMCmMAMGmMAMCMAMAMAM

SP1 52 | P1UmsUBSUMGMUmMCIUMGIUAMUMGMAMA fUmGIAMAMGmMsAmMsGm
siC5al-M3 | 53 | CmsUmsUmCmAfUmUICIATUmAMCmAMGmAMCmAmMAMAmM

SP1 54 | PIUmsUfsUnGMmUmCUMGMUmMAMUmMGMAmMAfUMGIAMAMGmsAmsGm
‘ 55 | CmsUmsCmUmUmCmAmMUmMUfCAfUmAMCmAMGMAMCmAMAmMAmM
SICS;:I-MI 56 |P1UmsUfSUNMGMUmMCIUMGMUmMAMUMGMAMAfUMGIAMAMGMAMGmMsAms

Am
. 57 | CmsUmsCmUmUmCmAfUnUCIATUmAMCmAMGmAMCmAMAmMAmM
s1CSSz;21—M2 58 |P1UmsUfsSUMGMUmCUMGIUfAMUmGmMAmMA fUNGFAMAMGMAMGmsSAmMsA
m

: 59  |CmsUmsCmUmUmCmA fUmUCFAfUmMAMCmAMGmAMCmAMAMAmM
SlCSSZZI_MS 60 | P1UmsUfsUnGmUmCIUmGmUmAmMUMGMAmAfUMGIAmMAMGmAmMmGmsAms

Am

RIDAATFIZE —MisiRNAJT 41

_ SEQ
siRNA o
R ID |FH1 )5 m 5 -3
%i 5
NO:
— 69 |CUACAGUUUAGAAGAUUUA
si
70 |UAAAUCUUCUAAACUGUAGUA
o 71 |UACUACAGUUUAGAAGAUUUA
siC
72 |UAAAUCUUCUAAACUGUAGUAUG
. 73 | CmUmAMCmAMGMUIUTUFAMGMAMAMGMAMUMUmMUmMAmM
si -
74 | UmAfAMAMUmCIUMUMCmUmAMAMAMCIUMGIUMAMGmMUmMAmM
. 75 | CmUmAMCmAGmUUMUAMGMAMAMGMAMUmUmUmAmM
s1 -
76 | UmATAMAMUmCUmUCIUMAMAMAMCITUMGIUMAMGmMmUmMAM
L 77 | CnUmAMCmAfGmUUUFAMGMAMAMGMAMUmUmUmAmM
S1 -
78 | UmAfAMAMUmCIUmUmCmUmAMAMAMCIUMGIUmAMGmMUmAmM
siC5b2-M1| 79 | UmAmCmUmAMCmAMGmUIUfUFAMGMAMAMGMAMUmUmUmAm
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[0422]

80 | UmAfAMAMUMCIUMUMCmUmMAMAMAMCIUMGIUMAMGMmUMAmMUmMGMm
. 81 | UnAmCmUmAMCmAIGMUIUMUAMGMAMAMGMAMUmMUmUmAmM
bt 82 | UnAfAMAMUmCIUmUCIUMAMAMAMCIUMGIUMAMGMUmAMUmMGm
. 83 | UnAmCmUmAMCmAfGmUIUfUAMGMAMAMGMAMUmMUmUmAmM
SIS 84 | UnAfAMAMUmCIUmUmCmUmAMAMAmMCUnGIUMAMGmUmMAMUmGm
siC5b1-M1| 85 |CmsUmsAmCmAmMGmUIUUFAMGMAMAMGMAMUmUmUmAmM
S 86 |UmsAfSAMAMUMCUmUmCmUmAMAMAMCIUMGIUMAMGmsUmsAm
siC5b1-M2 | 87 |CmsUmsAmCmAfGmUUfUFAMGMAMAMGMAMUmUmUmAm
S 88  |UmsAfsSAmMAMUmMCUMUCIUMAMAMAMCIUMGIUMAMGmsUmsAm
siC5b1-M3 | 89 |CmsUmsAmCmAfGmUUfUFAMGMAMAMGMAMUmMUmUmAm
S 90 [ UmsASAMAMUmMCIUMUmCmUmAMAMAmMCIUMGIUMAMGmsUmsAm
) 91 [UmsAmsCmUmAMCmAmGmUIUUfAMGmAMAMGmMAMUmUmUmAm
gk 92 |UmsAfSAmMAMUmCUmUmCmUmAMAmAmMCIUMGIUmMAMGmUmAmsUmsG
K m
siC5b2-M2 | 93 |UmsAmsCmUmAmMCmAfGMUIUUFAMGMAMAMGMAMUmMUmMUmAm
S 94 | UmsAGAMAMUmCUMUCIUMAMAMAMCIUMGIUmAMGmMmUmAmsUmsGm
. 95  [UmsAmsCmUmAmMCmAfGMUIUfUFAMGMAMAMGMAMUmMUmUmAmM
SI(JSb?_M3 96 | UmsAfSAMAMUmCUMUmCmUmAmAMAMCIUMGIUMAMGmUmAmMmsUmsG
> m
siC5b1-M1 | 97 |CmUmAMCmAmMGmUUfUfAMGMAMAMGMAMUMUmUmAmM
P1 98 [PIUMAfAMAMUmMC{UmUmCmUmAMAMAMCIUMGIUMAMGmUmMAmM
siC5b1-M2 | 99 |CmUmAMCmAfGMmUIUTUFAMGMAMAMGMAMUmMUmUmAm
Pl 100 [PIUMAfAMAMUMCIUMUCIUMAMAMAMCIUMGIUMAMGmMUmMAmM
siC5b1-M3 | 101 | CmUmAMCmAGmMUIUMUAMGMAMAMGmAMUmUmUmAm
Pl 102 | PIUMATAMAMUMCUMUmCmUmAMAMAMCIUMGIUMAMGmMmUmMAmM
siC5b2-M1 | 103 |UmAmCmUmAMCmAMGmUUUFAMGMmAMAMGMmAMUmUmUmAm
P1 104 [PIUMAfAMAMUMCIUMUmCmUmAMAMmAMCIUMGIUMAMGMUmMAmMUmGm
siC5b2-M2 | 105 |UmAMCMUMAMCmAGMUIUfUFAMGMAMAMGMAMUmMUmUmAm
Pl 106 | PIUMATAMAMUMCUMUCIUMAMAMAMCIUNMGIUMAMGMUmMAMUmGm
siC5b2-M3 | 107 |UmAmCmUmAMCmAGMmUIUUAMGMAMAMGmAMUmUmUmAm
Pl 108 [PIUMAfAMAMUmCIUmMUmCmUmAMAMAMCIUNMGIUMAMGMmUmAmMUmMGm
siC5b1-M1| 109 |CmsUmsAmCmAmMGmUIUfUFAMGMAMAMGMmAMUmUmUmAm
SP1 110 [PIUmsASAMAMUMCUMUmCmUmAmMAMAMCUMGIUMAMGmsUmsAm
siC3b1-M2 | 111 |CmsUmsAmCmAfGmUUfUFAMGmMAMAMGmAmMUmUmUmAm
SP1 112 | PIUMmSASAMAMUmMCUMUfCfUMAMAMAMCUMGIUmAmMGmsUmsAm
siC5b1-M3 | 113 |CmsUmsAmCmAfGmUUfUFAMGMAMAMGmMAMUmUmUmAm
SP1 114 |P1UmsAfsSAMAMUMCIUMUMCmUMAMAMAMCIUMGIUmAMGmsUmsAm
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[0423]

[0424]

[0425]

50/88 1T
) 115 [UmsAmsCmUmAmMCmAmMGmUUfUFAMGmAMAMGmMAMUmUmUmAmM
51CSSI:;21-M1 116 [P1UmsASAMAMUMCUMUmCmUmMAMAMAMCIUMGIUMAMGmUmAmsUms
Gm
r— 117 [UmsAmsCmUmAmMCmAGmUIUfUFAMGMAMAMGmMAMUmUmUmAmM
118 | PIUmsABSAMAMUMCIUMUfCIUMAMAMAMCIUMGIUMAMGmUmAmsUmsG
SP1 .
. 119 [UmsAmsCmUmAmMCmAfGmUIUfUFAMGMAMAMGmMAMUmUmUmAmM
SI(JSSl;zl-MB 120 | PIUmMmsAfSAMAMUMCIUMUmCmUmAMAMAMCIUMGIUmAMGmUmAmsUms
Gm

RICANTTIEE = MsiRNAFF 1

siRNA S
e ID [F5) 5k 5 -3
NO:
. 129 |GGAAGGUUACCGAGCAAUA
sesel 130 |UAUUGCUCGGUAACCUUCCCU
) 131 |AGGGAAGGUUACCGAGCAAUA
asie 132 |UAUUGCUCGGUAACCUUCCCUGG
] 133 |GmGMAMAMGMGMUIUFAfCmCmGmMAMGMCmAMAMUmMAM
SIC3el-MI 134 | UmAfUmUmGMCUMCmGmGMmUmMAmMAMCICmUUMCmCmCmUm
. 135 | GmMGmAMAMGIGMUIUACmCmGmMAMGMCmAMAmMUmMAM
IREIANE 136 | UmAfMUmUmGmCUmCIGIGMUmMAMAMCICmUUMCmCmCmUm
. 137 | GmGmAMAMGIGMUIUfAfCmCmGmAMGmMCmAMAMUmMAmM
SEsel-M3 138 | UmAfUmUmGmCUmCmGmGmUmMAMAmMCICmUUmCmCmCmUm
] 139 [ AmMGmGmMGMAMAMGMGMUIUFAfCmCmGmMAMGMCmAmMAmMUmAmM
SIC3e2-MI 140 |UmAfUnUmGmCUmCmGmGmUmAMmAmCICmUUmCmCmCmUmGmGm
. 141 | AmMGmGmGMAMAMGIGMUUFAfCmCmGMAMGMCmAmMAmMUmMAM
e ke 142 | UmAfUmUmGmCIUMCIGIGMUmMAMAMCICmUUMCmCmCmUmGmGm
. 143 | AMGMGMGMAMAMGIGMUUFAfCmCmGmMAMGMCmAMAMUmMAmM
SEse2 M3 144 | UmAMUMmUmGmCIUMmCmGmGmUmAMAmCICmUUmCmCmCmUmGmGm
siC5¢1-M1 | 145 |GmsGmsAmMAMGMGMUUFAfCmCmGmAmMGmCmAMAmUmMAmM
8 146 |UmsAfSUmMUmMGMCUMCmGmGmUmAMmAmMCICmUUmMmCmCmsCmsUm
siC5¢1-M2 | 147 | GmsGmsAMAMGIGMUIUFAfCmCmGmAMGMCmAMAmMUmMAm
S 148 | UmsAfsUmUmGmMCUmCIGIGmMUmMAMAmMCICmUUmMCmCmsCmsUm
siC5¢1-M3 | 149 | GmsGmsAmAMGIGMUIUIAICmCmGmAMGMmCmAMAMUmAmM
S 150 [ UmsABSUMUmGMCIUMCmGmGmUmAMAMCICmUUMCmCmsCmsUm
siC5¢2-M1 | 151 |AmsGmsGmMGMAMAMGMGMUIUFA fCmCmGmAMGmCmAMAMUmMAmM
S 152 | UmsAfsUmUmGmCUmCmGmGmUmAmMAmCICmUfUmCmCmCmUmsGmsGm
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8iC5¢2-M2 | 153 | AmsGmsGmGmAMAMGIGmUUfAfCmCmGmAMGmMCmAmMAMUmMAmM
S 154 | UmsABSUMUmGMC UMCIGIGMmUmAMAmMCICmUUMmCmCmCmUmsGmsGm
siC5¢2-M3 | 155 | AmsGmsGmGmMAMAMGIGmUIUFACmCmGmAMGmCmAMAMUmAmM
S 156 | UmsAfsUnmUmGMCUMCmGmGmUmAMAMCICmUfUmCmCmCmUmsGmsGm
siC5¢1-M1 | 157 |GmGMAMAMGMGmUUfATCmCmGmAMGmCmAMAMUmMAmM
Pl 158 [PIUMAfUMUmGmCIUMCmGmGmUmAMAmMCCmUfUmCmCmCmUm
siC5¢1-M2 | 159 |GmGmAMAMGIGmMUIUFAfCmCmGmAMGMCmAMAMUmMAmM
P1 160 [PIUMAfUMUmGmCUmMCIGIGmUmAmMAMCICmUfUmCmCmCmUm
siC5¢1-M3 | 161 |GmGmMAMAMGIGMUIUFAfCmCmGmMAMGMCmAMAMUmAmM
Pl 162 |PIUMAfUMUmGmMCUMCmGmGmUmMAMAmMCICmUUMCmCmCmUm
siC5¢2-M1 | 163 | AmMGmGmMGMAMAMGMGMUIUTATCMCmGMAMGMCmAMAMUmAmM
Pl 164 [PIUmAMUMUmGmCUMCmGmGmUmMmAMAMCICmUMUMCmCmCmUmGmGm
siC5¢2-M2 | 165 | AmMGMGMGMAMAMGIGMUIUTAfCmCmGmMAMGMCmAMAMUmMAmM
Pl 166 | PIUMAfUMUmMGmMCIUMCIGIGMUMAMAMCICmUfUmCmCmCmUmGmGm
[0426] siC5¢2-M3 | 167 | AmGmMGMGMAMAMGIGMUIUfAfCmCmGmMAMGMCmAMAMUmMAm
Pl 168 | PIUMAUMUmGmMCIUMCmGmGMUmMAMAMCICmUUMCmCmCmUmGmGm
siC5¢1-M1| 169 | GmsGmsAmMAMGMGMUIUFATCMCmGmAmMGmMCmAMAMUmMAmM
SP1 170 [PIUmsABUMUmGmCIUMCmGmGmUmMAMAMCICmUUnCmCmsCmsUm
siC5¢1-M2 | 171 |GmsGmsAMAMGIGMUUFAfCmCmGmAMGmMCmAMAMUmAmM
SP1 172 [ P1UmsAfSUnUmGmCUMCIGIGMUmMAMAMCICmUUmCmCmsCmsUm
siCScl-M3 | 173 |GmsGmsAmMAMGIGMmUUAfCmCmGmAMGmMCmAMAMUmAm
SP1 174 | P1UmsAfsUnUmGmCHUMCmGmGmUmAMAmCfCmUfUmCmCmsCmsUm
. 175 [ AmsGmsGmGmMAMAMGMGmMUIUFAfCmCmGmAMGmMCmAMAMUmMAmM
s1LZ<;21—M1 176 | P1UmMsAfsUmUmGmCUmMCmGmMmGMUmMAMAMCICmUfUnCmCmCmUmsGms
Gm
§iC5¢2-M2 | 177 | AmsGmsGmGMAMAMGIGmUIUfAfCMCmGMAMGmCmAMAMmMUmMAmM
SP1 178 [P1UmsAfsUmUmGmCUMCEGIGmUmMAMAmCICmUfUnCmCmCmUmsGmsGm
. 179 | AmsGmsGmMGMAMAMGIGMUIUAfCmCmGmMAMGMCmMAMAmMUmMAmM
. SS(:I-M3 180 |P1UmMsAfsUMUmGmMCIUMCmGmMGMUmMAMAMCICmUfUnCmCmCmUmsGms
Gm
[0427]  SR1dAATFI DU RIS iRNAFT 1
siRNA SEQ
ID |FFIT5 5 -3
b NO:
[0428]
siC5dl 189 | AGAACAGACAGCAGAAUUA
190 |UAAUUCUGCUGUCUGUUCUCC
siC5d2 191 |GGAGAACAGACAGCAGAAUUA
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[0429]

192 |UAAUUCUGCUGUCUGUUCUCCUG
siC5d1-M1 | 193 | AmGmAMAMCmAMGIATCIAMGMCmAMGMAMAMUmUmAmM
194 | UmAfAMUmUmCUmGmCmUmGmUmCmUIGMUUmCmUmCmCm
siC5d1-M2 | 195 | AmGmAMAMCIAMGFATCFAMGMCmAMGMAMAMUmMUmAmM
196 | UmAfAMUmUmCUmGICUMGmUmCmUfGmUfUmCmUmCmCm
siC5d1-M3 | 197 | AmMGmAMAMCIAMGFAfCFAMGMCMAMGMAMAMUmUmAmM
198 | UmAfAMUmUmCUmGmCmUmGmUmCmUGmUfUmCmUmCmCm
siC5d2-M1 | 199 | GmGmAMGMAMAMCMAMGIAfCFAMGMCmMAMGMAMAMUmMUmAm
200 |UmAfAMUmUmCIUMGMCmUmGmUmCmUGMmUUmCmUmCmCmUmGm
siC5d2-M2 | 201 |GmGMAMGMAMAMCIAMGIAfCIAMGMCmMAMGMAMAMUmMUmMAmM
202 | UmATAMUmUmCUmMGICIUMGMUmCmUGMUUMCmUmCmCmUmGm
siC5d2-M3 | 203 | GmGmAMGMAMAMCIAMGIATCIAMGMCMAMGMAMAMUmMmUmAmM
204 | UmAfAMUmUmCUmGmCmUmGmUmCmUfGmUfUmCmUmCmCmUmGm
siC5d1-M1 | 205 | AmsGmsAmAMCmMAMGIAffCFAMGMCmAMGmMAMAMUMUmMAmM
S 206 | UmsAfsSAmMUmUmMCUMGMmCmUmGmUmCmUfGmUfUmCmUmsCmsCm
siC5d1-M2 | 207 | AmsGmsAMAMCIAMGIATCIAMGMCmAMGMAMAMUMUmAmM
S 208 | UmsABAMUmUmCIUMGICIUMmGmUmCmUIGMUUmCmUmsCmsCm
siC5d1-M3 | 209 | AmsGmsAmAMCIAMGIAfCIAMGMCmAMGMAMAMUMUmAmM
S 210 [ UmsAfsSAMUmUmCfUmGmCmUmGmUmCmUfGmUfUmCmUmsCmsCm
siC5d2-M1 | 211 | GmsGmsAMGMAMAMCMAMGIAfCFAMGMCmAMGMAMAMUmMUmAmM
S 212 | UmsAfsAmUmUmCUmGmCmUmGmUmCmUfGmUUmCmUmCmCmsUmsGm
siC5d2-M2 | 213 | GmsGmsAmGMAMAMCIAMGIAfCFAMGMCMAMGMAMAMUmUmMAmM
S 214 |UmsAfsAmUmUmCUmGICIUMGmMUmMmCmUfGmUUmCmUmCmCmsUmsGm
siC5d2-M3 | 215 |GmsGmsAmGMAMAMCIAMGIAfCFAMGMCmAMGMAMAMUmUmAmM
S 216 | UmsAfSAMUmUmCfUnGmCmUmGmUmCmUfGmUfUnmCmUmCmCmsUmsGm
siC5d1-M1 | 217 | AmGmAMAMCMAMGIAfCFAMGMCmAMGMAMAMUmUmAm
Pl 218 | PIUMAfAMUmUmCUmGmCmUmGmUmCmUfGmUUmCmUmCmCm
siC5d1-M2 | 219 | AmGmAMAMCFAMGFAfCFAMGMCMAMGMAMAMUMUmAm
Pl 220 |PIUMAfAMUmUmCUMGICfUMGMUmMCmUfGmUfUMCmUmMCmCm
siC5d1-M3 | 221 | AmGmAMAMCFAMGFAfCFAMGMCMAMGMAMAMUMUmAmM
Pl 222 | PIUmAfAMUmUmCIUMGMCmUmGmUmCmUGmUUMCmUmCmCm
siC5d2-M1 | 223 | GmGmAMGMAMAMCMAMGIAICIAMGMCmMAMGMAMAMUmUmAmM
P1 224 | PIUmAfAMUmUmCUmGmCmUmGmUmCmUfGmUUmCmUmCmCmUmGm
siC5d2-M2 | 225 |GmGmAMGMAMAMCIAMGIAfCIAMGMCMAMGMAMAMUMUmAmM
Pl 226 | PIUMAfAMUmUmCUmGCIUMGmUmCmUfGmUfUmCmUmCmCmUmGm
siC5d2-M3 | 227 |GmGmAMGMAMAMCIAMGIAfCIAMGMCmMAMGMAMAMUmMUmAm
Pl 228 | PIUmAfAMUmUmCUmGMmCmUmGmUmCmUfGmUUMCmUmCmCmUmGm
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[0430]

[0431]

[0432]

siC5d1-M1 | 229 | AmsGmsAmMAMCmMAMGIACFAMGMCmAMGMAMAMUMUmMAmM
SP1 230 | PIUmsAGBSAMUmUmCUMGMCmUmGmUmCmUGMmUMUmMmCmUmsCmsCm
siC5d1-M2 | 231 | AmsGmsAmAMCIAMGIACIAMGmMCmAMGMAMAMUmMUmAmM
SP1 232 | PIUmsABAMUmUmCUmMGICIUmGmUmCmUGMUfUmCmUmsCmsCm
siC5d1-M3 | 233 | AmsGmsAmAMCIAMGIAfCEAMGMCmAMGMAMAMUMUmAmM
SP1 234 | PIUmsAfSSAMUmUmCUmGmCmUmGmUmCmUfGmUfUmCmUmsCmsCm
siC5d2-M1 | 235 | GmsGmsAmGMAMAMCmMAMGFAfCFAMGMCmAMGMAMAMUmMUmAmM
SP1 236 | P1UmsAfsAMUmUmCIUmGmCmUmGmUmCmUfGmUUmCmUmCmCmsUms
Gm
siC5d2-M2 | 237 | GmsGmsAmMGMAMAMCIAMGIATCTAMGMCmAMGMAMAMUmUmAmM
SP1 238 [PIUmsABAMUmUmCUMGICIUMmGmUmCmUGMUUMmCmUmCmCmsUmsG
m
siC5d2-M3 | 239 | GmsGmsAmGMAMAMCIAMGIAfCFAMGMCmAMGMAMAMUmMUmMAmM
SP1 240 | PIUmsAfSAMUmUmCUMGMCmUmGmUmCmUfGmUfUmCmUmCmCmsUms

Gm

FKLe RN ZE HAPs iRNAFF ]

siRNA SR L
oy ID 5%k 5 -3
NO:
. 249 |CCAAGAAGAACGCUGCAAA
R 250 |UUUGCAGCGUUCUUCUUGGCC
. 251 |GGCCAAGAAGAACGCUGCAAA
. 252 |UUUGCAGCGUUCUUCUUGGCCUG
siC5el-M1 | 253 |CmCmAMAMGMAMATGIAFAMCMGMCmUmMGMCmAmAmMAmM
254 | UmUUmGmCmAfGmCmGmUmUmCmUmUfCmUfUmGmGmCmCm
siC5el1-M2 | 255 |CmCmAMAMGIAMAGIAFAMCmGMCmUmMGMCmAmMAmMAM
256 | UmUUmGmCmAGmCIGIUMUmCmUmMUCmUUMGMGmMCmCm
siC5el-M3 | 257 | CmCmAMAMGIAMATGIAFAMCmGMCmUmMGMCmAmMAmMAmM
258 | UmUUmGmCmAGmCmGmUmUmCmUmUICmUMUmGmMmGmCmCm
siC5e2-M1 | 259 |GmGmCmCmAMAMGMAMAGIAFAMCmGMCmUmGmMCmAmMAmMAmM
260 | UmUUmGMCmAfGmCmGmUmUmCmUmUfCmUfUmGmGmCmCmUmGm
siC5e2-M2 | 261 |GmGMCMCmAMAMGIAMAIGIAIAMCMGMCmMUmMGMCmAmMAmMAmM
262 | UmUfUmGmCmAGmCIGIUMUmCmUmUCmUUMGMGMCmCmUmGm
siC5e2-M3 | 263 | GmGmCmCmAMAMGIAMAIGIATAMCmGMCmUmGmCmAmMAmMAM
264 | UmUUmGmCmAGmCmGmUmUmCmUmUICmUUmGmGmCmCmUmGm
siC5el-M1 | 265 |CmsCmsAmMAMGMAMAIGIAfAMCMGMCmUmGmCmAMAmMAmM
S 266 | UmsUfsUnmGmCmAfGmCmGmUmUmCmUmUfCmUfUmGmGmsCmsCm
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[0433]

[0434]

siC5el1-M2 | 267 | CmsCmsAmAMGIAMATGIATAMCMGMCmMUMGMCmAmMAmMAM
S 268 | UmsUSUmGmCmAGmCIGIUMUmCmUmUICmUUmGmMGmsCmsCm
siC5el-M3 | 269 | CmsCmsAmAMGIAMATGIAFAMCmGmCmUmGmCmAmMAmMAmM
S 270 | UmsUfsUnMGMCmAfGMmCmGmUmUmCmUmUfCmUfUmGmGmsCmsCm
siC5¢2-M1 | 271 | GmsGmsCmCmAMAMGMAMAGIAfAMCmGMCmUmGmMCmAMAmMAmM
S 272 | UmsUfsUnGmCmAfGmCmGmUmUmCmUmUfCmUfUmGmGmCmCmsUmsGm
siC5¢2-M2 | 273 | GmsGmsCmCmAMAMGIAMATGIAFAMCMGmMCmUmGmCmAmMAmMAmM
S 274 | UmsUfsUnmGmCmA fGmCIGIUMUmCmUmUfCmUUmGmGmMCmCmsUmsGm
siC5¢2-M3 | 275 | GmsGmsCmCmAMAMGIAMATGIAfAMCMGMCmMUMGMCmAmMAmMAM
S 276 | UmsUfsUmGmMCmAfGmCmGmUmUmCmUmUfCmUfUmMGmMGmMCmCmsUmsGm
siC5el-M1 | 277 |CmCmAmMAMGMAMATGIATAMCMGMCMUmMGMCmAmMAmMAmM
P1 278 | PIUMUUmGMCmAGMCmGmUmUmCmUmUfCmUUmGMGmCmCm
siC5el-M2 | 279 |CmCmAMAMGIAMAGIAFAMCmGMCmUmMGmMCmAmMAmMAM
Pl 280 [PIUMUUMGMCmAfGmCIGIUMUmCmUmUCmUUmGmGmCmCm
siC5e1-M3 | 281 |CmCmAMAMGIAMAGIAfAMCmGMCmUMGMCmAmMAmMAM
Pl 282 | PIUMUMUmGMCmAGMCmGmUmUmCmUmUCmUUmGmMGmCmCm
siC5e2-M1 | 283 | GmGmCmCmAMAMGMAMAGIATAMCmGMCmUmGmCmAmMAmMAmM
Pl 284 | PIUmUfUmGmCmAfGMmCmGmUmUmCmUmUfCmUUmGmGmCmCmUmGm
siC5¢2-M2 | 285 |GmGmCmCmAMAMGIAMAGIATAMCmMGMCmUmGmCmAmMAmMAM
Pl 286 | P1IUmUfUmGmCmAfGMmCIGIUmUmCmUmUfCmUUmGmGmCmCmUmGm
siC5e¢2-M3 | 287 | GmGmMCmCmAMAMGIAMATGIATAMCmMGMCmUmMGmMCmAmMAmMAm
Pl 288 [ PIUMUfUmGmCmAfGmCmGmUmUmCmUmUfCmUfUmGmGmCmCmUmGm
siC5el-M1 | 289 |CmsCmsAmAMGMAMAGIAfAMCMGMCmUmGmMCmAMAMAmM
SP1 290 | P1UmMsUfsUMGMCmAfGmCmGmUmMUmCmUmUfCmUfUmGmGmsCmsCm
siC5¢l1-M2 | 291 | CmsCmsAMAMGIAMATGIAFAMCMGmCmUmGmCmAmMAmMAmM
SP1 292 | PIUmsUfsUMGMCmAfGMmCIGIUmUmCmUmUfCmUUmGmGmsCmsCm
siC5el-M3 | 293 | CmsCmsAMAMGIAMAfGIAFAMCMGmMCmUmGmCmAmMAmMAmM
SP1 294 | P1UmsUfsUnGmCmAfGmCmGmUmUmCmUmUfCmUfUmGmGmsCmsCm
siC5¢2-M1 | 295 | GmsGmsCmCmAMAMGMAMAGIAfAMCMGMCmUmMGMCmAmMAmMAmM
SP1 296 |[P1UmsUSUMGMCMAfGMCmGmUmUmMCmUmUCmUfUmGmMGmMCmCmsUms
Gm
siC5e2-M2 | 297 | GmsGmsCmCmAMAMGIAMATGIAFAMCMGMCmUmGmCmAmMAmMAmM
SP1 298 [ P1UmsUSUmGmCmAfGmCIGIUMUmCmUmUfCmUfUmGmGmCmCmsUmsG
m
siC5e2-M3 | 299 | GmsGmsCmCmAMAMGIAMATGIAFAMCMGmMCmUmGmCmAmMAmMAmM
SP1 300 [P1UmsUSUMGMCmMAfGmCmGmUmUmCmUmUfCmUfUmGmGmMCmCmsUms
Gm
RIS 7S Ms iRNAF 47
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[0435]

SEQ ID

siRNA ) .
o - ¥4 75 1) 5 - 3
siC5f1 309 |CCAGUAAGCAAGCCAGAAA
310  |UUUCUGGCUUGCUUACUGGUA
siC512 311 UACCAGUAAGCAAGCCAGAAA
312 |UUUCUGGCUUGCUUACUGGUAAC
siC5f1- 313 CmCmAMGMUMAMAfGICAMAMGMCmMCmAMGMAMAmMAmM
M1 314 [UmUfUmCmUmGIGmCmUmUmGmCmUmUfAmCUmGmGmUmAmM
siC5f1- 315 CmCmAMGMUIAMAGICIAMAMGMCmCmAMGmMAMAmMAmM
M2 316 | UmUfUmCmUmGIGmCUfUMGMCmUmMUAMCUMGMGmUmAm
siC5f1- 317 CmCmAMGMUAMA fGICIAMAMGMCmCmAMGmMAMAMAmM
M3 318 UmUUmCmUmGFGmCmUmUmGmCmUmUFfAmCIUmGmGmUmAmM
siC5f2- 319 [UmAmCmCmAMGmUmMAmMAFGICIAMAMGmCmCmAMGmMAMAMAmM
M1 320 UmUUmCmUmGFGmCmUmUmGmCmUmUFfAMCIUmGmGmUmMAmAmMCm
siC5f2- 321 UmAmMCmCmAMmGmUFAmMAGICFAMAMGMCmCmAMGmMAMAMAmM
M2 322 [UmUUmCmUmGIGmCIUMUMGMmCmUmUAMCIUmGMGmMUmAmMAmMCm
siC512- 323 UmAMCmCmAMGMUAMAGICFAMAMGMCmCmAMGmMAMAmMAmM
M3 324 | UmUfUmCmUmGIGmCmUmUmGmCmUmUAmCfUmGmMGmUmAmMAmCm
siC5f1- 325 CmsCms AMGMUmMAMAfGICFAMAMGMCmCmAMGmMAMAMAmM
MI1S 326 [UmsUBSUmCmUmGIGmCmUmUmGmCmUmUFAMmCUmGMGmsUmsAm
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[0490] K& Bl AT B IOAZ IR 13 A1 [T ARZS A D00 R ok B ERRAE I il 2t - AN
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PR PR AP ] 42 H s I RNA Gl FR A VDRI A OR AP 7 TR 04T 50 40 BT B e e
[ AR AR O AZ R P 21 5 Ik S KB il s 7 D PR AP R A, A46 - ABABE A R PR 4P £ AT Y CO0 -
AV AL S FEPIFEA AR OM, ZE P, A2 il 2t (308) FITvRiZ 4 o Horh , FiradR i 27K m]
PAAE25- 30 1t % MU 240K, IR 2K I i 5 HARs iRNAFF IAHEL FT A0 . 2m1 /pmo1 -0 . 8ml /p
mol,

[0491]  {EFr & B HTR 74 b A7 AE 2 /D—/>27 - TBDMSERAIN , ik J5 ik ikt 45K i
T IEARHUAR NI TR 7 9 5 = O = SR EhF ik, DUBR 1227 - TBDMS LR o I, T3 5]
(19 H brs i RNAF A HROAERNAZ IR RS R2 - it . = O = AR 4 R 5 H
FrsiRNAFFAIAHEL RTPA 0 . 4ml /pmol 1. 0m1 /pmo 1 o« XAEEI 550 5L (308) Al [1s i RNAZK &
I

[0492] Al AIIEER 1) )T T AR AU LA o B, A] ) ] 28 2 25 - e if,
FE, il 1 NaBrekNaC 1 RE EEGE I , 58 SAZIR RO 2E AL =i R 59 , AR SO (i 2t
FEHATI R

[0493]  XFFAFEIN (308) Fr i s iRNAZR A A HFER 2 IR AR — s ek e A 1 BRI
T RREE R R R R AR S N E A, X (308) TR s i RNAZE SR AR DA
ERTEAAFAE AT AR BRI B8 - A8 # 7 7 , HAB-A/ sle HAth BH 5 - A I i
-, 55 HAIE R (308) Fir st s i RNAZR &5 o ATk BH BS -4 Fradk

[0494]  FE 5 Al RE R, PRI N AR 7 A1 I Sl AN oy - Rt A TAS I, B8 G s 5 i ot
& AU 7 75 ARSI AR BT A 0 B2, Pl kB - 38 i (i A MIAZ IR 41
S TN €23 (LC-MS) MAE 7o

[04951 2R k(M7 IE AR AU BRI « B an , A 67 B R iy 5 Bl ) 1 S8k (SS
) 5 OCHE (ASBE) LS BE/R TR G A0 S K H iR &2 70-95°C T == iR 20, i HLam
N AP BOM SR X RT TR 22X (308) FIT /R siRNAZE 540

[0496]  FE3RIFRTIRSE SN , A8 2850 7 S H 38 rT R PRV o e FH 6 5% 55 5 1%,
o 53 ARSI 5 O AT G X (308) AT (s iRNAZE S it A T3RAE , i 5 BT & 1
siRNAZE 10 HIFRIE T (308) I s iRNAZE 5, HLAIT 5 B0 s i RNATR 3 1A 3 B2 1)
siRNAPFF A1, BBk &l a- LEFR AR 81 2 —

[04971 5 (321) fironfb SRl LAk LA I 28 7 iR 2 20 B s e A LS b £ B
SN LUSAEBAIRR (L A AR T K2 (B13) Bt & S ERRTR I H ik, 25
SR, oy AR RN (321) st 51

s o T
L B Re TH %1 Riz I:‘1
Loy 1 by oy
[0498] Hl N \cl: T \clzjmz l N— [ 7m3 |n3 H
Ri3 R14 Ris
= (313)

[04991  Hrh,nl n3.mlm2.m3R o Ry Ry Ryg Ry, ~Rys Ly S, 8% F A ST BE A5
YRk ;

7
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[0500]  RJgBEMEA (321) HR [OBERT s £ L5y S RgHAT 2 (A6 1) 7RI 544 -
OH

RkO—R|
[0501]

(A61)
[0502]  JHrfh,ROMBRMEIIL S AU 2L FIONE 18 BR 0B B HE s — MliF 2
ST RN, R R R AP U LI, TS RATIER S A E R R R A 5B U g
PIREE 2 e ael, R S 2B REPS 45 4nat (C) 5k (C2) g5zt (32D &4+
[0503]  FfraR R0 SN S5 A B4 SN B M0 -100°C , SR I [R] A8 - 48/ NI, 7 —SE 5t Ty
H, BT RE A SON 25 2800 SON i R 10-40°C, SN IS TR] 220 - 30/ NI
[0504]  fr L5t 5 AR, BT A ATLVA 77 60 2 PR SR ST 7] S Tk S0 71 i AR 2R A 711
FRELNT AN, N- — FHSL FEI RN N- — S N 3E O i — ik 2 Fh o A —28 500t 7 =0k, B
RIS ISR Ry S SIARN/ el DU S , BT iR ok 288570 ol Sk RN /ol R T 2k, firak
RBe 2135750y — S e =S eI, 2- SO e i — Rl 22 b £F— 265 7 o,
FIF R A R ST AR TR 28 (313) Aosb ¥, iR A A LA 1 T Ha 2l 3-50L/
mol , £F—2E 5t /5 5 CH 245 - 201 /mol .
[0505]  fr—Lusjin )y U, TR PRRTRET D | ER I K RRIT « O B lT ok B —FRRT
g —h, A28 50 2 o T —FRET AR ERIRIRET S5 TR X (313) st i BEZR E
HM1:1-10: 1, 78885 P h2:1-5: 1,
[0506] iR BRI ARAL T AT D@ AR R A SN 2/ A7), B Az AL 511
AL 4 - — SRR E o Al A 79 528 (313) Al b AW BE R EE 10 1-10: 1, £F— 3652
A N2:1-5:1,
[0507]  fE—2esE s =, Bk e AT DU AR o U, B URE e T4 6 - 25 B
FEYERN = RaE Ve, PIT ik °] DU B = R o AF — 255 5 5O, Tk = Jflie o = C ek,
N, N- TSRS OIE Tk = e 550 (313) s SR BE /R EE )1 1-20: 1, fF—E8 500
A N3:1-10: 1,
[0508]  Ffrak 2 F- 22 e/ E e K = (321) (b &M v IR R IR sl R TR Sh B, i1
IR T3 5 AR N ST H1, AT LA A 18 ) B - A 3 TR A e 25, A3 21 2
AMBHE TR S0 T AR o AE— 28 5t 5 b B 8132 e s B il 1 = 21
TR ER TAMRGIEAT , FITik = MR ER AR IR B 0. 2- 0. 8M, 7E —2E5 5 15 5 U, Tk = &
R FRER VAT IR M0 . 4-0. 6M, FEA 13X (313) (W, Fnik = C e R Eh v i T &
3-6L/mol , fEdt—L 5 /5 X oh4-5L/mol .
[05091 A AR 5 18 (150 125 7 A NN TR A b 40 25 20 (321) th & o A — B850t 5
oH, AT 2 A R 20 ) S e % 70 B (321) A&, A5 an, AT 4 T i A
RS IEATA B (1) IEARA L RERS - 200-300 ELEERE R}, (5 FH2r 1wt %o — i) — S0 H
St HEE=100:18-100: 20BBEHe N ; sk (2) ARSI : C18C8IAHIERE, i I HEE : N =
0.1:1-1:0. IBBEEVRIE - 228505 75 2Urh , A DA B R 20013 2 20 (321) (L &k i
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AP T DA B T R SO

[0510]  fF—2u5jE /7 X, 20 (321) (L S Wil & 5 kb — P AR e i 5 VL 26 1F 1
TEANUS I R4 57 i o M = IR AE N R B B2 S N A4S 2 1 )
0 5O R B BRI N I AR B A TR fil o U, PRSI SR FH 5T 28 L RR TR 26
2E M, SEUE BRI S AR BRI T, B2 AR M S 40X (C1 ) Foghitgny=t (32D v &
Y.

(05111 Jr R [T AR AR A4 A [ AR 5 s 1 RNAHA T R 28 A ) — b, G Hp ) — 28 D AR5k B
RN G2 FA IR, ik B A AT DAde S T PR R el S L B R AT AR R A, £ —
BE 55 75 2R, Bk B AR AR A IR R B R o A — 28 50 7 A, FriR S S plo
BIIERATIN N 2880 krf2100-400 H (mesh) , AL SR AL 0. 2-0. 5mmol /g ffrid =
(321) Fr A & S AHA AR 4 T EE 9 10-400umo LAY 271/ 45 v [ AHAR A (umol /g) o fF—
Bo 5 5 U BTk = (321) ot 1 5 AR 2 A e 2R 50 - 200pmo1 /g .

[0512]  Jral ML AT LU ARSI AR 53 2 RATART 5 AP 1 sl T 15 I 71 o 1 — 28
ST A, BT R A HLIE A 6 IR ST 7 b 2R 7 i AR 8771 L — FRARE AN,
N- Z B PR AIN N- — R P RE i rh 1) —Fhiak 2 o 48— 28 500567 20, ATl IR S 280
TR A 7SRRI/ al DU SR , IR ik 288 770 00 RN/l HR R T Lk, TR i UG 28
F B =GR, 2- R hE R ) — ek 2 o 78— 2850 77 X, P AL
FI MG AT (321) 59, FriR A LA #2820 - 200L /mo 1, #2855t /5 2
“~50-100L/mol »

[0513]  fF 2055 /7 X, PITal g 15 70 FT U@ IR T = e - 1 - B - Sl — eI e Bl S o gk
FiRfig/th (benzotriazol-1-yl-oxytripyrrolidino phosphonium hexafluorophosphate,
PyBop) +3- AR -1,2, 3- 2k 4 (3H) - (3- (Diethoxyphosphoryloxy) -1,2,3-
benzotriazin-4 (3H) -one,DEPBT) A1/ 5k 0- 2K =W - PY B LR 7S S B R i / 25 (0 -
benzotriazol-1-yl-tetramethyluronium hexafluorophosphate) , fF—YE5 0 /520, flT
R IO 0- T = UMk - DU FH LIRS UG 26 /i « ik 4 5771 5 58 (321) st &y
BEJREEN1:1-20: 1, £ H e 500 )y s0h o 1:1-5: 1o

[0514]  fE—2esE s 2Urh, Frik =GRl = R/ s N- — S NSO, A —2e 5 )y
AN, N- TR N SE O Fridk = e 550 (321) st SR BE /R EE 1 1-20: 1, £
S0t Sy A 10 1-5: 1,

[0515]  fF—2us0j /7 X, 20 (321) (L S Wil & 5 8 AT LA A8 75 el SR 2678 N L 7E
APVUAAID BRI 048 G = 5 S E O AT fE e fik, 23 2752058 (321) Fsfe &
W PR S5 S AR FAE T B ATART I AR SO 52 4 T 1R SO B B AT, DA S A 2
R A AN AL I T o P S 25 SO () S5 A 0 475 SR it B DM 0-50°C , 78— 2850767 X
Mo 15-35°C, KON RN TR] 1 - 100, #2856 5 X 24 3 - 6h o B ) AT LAl s i RNAJ]
AR R RO P A s ), s 1 RNAJSTAR B s b i it PR SR8 X g AR T AR B i 2
Hlo

[0516]  fF—2E505t 5 =0, Ak S M ) F 25 R 1 (capl) ANEENEIAG2 (cap2) 41 AK,
o, SEME R 1 gN- BRIk | AF — 2857756 75 5 AN - FHIR DRI PRIk e / TR S i ioe
R, Ho, e 5 2RO 1 10- 101, fF—28 5y i 1 :3- 101, g 5 20
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(AR SN - DRI R EE 12 1-10: 1, A8 —28 5705 7 U R 3 1-7 1 1o iR S i)
2N PRI AL 2850077 U, AT iR SR AR 2 LA SRR SIS e 2 i, b, O
A IEARRAEE T 1-1 210, fEdE—2 P Sty AP o1 2-1:6.

[0517]  fF—26500it 5 U, FriRN- FRESDRIE L me / OIS IR A s R AR 550 (321) (b &
Yol e 2 b bml /g-50ml /g, #5850 75 Fh o 15ml /g -30ml /g o Il RTINS
WIS (321) (&I i E 2 tE 0. 5ml/g-10ml /g, £F—2E 50t )7 b A 1ml /g~
5ml/g.

[0518] L5t 5 2, G5 MR R 55 BE 2R i (1 SR 9N - FH IR BR M o o —BE 575t
T3 A BT B HUAF N G FR A SR Tk 287 I ARGE SIR 5] s — BN, N-—
FHEL R JFRTIN N - S P2 S ) — Bl 20 Ff o £ — 28 50756 75 b, BTk AL A &
5 AT (321) b &, Bk A HLIA I ] 5 9 10-50L /mo , 7 — 18 5 5 = g5 -
30L/mol,

(05191 fE—2esjs s 2, AT e A0 fe A 751 P DA AR R R T BiR e 4 5 ek e etk 4 5
AL, IR 24 I S o A — 20 5t 5 5 CH , TR A e (751 A4 - — FH I
Frid v 7 52 (321) Frosib G 9I BE Z EE 0,001 : 1-1: 1, AE—2E 506 75 b 0. 01 :
1-0.1:1,

[0520]  f—Me5 g Ay S, W AR5 18 100 2 0 T SO b o 2550 (321) 1k
G AE— 2y o, ATl LUA AT e o Peisk, I B8, ZABRAR SN RN 1 i &
s R M H e 2 i, 15 25K (32D (&5, Fird B HLA % 1 O~ — SR FRIE £
— sy Ao O

(05211 fE—2esij s 2k, 52X (321) Aot 54 F B8 7 L B A MR, AR
[REZEAET , DARAEARBOR AT T B2 (313) Fronfe A 5 0Bl — ke, > 5515 5
2 (321) Frostb &9 U, BTk A3 2R S A SR LR RSB 2 B Bk, SR LR AR S A 2
SRR, SE2 B REF S ik (C3) FIn&5 M= (321 (L 54

[0522] 25 7 2UH, AIDE S N 45 PR B AR B T LA 0-50°C, 41 15-35°C, 2
(313) 51 5 M Aot — (P R 2R LE T LA 1 1- 1250, Bl 1 :5-1: 1555, (313) (5
I BEZREE T A L2 1-1: 100, 40701 : 50~ 1:80 5 KB [H] AT LA 4200 - 3000, 44
J9500-15007 o Ffr s MV Ak — e 4 ml s FOB (S N LA (2-FURR A0 i, HonT iy
VEFRAS e U AU R 2 R T 146 BROR A o ARk F 1H- DU 20 L5 - £ fit 3 1H - PU 2T
Mt 5 - i S TH - DU U R ) — Rk 22 0, 451 a0 5 - S 2k 1TH- DU 500 o Pl (BIBE SO P A
HUAFIFR AT , IR A LA 1% H ICK G Jo/KDME oK S8 e Fh i —Fhugke 22, 491 4n
NI CRE o — 252 5 o A T8 (313) b &5, FT iR A L7 751 i &+ A3 - 501/
mol, fFI4N T PA5-20L/mol o il A TIZ AR N , 2 (313) th G Hh R B9 I s — i
I N T A g e e S A o A — B8 5 5 5, AT DA B b 57145 215X (321) (L &t~
i, 2R T PAEL T T I SO

[0523]  fp—2esiE s b, X (32D (L S & 5 kil dt— D E oL M P ER AR
REAE N AN, LA IO T B S 2l - it—30 5 5 A RN
[ AHZ AR A TR o Fif i, Z2 558 SO SR O, 20 B3 215X (321) (&« I, FIrgR A1
SRR S A EIERRATZE2E BEM], BB LE BRI S A R R T, B2 F e B A 4l
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(C3") P& = (321) L.

(05241 fE—2L5 e )5 AHH , PR [ RHAU Ay AR e Hh 23 R T AR I AH & i ) [ A
AR, Bl an, AT DL & 22 0 Ok 97 S R e A T B B T B AH &7k (NittoPhase® HL
UnyLinkefWBOO Oligonucleotide Synthesis Support,Kinovate Life SciencesZynl,%h

K anzB8OFT ) -

0

SPS—0O
NO 0 o
O pwmro
N
[0525] \]O

(B80)
(05261 [ g AT A N A 0. 2 — B S S | B4 £ i
H0-50°C (L4 15-35°C s BRI ]330~ 3000 150~ 150 JBfRA7 1Pl DA 1=
WL Z AL AT — SR ol T 052 2 TG
R BHRGRR S A LR -DUTr (4,47 - — FAEEE= ) BPBErI e ARE 2
1-100: 1, GITH3: 1-50: L5t JEFTHTASBURS  CEFA B A 30U R R
PR ERLE  ( T TR S PRI
(05271 {BSIEEISE 26 DA e PIBE RO HE B T 0 1k L 4E4T VEBUE RE  P
R IO S 5 T RAEIHE PF JE T ATAREE £
[0528] ¢y Aol SRR S 46 P i 90 -50°C (L4715 -35°C , KBTI ]
195~ 500, BT 10~ 100K , 7k a0 SR AF e 45 R AT A B
BT
(05291 UYL H0-50°C , (AN Ak 15-35°C R BEIH ] 1- 10085 A
AA5 508, SUL BN DL (L — L 5ehte 3o DABUK RS Ao
oAy S S AR 2 AT B U AR o 1-100: 1, BRI DA A5 1-
50: 11— 52 S BT LR S PV - K M = 31211 1 3R A A
AT
[0530] G527 R R BT sBSIER it — T,

N

T P~ o

[0531] o) . o ,
(B7) (BR)

[0532]  Hrfiq, R AU SCATT T A,
[0533]  tbiny, 2 (313) Fronfb W] Lhadsd LA N il e 7 ik A 2 AE A AL AR £ AL
SONEZAE N, VA AE B A IR 4 15 A =R i AE T, K2 (B14) st 550 (A-1)
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Pt WX (A-2) te G Wk, R e T3 5 -

81 81 31
||_1 Rug Tﬂ ||_1 T12 ||_1
R 2 S U A A R
TN T N T T T s

13 Ri4 Ris

[0534] #x (314)
HO ORy (0] H\/EORk
HO‘\Q\/ HOJWN OH
2
o . o} ,
(A-1) (A-2)

[0535] FHrh,nl.n3.ml sm2.m3 R Ry R R R R LS Vg MR, % H 1058 SORTA] e F
YE AT AT o

[0536] Rl e i A S B A T B SR 3 R 0~ 100°C , SN IR TRI A1 - 487N, AF 25512
T 77 2 BT el S 7 S5k BB i 10-40°C , S BN TRI A2 - 167N

[0537] L5 5 AR, BT A ATLVA TR DB 2R 1A 701 IR S 2 1) Ik 2R v 711 i R 28
A RS ARGN N - FR L FR R ORTIN N- — S PR 3 e i — sk 22 . Pl iR i 285 02557
1E 2855 75 2 O R OB RS R ) — Bl 2 B, 78— 28 50016 75 2 8 G BTk 2R
SRR — 2 S 5 R 8 S S IR/ Bl PH S PR o B Bk P8 77 A — 28 5 5 R
BRI/ s RS T Bk o Bk ) AR A — 28 5 5 2 o U = SR B
1,2- ZH LK — ek 2 Mo A2 — 2 5 5 UH, Fri A AL A — S e o AR T2
(314) (b &¥ , A NLAEF & 3-50L/mol , AF3E— 5 1 5 5 o Jy3-20L/mol .

[0538] 2L )y 2, BT B A0 SO 446 5 R R — e - 1 - Bk - AUk — M g e Bk g
IR ER /TR 3 - LA AL - 1,2, 3- 9K 4 (3H) -\ 4- (4,6- HAAIE—HE-2-5) -
4- FAEE N IR R PR £ 2 £ 5 - 1- LSRRI - 1, 2- MMk (EEDQ) 5k 0- 7R — Z(me - PY HH
SRS TR L/ B , AR 1 5 7 b 3 - O S AL - 1, 2, 3- 2k 4 (3H) -l
R iR el SN 4 5 7515 54 (314) Fros b G BEZREE AT DAL : 1-10: 1, AE—28 50056 75 5
Hioh2.5:1-5: 1,

[0539]  fE—sesijig 5 U, Tk = 2 ffie ) = O akN N- — S N O, At —20 10 9t
J7UHUAN N- RN O TR =i 550 (314) sk SRR /R e 3 :1-20: 1, fE—
BeSi 7 b 5:1-10: 1.

[0540]  /F—sesj b, 5 (A- 1) AN (A-2) b & T il AR )1 24 10 5 R & - o,
MR, IDMTr 2PN, AT H RS S DMTrCL S N il 25 =X (A- 1) (& 2Bl , AT otede 3 -
A1, 2- N R S IMRERITH2 M, Bt 5 F5- 9 DMTrCL M Al 285X (A-2) (L &, FriR IAIRTR
AT DU i - 25004 - 13 A 28506 7 X o4 - ST RIRIT « AU RN D175 7 PEAR
(52, AT IR EARTR T2t BT I - (A-2) (S, AN TRME, 49140, Y TR ERIRER I T
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TRRETR, 0, =1, M FTIRPRRERI TR —ERETN, 0, =2, DA ISHE.

[0541]  FF sl rh A i 5 (314) Ao fb Sk S ATk IRIRFRET 3 - 23 1,
2- PN FIDMTrCLI N, il 283X (313) (& « ARGIHEARN VA G PRI E , IX LA A
Z5e e (313) (L S &5 44 5 TRk , H H X Re A 0 S RS R R BAAE Bk 7 R BE i
G I

[0542] 55 R {0, A HAEA G ad 0 0 B TR SO TR S 4 2920 (313) (b &
FE B85 7y Ao, Wi 2% A R R B e e 0 i 5 (313) e 5, Bl an, W
i FH AN N PR e S0 A T 93 25« (1) IEARAE U RENRS : 200- 300 H AL, 6 A ik - £
FR MG : BT N, N- A e =1:1:1:0.5-1:1: 1:0. 6 BB T He i s DA M (2) A4l
£ :C18. C8 R ARIDRL, i I : AJiE=0.1:1-1:0. IBBEEVEML - A8 —2E 5756 5 2, P DA EL
Bl LT 202 (313) (b S i, 2 i AT LA BB T e 8 R

[0543] #2572, 52X (314) Aot S ml LAl DA N 88 5 e 8 2y L s
TEANLAEFN R LB RS 4 A RN = SR A7 e B A ROV AT, Rt (320) firors
a5 (316) Fronfb ke, MG T 5

[0544] S -L -OH

[0545] £ (316)

Ry Ri2
Loy Loy
Ho (L) Ho[~) H [~
[0546] | \(|: /ml ] N \(|: /m2 | " \(I:/mB In3 e
Ri3 Ris Ris
= (320)

(05471  Hrh,nln3.mlam2.m3R o Ry Ry Ry o Ry Ry 5T SORTAT B BT B 47t e
[0548] X (316) {L& Wyl {di FT148I%1T . Am. Chem. Soc . 2014, 136, 16958- 1696 1 12N T 4L,
G, B, 20 (316) (AT AU E AR Dt 2 05 k&, 490, i) 2 B 52 4 A
US 8,106,022 B2t Fh AT T 7 il 25 285X (316) b &, LAS IR 7 =R DA T
SCHRIT) AN BT AR

(05491 L0 )y 2, Brik 4 & SN S5 A B4 SN i B 0 -100°C , S I TR] A0, 1-
24/ NI, A58 55 7 HP o SO i B R 10-40°C, SR TR0 . 5- 167N

[0550] 5 pe 2 =X (314) (L &I g5 4, Firik 5 (316) At &4 5 Frik =X (320)
B S BE R B T 24 35T 52 (320) Hinl Sns R ifE . ££—Le 5y s, 914,
Mnl+n3=3, N T RuF RN e A, 7 (316) b 54 5= (320) b
WIEEJREE AT DA 3:1-3.5: 1, AF—2es i /P o83.01:1-3.15: 1,

[0551] ey =, BT A LA 1100 S IR S 2R IR 791 Bk 2 741 pa ARG 2818771
BRGNP PR AN N- 5 IR e i — el 22 0, Birad PR S 2R v A
— B0 7y T R AR SR/ B P SRR , i Fek 2T A — 20 Sy SR D SRR B
RS T SRk, ok s ARUGE IR A — 2o ity s o S b = S AL, 2- 3
BeH—Fhal Z M, A8 — 285y 2 BrR LA D e« A T3 (320) (L &4,
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FIT R AT ATLIA 100 F R 3-50L/mo 1, £ —28 5565 75 X k5 - 201 /mo L o

(08521 f—2L 55t /5 s, TR IOl A SR 45 5 T D R e - 1 - ik - S B = M e B
INIRRIRER /IR 3 - T LA AE - 1,2, 32K 4 (3H) - (DEPBT) - 0- R = %M - PUFZE
TR SRR ER /i 4+ (4,6- ISR = - 2- ) - 4- HIERI IR AR ER 5l 1 - R BT F =
(R —Ak 22, AEit—20 10 S s O 2R = - 1- k- S R = MM e R S ORI 2/
FEAN -SRI =R RTR G, Horh 2R = e - 1 - B - S = IR e B S TR BRI / AT
LR AR =y S B R o P SR BRI AL SR 46 15 77 5 3K (316) B AU W B2
FLrT AT 1-3: 1, —2aie 5 A y1.05:1-1.5: 1,

[0853]  ffr ik =2t ] LA N - FREE NI = £ JedoN N- S Uk O, A —2e 5
N - FEEN s Flrack = 2 55X (316) Al S EE R EE T AN 2: 1-10: 1, fE— 2500 7
Krfh2:1-5:1,

(08541 15 L JSABU, WISk P A 5 ) o P T NS R TR v 205 (B14) (e
FE— 28500 )7 3P, T 2 A B 25 v ) B R e iy 1203 B X (314) e s Bilan, ml
A N PR S A T 18 (1) IEARZEACRENRE - 200-300 FRERIFURE, i — S P -
HIEZ=100:5-100: TEBEEGEIN; LA K (2) SOAAE - C18 C AU, il AR : £Jfi5=0. 1:
1-1:0. UBBEDEBE o AE—28 505 5, PIVABLERER AT 2150 (314) LSk, M
el AT AR T R SR

(05551 3K (320) fL AW T R IAZRAT , Ele PSSR B {8 I L RIS A 3RAT o 4
Yml=m2=m3=3,n1=1,n3=2, HAFMR,"R,; R, R 4R, R FNHI, R (320) fb5H7]
H BT EEIR S 2 P RIEERAS -

[0856] A HFis iRNAZE AP th PT LA 5 2527 b T sz i L e et ibe H it rT DA A
A R 25 R A S — Rl 2 B, PR T S W E SO AR N A &
NE U

(08571 AN HH s iRNA 2O 51 Je s i RNAZE S ) I H]

(05581 fE—2L 5t Jy U, AR B T AT s iRNARI/ B 252 AR/ ks 1 RNAZE
FWER S R T A/ Sl EENUC I 2 rh i i

(08591 fE—285te Jy s A HER A T — MBI AN/ By T EENUE I 5 5 1205 75
AR RO A AT I s 1 RNARI/ B 202 R/ s 1 RNASR S 2 AT T I Sk
[0560] P REACATF s I RNATE VR 2 T 75 2 2 10, PTVAE I RNAT BRI
BTSN Bty EAENLIC I FR o IR A HF s i RNARI/ B 25 W02 AR/ s 1 RNAZE
FRT TR/ Saa 7 EAENLIC T, BRI Tl e TR AN/ s T EELE 7160 25
P

(08611 AT RIS “45 25/45 17 St firlid S5 2 DBt MR A T s iRNAL 259
AR Bs i RNAZE A e b W B A S DA B BRSO B 5 TR g 2 R AR AT
siRNAVZWEH DRI/ 5is IRNAZR S WD ICE N SE B RN o il AR T TE S 201t 00
JEIAREE 2R A B 25— T & , RIAAA 25809 2 B AR AR K 5 20 s T RNAZR S 112t
D& SRR AV A8 5 11 4 B 25 2 S BCKE A A TR s 1RNA 25 AL SR/ Bs i RNAZE £ stk 5 527
WA SIS 5 FEEAATT PTUASRBE TR/ Bty EENIC IR T- B, A5 — 2850 i
J7 3R HIREREAS 20 1A S T 25 2475 7K
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[0562] W] 1 AT EL AT A & i S AR A 2B 4R 25, I s i 0 FE AR T 1
MRk B IHINEAS , ANk N 28 25 LA INER 25 B2 R 4R 25 R 45 24 28 2 (RLE D Wil
TR 2 SR 2 ELIGAS 2R E S 25 (RUIE IS S e 48 2505 N5 20) 4 290 AT LS
TR VERVERE BB H VB8R VB = VB P R TR R Z K.

[0563] AN TFRATIR [ siRNA L 2545 Wk s 1 RNAZE i i T390 b v Sy A Aok o B 541
&, PR AT DUARYE & S8 C 2 S B AR08 R E AN BRI E - W 7E 4R i 7=
o S S it 22 I E SRR 8, A E LD, (3550 % FRFARSLT -1 Bk
FE) JED,, (FF 1 SN H S AR 51250 % e KSR 5 BE (551 1, £ BSOS R BB 5 1250 96 5246
X G IR SN IR (R 7R sl TC, (it S R A I ) — = I 40 il 551 / 2990k BE) o P31+l
YRR AT ANSIYIIE AT 21 B3 TR T

[0564]  FEZ5 T AL TTATIRIF s 1RNA 2502415 M/ Bks IRNAZE S, 0, Tk ok
HEPE V6- 12 51l AR HE 18- 2581 CETBL/6J /NG, LAsiRNA[F &L T2 (1) X T-siRNAZR &4,
siRNAFJEE AT DA 0. 001-100mg/ kg R HE , £1-—L8 500 /5 5 HH 0. 01-50mg/ kg (A HR , £ — 25T
Ji6 75 A H 0. 05-20mg/ kgt , L850t /5 UFh 0. 1- 16mg/ kg R, 5 —2E 55 7 A Hp
N0.1-10mg/kgfR T ; (11) XJ T siRNAS 2427 | ] B2z (AT s 2o &5 , HsiRNAH]
FATPAN0.001-50mg/ kg AR T, £F—2E 5771 /7 sUH 0. 01 - 10mg / kg R, A8 —2E 56 7 A Hp
0. 05-5mg/ kg HL , AE—LEL57JiE /5 o8 0. 1-3mg/ kg AT

[0565]  fF—85 /5 U, AN TR T —Fhdal - g i ih Co BL R SRR 1 5 1 1% 05 1k
B AT OR ASA T T s IRNAKT/ sk 254 S AN/ 5es IRNAZR 10 55 B I i B2 ik,
AT s RNAKI/ 55 25 40 S50/ 58 s 1 RNAZR &) NPT 4 i , S RNA T3 Ll
S B Co 3L R SR E 1Y H I« Bk -4 vT DAL H SMMC- 7721 \HepG2 \Huh 745 iz
A1 R ko AR o A2 — 28505 75 5 CH , BTk 4n it A HepG2 T 41 .

[0566]  RIAATTHHRAL T3 I CO R R A i rh 2k , B B 1 1 s 1RNAL 25441
EPIAN/ s IRNAZE SR (1) s IRNA & — X A I & R DUR DR A 3k, 28
LSO 2 22 1AL 1 pMZAE 1pML 580 01nM % 100nM. 120 . 05nM 4= 50nMik 0 . 05nM %= 24 5nM1 4 fits /b
R EE o 18 092 Jr) S T 5 (1 e B 25 R BT AR A , ik PR 25 i e 8 U 7 i A
FEIBIE A ANHE AN sk 41 21 2 TRl I 4n i 2 1038 H Vs (RiBifse 4 5F) & AL s i
DAL B AT DA 25 v T R R sl A 2 SR T AL R

[0567] &

[0568]  ARANTHRME TPl &, At s 2 B 2 A S8R AN A T B 1 1 s IRNAL 254
AP s IRNAZE S 22/ D—Fib.

[0569]  fF—285it 5 b , AR ) & P/ — A e P AR B s 1RNA . /1 —2E
ST 2 AR R T S N R 22 TS INIBUE A A i o £E — 2B 5L
T 77 2, AT R S A TR S T B By, ARSUE Ak B B R 5 o A — 2R Sty U, A
TR G AT AEA A TR A T AMB I s IRNAI A e DN R E A st B 2 2 /D
— M EIRIT A A2 S S 2, T GG AT 8 T T RHB IR s IRNA S 25 |- Al 4
IR/ Btk Hoe plisr GBS RSB .

[0570]  ZEARAITIR A G, Bk B s i RNAFN 25257 AT 852 I AN/ sl ikl DL BT
BT s IRNA 250415 PN/ ks i RNAZE 5, 1/ 8k 2577 1 Al e AR R LA TE 5K
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St DA T 3 PRI I 3 e — B K, RS s  RVAAZ % |
BB SRR LBk 25020 2 O ks RNAZE £ R E A 2% - T2
FPRFREAS b 2l b/ sl e o A — 2500 77 X, AR AR AT SR oK.

[05711 N fpRRa o SRR — 2P B AT AEE A AT I EASR I 7 52 BT AR PR o
[0572]  SjiEdhl

(05731 FaalRRR AREHH , DA T S rb Bir T 20 ) B 3 o i B i o, BT FH 2 AR
7k real-time PCRE:H:{FEIZMEMolecular Cloning (Cold Spring Harbor Laboratory
Press (1989)) Fric &l 2k 7.

[0574] AN TFE A B CH LA s IRNA L s IRNAZE A sl A PSR s iRNA L s iRNA
o5 £ AT, B L pofectamine™2000 (Tnv i trogen) FE e A, LAk (2R
il F e AL 45 o

[0575] e i, LA MR AR FILE (v/v) TH 5.

[0576]  STESEEEILL X+£SD AR, B4 MK HiGraphpad prism5. 04c tH3 Akt

[0577] £ B SN &

[0578] A1 HIET Y T 48501 (BPL10-siC5alMISP) %45 Wb T4 4511 s iRNA EL A 26
SHUN ML T2 B AE SCRERNR SRR T4

[0579]1  (1-1)L-10{L &5 Wik &r ik

[0580]  F&MALDL R 5k, Ak TL-10b 59
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H ZN\_\. .\""'/\\""/\'ﬂ N\H A'1
i o )
\ { HO  opmtr
", uy  EWNHO~(
) o
\
HN PyBOP, HOBt, DIEA DEPBT, DIEA
HoN

{ HO  opmrr

[0581] __
N / DMAP, DIEA

HN-SPS
<
e W “l__ NH ‘\
o ) o
1) HBTU, DIEA \ @ oomr
H,N-SPS N: .\:.;
2) cap )
N
I
___ _NH

[0582]  (1-1-1) &5 ARl BLGAL -5 7k
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OH_oH OAC OAc TMSOTf OAc OAc
o Ac,0, Pyridine Co CICH,CH,CI
HO OH AcO OAc = AcO
NH; * HCI NHAc N. O
GAL-1 GAL-2
GAL-3 \r
Molecular Weight: 2156.6 Molecular Weight: 389.3
Molecular Weight:
329.3
HB. e iu gl
[0583]
TMSOTf
CICH,CH,CI
4A molecular sieves
OAcOAc
o RuCl;, NalO,4, H,O/ACN/DCM OAc 0Ac
AcO 0\/\/Y°H 0
NHAc o AcO OW
GAL-5 NHAc

GAL-4
Molecular Weight: 429.5

Molecular Weight: 447.4

[0584]  (1-1-1a)GAL-2/J%5 Ak

[0585]  K+100.0gGAL-1 (N- £ -D- - FLAk R IR Eh , CAS 5 : 1772-03-8, i FH T+ 5A A A=
£ A H],463.8mmol) J& T-1000m 1 JC/KMERE , AOKE B IIAN540ml ZFRET B F Enox A Al ,
5565.6mmol) , Z= i FH SO 1. 5/ NI o K SRR N TOL VKoK AR, B HE g, S DF 2L KoK YE
P INCNE /MR G (R O - IR =1:1) BRI, A T, 138 B b
A= hGAL-2130. 0g .

[0586]  (1-1-1b)GAL-3HJ5 Ak

[0587] BB BE (1-1-1a) H3RAHGAL-2(35.1g,90. 0mmol) X R T-213ml Jo/K1,2- — 5L
B, fEAOKIE HRAURIP SR D, TIN24 . 0g = 5 AR — M JE 4 fig (TMSOTE, CAS 5
27607-77-8, I 4 2 7k /A 77,108, 0mmol) , 2575 S B 3 % »

[0588] e Sy HH AN 400m] — Gl BERRE , DARE e 0 38, FRDION LL PRI ER S /KA
W, B FERIA), o A AU, KA T =S S A< BRI 2R, B2k 300m 1, & A LA, 43 51 1]
300m 1 P AR U BN/ TR 300m L AT 2R /KB, 0 A AT U , oK g, TR 72
TR, 15 2T BRI i GAL - 326 . 9g .

[0589]  (1-1-1c)GAL-41J%5 Ak

[0590]  H42EBE (1-1-1b) HIZEAZKIGAL-3 (26.9g,81 . Tmmol) & T-136ml /K1, 2- — S 4%
W, N T 11 4A 55 T by AR30g, TR ININ9 . 0g5- UM -1 - (CASS :821-41-0, 4
Adamas-beta/\yw),89.9mmol) , =i FHeHE30 8, PKIG AIE SR P T N9 . 08gTMSOTS
(40.9mmol) , &= M HE SN 1 18 o 1 EFR 25 4 A3 IRk R, BEMRFR DI 300ml — S HH A Ay
Fe, DR e 33 38, FE AN 500m L TR FIRRIR S M/ KA FE 1043 B, 70 A HTUAR , KA A
300m1 S OKEAR I IR, AT 3 300m 1A AR IR 2 8 7K AR 300m L1 Rl
KB, o3 AU, JOKIRER N T8, i 7= Ty, 143 2 5 AR i GAL - 441 . 3g,
AT BT N2 SN

[0591]  (1-1-1d)GAL-5HJH5 Ak
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[0592]  CRe4R PR (1-1-1c) WA 7 A1 2I1GAL-4 (14 9g, 34 . Tmmol ,) 75 1-77ml
SREANT Tl SIS IR S, 45 BIIIN103ml 5 B /K 129 . Tg = iR 4l (CAS S : 7790 -
28-5, I HBHL | 237, 138.8mmol) , KKy FAEHEL053 8, I =L 45T (CASS : 14898-
67-0, 1 |1 21 75 23 7], 238mg, 1. 145mmol) , ZE I SN AR o SN 300m L /KA RS H
DA ATRR IR B RpHZ) o 7 .5, 73 T 7 AN AR, KM T S G AR =K, Ak 200m 1
T RN AR AR A AR 5 pHEZY 93, T S A= =K, Bk 200m 1, A A AL
M, TR BRER AN 4, R 28 T ), 49 3 3 4 i PR IR [ 44 B GAL - 56 . 85 . 'H NMR
(400MHz , DMS0) §12.01 (br, 1H) ,7.83(d,J=9.2Hz,1H) ,5.21 (d,J=3.2Hz, 1H) ,4.96(dd, ]
=11.2,3.2Hz,1H) ,4.49(d,J=8.4Hz,1H) ,4.07-3.95 (m,3H) ,3.92-3.85 (m, 1H) ,3.74-
3.67 (m,1H) ,3.48-3.39 (m, 1H) ,2.20(t,J=6.8Hz,2H) ,2.11 (s,3H) ,2.00(s,3H) ,1.90 (s,
3H) ,1.77(s,3H) ,1.55-1.45(m,4H) .

[0593]  (1-1-2)L-8f{k:

OAc
AcO
HoN O o
: GAL-5 Ao N
OAc NHAc o
Acq
o]
AcO 0] OH
0
N Ac
[0594] ]
o
HN PyBOP, HOBt, DIEA p— 0\/\/\”—N
NHAc o
OAc
N AcO é'
2 0] NH
AcO 0\/\/\l(
NHAc )

[0595]  KfJ-0(9.886g,52.5mmol, B H FIEIRIDAT]) FEEER (1-1-1) 432 IGAL-5
(72.819g,162.75mmol , FHZ LA W& 143 I8 1-525ml ST, AN R N %
(DIEA,44.782g,346.50mmo1) «ZEFF M - 1 - JL -4 3L =L 3Ll S SR s iia 1ig / £k (PyBOP,
90.158g,173.25mmol) FIFAILIEFF =M (HOBt,23.410g,173.25mmol) , Z53 N & MNi4h, HIN
20m 1T ATERIR A AN 200m L P AT Sh/KSEA T B, KA T S e 2 B2 2, :4K 100m1 , &
FEARUE, FHJC/KRFREN T4, 8 s 28 YA A A b« 2L 11200 - 300 H IEARRES
PL10wWt % = L AREIRFR I , 1wt %0 — V-, LA S b : FHE =100:25-100: 40
RO, O P B B, e 28 T3 B 4l L - 838 . 8 'H NMR (400MHz , DMSO) 87 . 84
(d,J=9.0Hz,3H) ,7.27-7.23(m,1H) ,7.13-7.18 (m,1H) ,5.22(d,J=3.1Hz,3H) ,4.97(dd,J
=11.3,3.1Hz,3H) ,4.48(d,J=8.4Hz,3H) ,4.09-3.98 (m,9H) ,3.88(dd,J=19.3,9.3Hz,
3H) ,3.75-3.66 (m,3H) ,3.44-3.38(m, 3H) ,3.17-3.30 (m,4H) ,3.10-2.97 (m,4H) ,2.35-2.20
(m,6H) ,2.15-2.08 (m,9H) ,2.07-1.98 (m, 13H) ,1.94-1.87 (m,9H) ,1.81-1.74 (m,9H) ,1.65-
1.42(m,18H) .MSm/z:C H, N0, , [M+H] ", ¥Eit . 1477.59, 520 1477 . 23,

857711977730

[0596]  (1-1-3a)A- 15K
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HO OH
HO 4 i DMTrCI o
.0 DMTro/ﬁ)kOHEtsu
[0597]  HO 0’ca o HO Pyr OH
OH A-1
Molecular Weight: 286.25 Molecular Weight: 509.64

[0598]  H{DMTrCl (4,4 - B HHAEIE =KL, 101.65g,300mmo) YA T 1000m1 Jo7KIEIE
Wi, IINDL - H B2 85 /K 454 (28.63g, 100mmol) , £F45°C KW 20h , B4 5 7 it 38, e
200m1 DMK , PR ik 4 2T, T4 F500m] — Sl S B3 IASE, 0. M= e R
(pH=T7-8) P22k, B 200m1 , /KAHPA G B A< B2k, Bk 200ml , S A HUAH, HIJoK
BREREN T8, 1 B8, B 28 1A 7], 200 - 300 H IEATRE A4tk , DAl : £FR O TR : — 5 H
Se:HRE=1:1:1:0.35-1:1:1:0. 558 PR, WA F=Wole iR, JRlHs 7= 11471, 600m1 — 5
FRGCE TR AR, LA200m] 0. 5M— £ SR Eh Yk 14k, /KAR T1200m1 — Sl AT AR LR, &)
AV, JOKBEREN T8, 1 38, i 2 T, SR s Mg, 13- 8 1 [E AR A -
150.7g.'H NMR (400MHz ,DMSO-d6) 87.46 (ddd,J=6.5,2.3,1.1Hz,1H) ,7.40-7.28 (m, 7H) ,
6.89-6.81 (m,4H) ,4.84 (d,J=5.0Hz, 1H) ,4.36-4.24 (m, 1H) ,4.29 (s,6H) ,3.92(dd,J=
12.4,7.0Hz,1H) ,3.67(dd,J=12.3,7.0Hz,1H) ,2.52(q,J=6.3Hz,6H) ,1.03 (t,]=6.3Hz,
9H) .MS m/z:C, H. .0, [M-H] ,¥i:407.15, 520 : 406.92,

247723767

[0599]  (1-1-3b) L-THIF Ik
OAc_OAc OAc_OAc
AcO xﬁo o H o AGOX:.E;E\ o H
NHAc \/\/\c]:/ § DMTrO/\[)J\OH Et;N NHAC \/\/1( {
OAg,,OAc OH OAc _OAc
AcoL\-A“L“O /Ow/\/\n/" A-1 AcO o 0\/\/YN
NHAe o { e o) é HO  ODMTr
0600
[ ] HN DEPBT/DIEA N*g_/
o
OAc_OAc { OAc_OAc {
AcO &:‘-i-‘-(i/o AcO ﬁ‘-%/o e v
% NH ~ & NH
NHAc \N\or NHAo \g——
L-8 L-7

[0601]  CRE2PER (1-1-2) HHRIFIIL-8(40g,27.09mmo , H Z AL & 1 ds) AP (1-
1-3a) HERTFA-1 (41.418g,81.27mmol) A, #8 T-27Iml G FHEE , I3 - LA S e
F£-1,2,3-2K0k4 (3H) -l (DEPBT) (24.318g,81.37mmol) , F I RN (21.007g,
162.54mmol) , 25°C Nt HE N7 1. 5h, FH800m1 My FIRKER M B A AR, KARRL — S e A%
H37K, Ak 50m1 , PA150m1 A £ /K P HIAR  /KAEA50m] — Sl FBE 2 LR, S A HIL
AR PATC /KB B, 1o RS O 2 TR0, s R A I T 48, 15 2R A i L
i [112kg200-300 H IEARRER , LA200m1 = Z & FR AR , DA 25 1wt % — A bk -
A1, DAk : AFR OB - B N N- A =1:1:1:0.5-1:1:1:0. 6BV
i M e R, IR 5 TR 8 4l L - 740 . 4. 'H NMR (400MHz , DMSO) §7.90-7.78
(m,4H) ,7.75-7.64 (m,1H) ,7.38-7.18 (m,9H) ,6.91-6.83 (m,4H) ,5.25-5.10 (m,4H) ,4.97
(dd,J=11.2,3.2Hz,3H) ,4.48-4.30 (m,4H) ,4.02(s,9H) ,3.93-3.84 (m,3H) ,3.76-3.66 (m,
9H) ,3.45-3.35 (m,3H) ,3.24-2.98 (m, 10H) ,2.30-2.20 (m,2H) ,2.11-1.88 (m,31H) ,1.80-
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1.40(m,28H) .MS m/z:C.H,..N.O

90771287735

[0602]  (1-1-4)L-9195

[M-DMTr] ", Bt . 1564.65, 520 1564 . 88,

OAc _OAc OAc _OAc
Lo H xf o H
AcO o\/\/YN - 0\/\/\[(N
NHAc o NHAc g OHEGN
OAc OAc OAc OAc )
0 N N
AcO °\/\/\r( \/\/\r(
NHAc o NHAc g ODMTr
[0603] ' )
N N
OAcKOAc { OAc OA:: g
0 7
AcO 0\/\/\”.“” \/\/\”—-NH
NHAc NHAc

L-7

L-9

[0604] B4 UE (1-1-3b) MERFHIL-7 (40g,21.4247Tmmol) « | A (4.288¢g,
42.8494mmo1) 4 - — HSELNErE (DMAP, 5. 235g,42.8494mmol) TS 7A T-215ml S0Pk,

TN 3E I (DIEA, 13.845g,107.1235mmol) , 25°C M ¢#}:24h,800ml 0.5M= Z Jlifidk
PR ER VeI SN, 7KAHVA Z U B 25 N3 UK, Bk bml , & I A AU 25 T3 2R o AR 40
Ui H1kg 200-300 H IEARERS , LAlwt % = P FIRERTRYE , DA — S G i, DL&r
Lwt %o — C I — S e - FRE =100:18-100: 20BB VLI, W S P Wl AL, il s 28 1A A1)
SR 4L - 92854 1-31.0g. 'H NMR (400MHz , DMS0) 88.58 (d, J=4.2Hz,1H) ,7.94-7.82 (m,
3H) ,7.41-7.29 (m,5H) ,7.22(d,J=8.1Hz,5H) ,6.89(d,J=8.3Hz,4H) ,5.49-5.37 (m, 1H) ,
5.21(d,J=3.0Hz,3H) ,4.97(d,J=11.1Hz,3H) ,4.49(d,J=8.2Hz,3H) ,4.02(s,9H) ,3.88
(dd,J=19.4,9.4Hz,3H) ,3.77-3.65 (m,9H) ,3.50-3.39 (m,6H) ,3.11-2.90 (m,5H) ,2.61-
2.54(m,4H) ,2.47-2.41 (m,2H) ,2.26-2.17 (m,2H) ,2.15-1.95(m, 22H) ,1.92-1.84 (m,9H) ,
1.80-1.70(m,10H) ,1.65-1.35(m,17H) ,1.31-1.19(m,4H) ,0.96 (t,J=7.1Hz,9H) .MS m/z:
Cy,H,2,N-0, o, [M-DMTr] ", BEif: 1664. 72, 5124 : 1665.03

94°7132° 7738
(06051 (1-1-5) L- 10/ AP Ak
OAc_OAc
OAT/OAC i ECO
&5’12\/ N AcO.] -y
NHAC E OHEt,N NHAC >o .
OAc_OAc o OAc gnc S :S
ﬁo N 1) HBTUIDIEA NH,-SPS  Aco \om N )
AcO.) O _~
[0606] o \/\H’ / ®oomr e % o oDMTr
B 2) CapA/CapB
N‘g_/ N—g_/
0
OACﬁgAc { A OOiE'gACO {
. e S NH
NHAC \/\/\[orNH NHAc \fg
- L-10

[0607] PR 1L KL - 958 &0 E EAHR A, fil2S TL- 1059,

[0608]  HKfAPEE (1-1-4) HERIFHIL-928F 57 (22.751g, 11mmol) ORI = (M - PY HHEL
JR 7S SRR 2h /1 (HBTU, 6.257g, 16. 5mmol) A1 SN L2 i (DIEA, 2. 843g, 22mmol) R &,
I T900ml CN , F= IR A FES 43 B, 1A SN IR TN FH 2 fIE (88g,100-200 H , 2 L 4 &
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400pmol /g, e [ R T AR 1)) , 25°C NIEATREIRI N, Fet 1505 /43 1, SO 18hfm i IE,
JEDFLADCMIR 27K , AR 300m1 , LIRS 2K, BEK300m] , BT JhAE T 4518, [l m Fac itk
2FF R 3 RHECEE BN JEURT (CapA < CapB.4- — 3L NE (DMAP) FIZNE) 1T 25108 K2R
25°C NE THREIR b, 6l 150%6 /45, SN 5h, SN i 38 , B8 0F T SR 32K, BRIk
300ml, R 2 R IR 2T, 2SR s N T A3 BIL- 1016 &4 (B, & B B4R A4
IL-92 51 102g, 8590 . Sumo1 /g .

[0609]  Fe2GME SN BORHACEL

06101 gy Filft Bt HE R
CapA 1980m1 — — —
CapB 220ml — — —
DMAP 1.100g PARIELY 11422139 Aladdin
I 220m1 Tkl 015161001 RS

[0611]  H 1, CapARICapBh dliE i AL, CapATh 204 FH % N- FHILIRIE [N e / £ TR &
VTR, HEE 5 2SR AR 93 - 55 CapB Ry 20481 % BRI A T -

[0612]  (1-2) HEE S WL IE S Gk

[0613] gl [SARND A e i 72 , A1 Bk AP BRI L - 10f S I A T A, #4 FEE SRR
HIRHEAG T 37 -5 Jy 1A & — Az B, A R 3H S S W LIV 1 SCEESS o e e — A
Ftr Fp RS BSR4 AIE L S5 S S DY 28 O o For PR IR 2 [RR F B TR
BRI R e — A SR, BB ORI ABIDC L 558 e Y 28 SO« PR M ZHTR 2
(LR B A IR BRI, 2 Jm — A SR, B s B R 3 G L S50 e DU 2P I
N o B R LG TE DT

[0614]  RZH HARDLO . IR O NS TR IR BR AL , 50— 2P B MEAR 3P SO TR AR, BRI
h25°C, I TR TORD , BRI h — S GRS A 3% v/v) , Sl LR 1]
AREAR 14,47 - SR = R LR AP BEREE 5 1o

[0615] AP ARIPC S N 5 YRR, B IR 2 25°C , AR Ak I B IR e 51 S5 4%
R BE/REE L2 10, [BIAHZE A F B AZRR e S AR R 1 BE /R EE D 1265, S W I
[F]5600F) , (ECR 7 5 - A dE - 1H-PU%(Me (5- (Ethylthio) -1H-tetrazole,ETT) [1J0.5M
LI -

[0616]  fF—2b B SR YOAHIA] , ORI FE A 25°C , [N [R) A 15D o 2 ME i A Ok R /R
Eb 1 11¥)CapARNCapBIR T A AL, B i 55 AR B F B AZIR iy S I EE 2R EE Sl &
FRIT < N- FHIERm: « AR AR PR A =1:1:1,

[0617] 2P SN S5 AR, AT EE D 25°C , [ON INF TRA 154D, S A il AR e Bl
0. OSMITIREZK o Al 55 (HIDE D SR PR [BIAR AR a2 AR e S BE R EE 30 1o SN AE DY 2k
IR 7K e =32 1 LR A TR R kA T

[0618]  fF— LMt SN IR SR ARIAD, Al B 25°C , SR IS TR A 3004, it ik 7fl &
i 2R A AR S AR BRI A 2 R AZIR T Y BE /R EE 1200 10 SONAE
J5 IEE = 1 LIRS A 34 T

[0619]  FRiw)a—MMZH FRARER ST , RO [BIAR A A b Bz iy A A T D)3
WLRAF alifb ik B e T3R50 X gk, Horh,
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[0620] IR AP S A0 B 5 B F A BRI TR 7 SN IR B DR 25wt % 1
/K, ZUKRN0 . 5ml /umol , £E55°C SN 16h , 1o 318 K FRT A AUA K TR s ik 4i &
T+

[0621]  4fift IR A2 1 < A1 ) 25 AL B - ik 2 AT (Source 15Q) , il ik NaCl [
JEGEII, SCBUAZIRIN A, o« BT 5 08 : el FIA : 20mMBERZEA (pH 8.1) ,IAFIN/K/ LI =9:
1 (RFREL) 5 BEMEFTIB: 1. SMSEUAH , 20mMESER e (pH 8.1) ,¥AFFID/K/ CIE=9:1 UAFALL) 5 3
JBAREIE - e FIA : ebiFFIB=100:0-50: 5086 X HE /Bl « SR P B IR 5, R SO (i
AR AT ISR, B S 1 G 45 SR T SN et R AT R A T I 26, SE0RE D i SR R JRe G 25
(Sephadex G25) , DA ES /KM

[0622]  AS I AT A FH S T2 #a (it (TEX-HPLC) A5 1 3R 1E SUBE R 4R , 4 FHIRUT
1] (LC-MS) 34747 - o SNE S5 P SAEARTT , SR AT & 23" R & T L-928 597
FRIE X EESS

[0623]  (1-3) SR SIS S hik

[0624] 38 1 [l AH S Al 19 e 12, 1) FH i FH [ A 2844 (Uny L nker "1oaded NittoPhase®HL
Solid Supports,Kinovate Life Sciences/Z\wl)) &I EEN, F LA SRS P11 [ X HE
AS o [EIAR S BT T AR BB R 4P AIBC L S50 S S sl A SO 548, DIEIANIBEOR 37, 2k S50
RSG5 BOE SRR AR )2 6T ROk, HAES - R 28— MZH TR F A5 - %
P2, DRI, 4 R [T A I A o e 72 1) 2 S SR R R v 2840 IO e e fm — M SR A
FIAARA BIE 2518 L PUE RN HCPR- TR AR IR I, 155 Cat13-2601-XX) ¥
D AR, PR - TR (B 11 o

DMTrO\/\(I;I
° 9
[0625] (Fl;—N(iPr)z
\/\CN
(CPR-I)

[0626]  ZEFerh AL CR BT BT SlE VA R B A AT, BRI R 3, alife 5 2k
S5 B SCREARIT o B I R TR AT I S o S SRR i i SR FH 8 - 3 4 (3 (TEX -
HPLC) HEA TR, 43 1R FRUTIRE I (LC-NS) HEFTAVH7 345 R, S0l S e, 22
WP e FA BARIT I S SCBEAS

[0627]  (1-4) SRS

[0628] 44 TF Sk 55 SRy BT T 1 /K, 75 B4 0mg /mL OV HE WA BE /R EL L6
50°C I min, LIS HUIR , ARELE AR 7=, U5 T A B0 Y o IR (M 111 -
AR, FLE 318 2M Qaem (25°C) ) F 48 A MR S 40 . 2me /LI, ) FERUSTRC FEHX
(LC-MS,Liquid Chromatography-Mass Spectrometry,ldFWaters/ ], 5 LCT
Premier) #1743 FHAIM  STINE S ELS M — 20, WBHRT S B S P1E HERE T B
L-9 2545 THOBGERIR e 31 A s (403) Foms , FFAst ity RNA B3
SR T4 5901 (BPL10-siC5alM1SP) [HF 41

[0629] £ 1I245 &2 - 811l £
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[0630] RSB T 1k, Sk T FR3P RN S Y2-6, 3 T HAs il
ANFIRE , S B IR R0 1 SCRER SCSCBE 41 43 B 2 SHIT s IR R T8 502 B2 51
3 B EWMA RSk R A Y6 TR 5110 s i RNAFR I S AN S ERI A1 o« AT 20 P45 2]
BEW2-6.

[0631] RS BILAFEI T 1k, Sk T FR3M RN ST -8, 370 3l
ANFIIE , A BCHE BT AR I L SCRERNS SCBE Y 1) 53 0 R 2 SHIT s IR B 28 S T sk 28 51
8HIFTEE A 11 s IRNAIR IE SCHER S SCRER 741, HEA 88 S P TRNZE S 81 I SUBE S 28 5
I SCFEARLL , o5 - R 5B — M RRIA 5 -5 IR o IAIH , 7422 IR [T Rl e e o o £ S
SR AR R O R E — M RS, R HECPR- TR AT o0 AN 3 BB 5
Y)7-8.

[0632]  FR3HIHH T A Wg =5 s iRNAFT I 41K -

[0633]  3£3 siRNAZESH)

SEQ
BEY i F¥ 31 J5 In) 5'-3 D
NO
[0634]
. CmsUmsUmCmAMUmUICIAfUnmAMCmAMGmMA

L10-siC5alM | 1F 3% 361

HEM P mCmAMAmMAmM
) FOCEE | PUMsUfSUMGmUmMCTUMGmUmMAMUmMGmAmAf 362
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UmGFAMAmMGmMsAmsGm
. CmsUmsAmMCmAMGmUIUfUFAMGmAmMAMGmMA
1E &% 363
L10-s1C5b1M mUmUmUmAm
g 2
1SP . PUmsAfSAMAMUmClUmUmCmUmAmAmAmC{U
5z Sk 364
mGUMAMGmsUmsAm
. GmsGmsAMAMGMGMUIUFA fCmCmGmAmMmGmC
1E 3 365
L10-siC5¢1M mAMAmMUmAmM
G 3
ISP I PUmsAfsUmUmGmCUmCmGmGmUmMAmMAmCHC
B 366
mUfUmCmCmsCmsUm
. AmsGmsAMAMCMAMGIATCIAMGMCmMAMGmA
1E X % 367
L10-s1C5d1M mAmMUmUmAmM
BEY 4
ISP . PUmsAfSAMUmUmCUmGmCmUmGmUmCmUG
2 X 368
mUfUmCmUmsCmsCm
.| CmsCmsAmAMGMAMATGIAAMCmGMCmUmMG
1E Sk 369
[0635] L10-siC5¢1M mCmAmAmAm
Kems
ISP . PUmsUfsUmGmCmAfGmCmGmUmUmCmUmU{C
5 S 370
mUfUmGmMGmsCmsCm
. CmsCmsAmMGMUMAMAGICIAMAMGMCmCmA
1E Sk 371
L10-siC5f1M mGmAmMAmMAmM
LA S % 6
ISP . PUmsUfsUmCmUmGfGmCmUmUmGmCmUmUfA
J5e S 372
mCfUnGmGmsUmsAm
. GmsGmsAMAMGMGMUIUFAfCmCmGmAmMGmMC
1E S8k 377
L10-siC5¢1M mAMAmMUmMAmM
gB S 7
1S . UmsAfsUmUmGmCIUMCmGmGmUmAmMmAmMCIC
J5z S 378
mUfUmCmCmsCmsUm
| AmsGmsSAMAMCMAMGFAfCFAMGMCmAmMGmMA
1k S 379
L10-siC5d1IM mAmMUMmUmAmM
gE L 8
18 . UmsAfSAmMUmUmCfUmGmMCmUmGmUmCmUG
J5e Sk 380
mUfUmCmUmsCmsCm
[0636]  flZ5 I35 i siRNAF 4]
[0637] R SGHI BRI, Gk T F4ati T~ siRNAL, ANEAE T
[0638] 1) %F - 1F gk, ) 13 T [ AH 344k (UnyLinker' 'loaded NittoPhase®HL Solid

Supports,Kinovate Life SciencesZ\m)) AClBEER;

[0639]

2) NSk, siRNA 1IN S 528 5 W LR 28 5 10 s A RNA S SOk Fr A1ARLEL

siRNA 11R57 - R 58— M HRRIATS - 1T o PRI , 712 IR AN A e 2k ) 25 S S I
L RE R SRR R — M RS, JO R CPR - TH A

[0640]
[0641]

MIMI#I#SsiRNA 1.
RS HI#siRNA AHIRIR T35, BB T siRNA 2-6, RFIE T, & Bl AT i i)

s1RNATE SCHEM SCSCRE Y 4153 3 g sk da Pl s A 2 F-s iRNA 2.siRNA 3. siRNA 4.
siRNA 55ksiRNA 61 I SCEEANSC SCRERI 41, AT 53 I+ 2) s iRNA- 2-6.,
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[0642]  F4abH T siRNAGR S s iRNAJT A AL -
[0643]  F4a siRNAJTA]

. . 73 IO SEQ ID
siRNA 5 FF 3175 1) 5'-3'
NO
— o | CmsUmsUmCmAmUmUICIAUMAMCmAMGmMA
1E 3 5 373
siC5al mCmAmMAmMAmM
siRNA 1
MIS o | UmsUBSUmGmUmCUmGmUmAmUmGmAmMAU
I CHE 374
mGFAMAMGmsAmsGm
. CmsUmsAmMCmAmMGmUfUfUFAMGmMAmMAmMGmA
IE SCHE 375
siC5bl mUmUmUmAmM
siRNA 2
MI1S . UmsAfsAmMAMUmCUmUmCmUmAmMAmAmCIU
& SCHE 376
mGUMAMGmsUmsAm
. GmsGmsAMAMGMGMUIUFAfCmCmGmAmMmGmMC
IE SCHE 377
siC5cl mAmMAMUmMAmM
siRNA 3
MIS . UmsAfsUmUmGmCUmMCmGmGmUmAmMAmCTC
[0644] Sk 378
mUfUmCmCmsCmsUm
. AmsGmsAMAMCmAMGFATCIAMGMCmAMGmA
IE C5E 379
siC5dl mAMUmUmAm
siRNA 4
MIS . UmsAfSAMUmUmCIUmGMCmUmGmUmCmUIG
& SCHE 380
mUfUmCmUmsCmsCm
. CmsCmsAMAMGMAMAFGIAFAMCmGMCmUmG
IESCHE 381
siC5el mCmAmMAmMAmM
siRNA 5
MIS . UmsUfsUmGmCmAfGmCmGmUmUmCmUmUC
e SCHE 382
mUUmGmMGmsCmsCm
. CmsCmsAMGmMUmMAmMAfGICFAMAMGMCmCmA
159 383
siC5f1M mGmAmMAmMAmM
siRNA 6
1S | UmsUSUmCmUmGIGmCmUmUmGmCmUmUTA
ICHE 384
mCfUMGmMGmMsUmsAm

[0645] £G4 A Cy 5hRIC s 1RNAZE S FICY ShRic ) s 1RNA

[0646]  (4-1) 5 Cy5- 2RI FICY5 - 2R 52

[0647] SR 51 & BIAHIRIR ik, % T F4b T RIICY5 -5 WL, FF k4T 1A
AR S , A B T 1 TE SCRERT S S 51103 B 2 Ab BT s AT R F-Cy 5 - 88 51
FHRIT 2R 51 s TRNARY LE SCHERN SCSCRER P41, Hor (1) Cy5- 285 LR 285 ) s TRNALE S S
At B AT Cyb o R, IR, 7E4% MR £ B LD BR (1-2) Birdieids Ao [TAR I R I e 125 il
B E X R R A B X R e — MZ RS, TR BB OR B RIDE L 5RIE A Y 2P
R Cy 5L A el F A () B IR AERHEOR AT BN =, 524529 0P-057) 2482 2 1 Sk
5’ Kii; (2) Cyb-ZB A A1 s IRNAS SUHED” A 58 — MZHTRIR A5 -BETR , IR, 7
F AT 2B LD YR (1-3) BTt OISR R ek il 2 S SR i R, e e O Sk A fe—
MR , JCRRERZCPR- THLR
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/f /
— - e, -
| /HNQ cr N~
e °

[0648] N g
Oy A ‘”'-\é
N

HsCO

(Cy5 VW5 Bt iz 44D
(06491 {rCy 5 I B B A ZE 4z 22 1E 5D A A b, B B OB S (B EEC L S5 L AR
OS5 S5 I PR (1-2) G i E e ik R S5 AEAR IR, ASFIE T2 D) BR3P N
N TRJAE K 22 300FD 5 2) Cy BRI S R IN TR REK: 2 900FD .
[0650] i) , iF SCEEDIFIANIBLOR PS5 AF A0 T K5 B AR IAZ R 7 21 TN AMA
TR (40wt % HEKIR I 25wt % 28 KARFREE ) 1 LITR A AIR) HH , AMATAR T 40 . 5ml/
umol , 7E25°CoRIR S E N SN 2h , 1o 8 BRI A, B s IR s WA 2T o (E Xk 4l
SR A S L 2P B (1-2) & B0 E XCRE TR S A SR S5 AR AL Bl e T, 15
BCy5- A WLIIE X Ak
[06511  M\Ifi, 3 2ICy5- 28 51, %s i RNAZE 1Y) s i RNATE SCREI 5 A A& 3:A Cyb
PICHEM, BA FRAD P 7RI N T-Cy 5 - 51 1 IE SRR SRR T4 o
[0652] >R 1551 #5 Cy b - S W LRI 7 T 25 Cy 5 - B2, kAT oy 1Al o A ]
IS, A5 B BT F 1 L SCRERT IS SCBE 7 9153 B 2% Ab T R IR B T-Cy 5 - 88 5 2 i
FrIP)s iRNAIY TE SCRERS SCREI T 21 NI 2 Cy 5 - 26 542
[0653] (4-2) H % Cy5-siRNA 1F1Cy5-siRNA 2
[0654] RISl Cyb- AW AHRI T A HI 8 Cy5-siRNA 1, AT 1AM . A [F]
5T, I FEARE & (UnyLinker "1 oaded NittoPhase®HL Solid Supports,Kinovate
Life Sciences/\w)) EUATEER . \ITIFFEICY5-siRNA 1,
[0655] SRl £ Cy5-siRNA TR TS 74025 Cyb-siRNA 2, I 7400 A o A~ [F]
A, 5 B TR F 11 1 SRR S SCBE 79153 B R 2R AbHT 7RIS B J-Cy5-siRNA 21 1F X
BEMIS SR 741 IS 2ICy5-siRNA 2.
[0656]  FAbAIH T Cy5-285 W1 .Cy5-45M2.Cy5-siRNA 1HICy5-siRNA 2[1)%d = Fll
siRNAFF 41
[0657]  3%4b Cy5SPRICIMsiRNAZE S HICYSARICH s iRNAFH siRNAJT ]
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siRNA BY e FFIF 53 SEQ ID
i 5007\ 5'-3
Hem ’ NO
. GmsGmsAMAMGMGmMUIUFAfCmCmGmAmMGmC
& 377
Cy5-siRNA | Cy5-siC mAmMAMUmAm
1 5¢cIMIS | | UmsAfsUmUmGmCUmCmGmGmUmAmAmCC
J L 378
mUUmCmCmsCmsUm
' CmsCmsAMGmMUmMAmMAfGICFAMAMGMCmCmA
‘ | IEUEE 383
Cy5-siRNA | Cy5-siC mOmAmMAmMAmM
2 SfIM1S UmsUfsUmMCmUmGIGmCmUmUmGmCmUmUfA
[0658] f Sk ' 384
mCIUmGmGmsUmsAm
oo e | GMSGMSAMAMGMGMUIUTAICMCmGmMAMGmC
_ CyS-L10 | 1E SCBE 377
Cy5-#+& mAmAmMUmAm
-51C5¢l
L/ o UmsAfsUnmUmGmCIUmCmGmGmMmUmMmAmMAmCIC
MIS | e SCHE 378
mUfUmCmCmsCmsUm
" CmsCmsAMGMUmMAmMAfGICFAMAMGMCmCmA
Cy5-L10 | 1E SCHE 383
CyS-Z & " mGmAmMAmMAmM
-siC5f1
2 o UmsUfsUmCmUmGfGmCmUmUmGmCmUmUfA
MIS | fe (B 384
mCIUmGmMGmsUmsAm

[0659]  SGAAI1 siRNAZE A (e HepG22Mi ot C5 mRNAFIC, e o

[0660]  FH & 10 % [ B2 175 (FBS, RMBIOZY @]) A 0. 24K B % (1 75 ik 25 2 Wt
(Penicillin-Streptomycin,HyCloneZ\]) [H-DMEMSE 445573k (HyClone /N &]) , T-37°CHE
25%C0,/95 % S S 4Hu R 7oA Hh 5 FeHepG240i 08 B F sORMA AR TR 247D -
[0661]  KiHepG24HILLT X 10" 4fi/FLEE R T-24FLH0r , 1605 20 A K% B 1k 8] 70-80 %
N, R FL T H - DMEMSE 4 55 7R 38, AR AL TN 5001 Opti-MEMESZREE (GIBCOL F)) 4karhs
#:1.5h.

[0662]  TIDEPCHKIGFZE L VR G2 ER A3 S4B 5 R G 06 ER A TN
2R8I AT — N4> BT R A 20uM . 5pM L 1. 25pM. 0. 313uML 0. 0781 M. 0. 0195pMAI0 . 0049uM
(PAsiRNARYE TF) T RRRE IR S AR

[0663] X TRE—2EEW, 53 DIRC EL AL -ATYATR, BRI AL - ATIS IRRIR S AT R TR T2
EW T AEM 3L AI50u] [R0pt i -MEMES /72 .

[0664] S| T-HF—25 45, 43 BIFC B BIAIR, RS BIA A A Lul Lipofectamine' 2000F150p
1 Opti-MEMEZFIE,

[0665] X} TR —ZK AW, MK K —mBIE R S — M AL-ATIEWRR G, w =i PFEE
20min, FR R SWIXL-XT AR S B2 .

[0666]  Ki— 3B 5550l Opti-MEMB:FRELE S, =i MFE 20min, 15 2142 &)
X8, 1ZHL L GWIRL E A1 -

[0667] 7t [R5 FeHepG24H R 7L, 20 I BE— S8 S h B I 3L 3 50X 1 -
X7, 50 S IINE A100ul /4L, 15 BN SR FE (LLsiRNATE) 43 7125100nM. 25nM
6.25nM.1.56nM.0.391nM.0.098nM 70 . 024nMIKJ 46 LR & « AR BE I 25 5 G A 51X 1 -
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XT3 BN A S 7R AL A3 8] S S S IR AR G, 10 e 1-7.

[0668] {1 ANIANERFRALH, 23 DU L TR AL 2 A P0X8 , TN 100ul /4L, 324
DAY AR G, il I .

[0669] Kt | iR S8 AW AR S A S S S I e QIR S I R L R 5 4T iy
B4h)a , LA ImL 520 % FBS[H-DMEM5E 455 7R 4k o K 24 LA EL 1755 % C0, /95 % 2“1
NS FE A AR S BT 7R 4 24h

[0670]  [ifiJi , {5 FHRNAVzo 1 (W) H I8 T A EOR (ka0 AR 7], 575N002) AR I
1S RNATE BN 45 /20 R BN A A LA ) L RNA

[06711 ST E5ALAmMNY , B L g SRNAYE Ay G SRR , i 1 S G 518 7] £ Goldens tar
RT6 cDNA Synthesis Kit (I H ARV AYIBRARLA T, 535 TSK301M) FEHL) i
7, Hrh el Goldenstar "01igo (dT) | fF N 519, A A G I -5 rh Sk St Ve2b B &
IS SR I NAAR 2R 2001, KRR FLAN PRI SIRNAGEA T SOHE 55 o SUBE SRS AT by« 0 S B 53 S Ak
A T50°CHF & 50min, SR 85°CHIF & bmin, it T 4°CIF & 30s , N S50 , 1] 5 87 53 s B4k
A JIADEPC/K80p , 752115 cDNAIFVA TR -

[0672]  Xf T4 — B SR N R &, B F 3R 25 e DNAP YA W S L /E 2 a PCR AR , 4 ]
NovoStart® SYBR gPCR SuperMix Plusi®7l&r (8 B & A A AR 7], 57 5E096 -
01B) S IAFAI AL ¥ gPCREC N AR R 2001, Horpr, T4 9 H bt (A CE AN A 2 B I GAPDHIT
PCREIW) Fr A AN3R 57, B 25 SN A FE 2 0. 25uM o Bf qPCR S N /& R B T-ABI
StepOnePlus Real-Time PCRIY I, {di =23t 74 380, i 5 95 °CTAs M 10min, 2k
f595°CA1E30s ,60°CiR k 30s, 72°CHEMHI30s , B FIRAVE (B K RE(gE Bk 40k e, 15
B AT W T HARIEE CH RPN Z LRI GAPDH =W o P Wi B4 7k 44131 95°C 155, 60°C
Imin,95°C15s[WIFE , SN 2 EE EEPCRIST BIWCER 4w rh H FRk R C5 A PN 23 25 K GAPDH
HOTRARIT 2R , 155 HFRIL R CE RPN 2 5L K GAPDHIF C 1

[0673] 5. 45 W1 7 4]

HE | s (5-3'771) THeal Y (5-35m)
ATCAGGCCAGGGAAGGTTAC (SEQ IDTCGGGATGAAGGAACCATGT (SEQ ID
[0674] ks NO: 385) NO: 386)
N GGTCGGAGTCAACGGATTT CCAGCATCGCCCCACTTGA
GAPDH| (SEQ ID NO: 387) (SEQ ID NO: 388)

[0675]  SRAHELEGCE (A ACt) 1, 6 & MR LIRS BRA b FARSEIR CHI 2k B BE A TARG
ERA N R o = R (N

[0676]  ACt (4] =Ct (MR HFRFEA) -Ct (MR N S 3EA)

[0677]  ACt W HR4]) =Ct (W2 HFRIEIN) -Ct G LN S 3EA)

[0678]1 A ACt (MFRZH) = ACt (lt4) - A Ct ChF IR (H)

[06791 A ACt (WHEZH) = ACt CHHIRAD) - A Ct G IR ()

[0680]  Hrf1, A Ct O BREIMED JEh PR AR FRAL A B A Ct ObIRAD) RO AR (E .
M, BN IRR A B — AR AL N —~ A ACt QIRRAD) |, A PR A — AR 4L
SR AN A ACt i HRZH) o
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(06811 DU HRZE NS HE , S ZHCS mRNAF Fak /K AT IH 1, 8 SO HZHC5 mRNA
PRI 100%

[0682]  {illi{ZHC5 mRNAAERT R /KF=2" (- A ACt (MH4)) X 100%

[0683]  fR¥EFELL T ARG (B5901-8) J7 , HepG241 Mg H1C5 mRNAFHN Fek /KT, F
HGraphpad 5. 08RO AELRIEFH S M hGEHL S 1og (inhibitor) vs. response (three
parameters) 7 -V 2%, SRAFANE 1A - THFT RIS 11 - 81171 & - 20 i 2%, Forp A
s1RNAZR 2R FEE TN BUE (Lg nM) JAAbs, LACE mRNAFHERS kK- (%) kA,
AMELEAREAD TR BRI 5, M 255 7R FLHCE mRNAAEDR SRk 7P~ M

(06841 FRIEALUF 71 et - 3508 1 20 By R 28, THE A 2R S PIATC5 mRNATTC, o[, ik bRy
Bk,

[0685] Y = Bot+

[0686] .

[0687] VS22 C5 mRNAAENT Fk /K,

[0688]  XThysiRNAZE WL BN SR,

[0689]  Bot @ iadS I EHIIYIH,

[0690]  Top @ fatS A IIYIH,

[06911 X7 J& VAR JECHD 2 W0 & [A]— PN B [ XAH, 1Hi 11STope U2 264X AL}
[0692] PR 25 b - RO HH ZR AT R R E, 5 24 Y =50 % I TR IIX, o fEL, THE R 25
FPIMIIC, E=10"X,, (M) «

[0693] &L WIRTCS mRNAFTC (AL A HIZRIRMEL R 45 T 6.

[0694] 36 siRNAZEAMIATCS mRNAMYTC, FILLA R - ROn 2R IR

BEWY Y5 ICso R?

a1 L10-siC5a1M1SP 9.688 nM 0.9513

Top—Bot
1+ IO(X'—X)x HillSlope

[0695] BaEY 2 L10-siC5b1MI1SP 9.566 nM 0.9609

BaY 3 L10-siC5¢1M1SP 2.861 nM 0.9958

ZBaY 4 L10-siC5d1M1SP 1.494 nM 0.9418

BEY S L10-siC5e1M1SP 4.077 nM 0.9942

ZEW 6 L10-siC5fIM1SP 3.795 nM 0.9817

[0696]
BEW T L10-siC5¢IM1S 3.023 nM 0.9975

BEY 8 L10-siC5d1MI1S 1.629 nM 0.9961

(06971 I 1A- THA K iR SR6 I Z5 SR AT AT, A TTH2 A1) s iRNAZE S 04t /R SN HepG2JH- i
Sl ISV, 10,751 . 494-9. 688nM2 [,
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[0698]  SHG512s 1 RNAZR S5 07 CH T/ INER 25 I FR 9 0 A 17 4

[0699]1  FH1 X PBSIAHCE Cy5-siRNA 1.Cy5-28 51 .Cy5-siRNA 28k Cy5-Z& 57297 BIiA
fifE0 . 6mg/m1 ik (PLsiRNATE) HOVA R

[0700]  EHY1046-7 & ICETBL/ 6 JHEM:/INFR (WA [ AL 3 41 ) A6 5286 s B R R A
FlL BIARCONCST/NG | BENL Y 4, 20, 0 B R N1 X PBSPA M EsREC il fICy5-siRNA
1.Cy5-Z511.Cy5-siRNA 28kCy5- SRS W13, B AR IR EE T3 4s 2577, 45 25
PRFI N 5m] /kg R, DA s iRNAF T 1, B L B4 257l 3mg/ kg MR

[0701]  £5252h.6h.24h.48h]5 AR UK & A /NEUBUE T/ INsh i A e i i R 4T TVIS
Lumina Series TTTHY, RIS IUGTRBRIE/ NG , F5 PRI 1/ INFRUIE 5 _ T B T/ Nah
TG G RGP I TGRS, SR MCy 52 M55, 1B EFCySFRICI siRNAEL Cy 5T
WSS LS TE AR 3 A IS Ol SV THE T T CyShmC SRS /N A FL T X 3k A
BRSO S, b T Cybhric s iRNAEL 1 X PRSI/ NEUFIE X I AT 58 6155
[0702]  48hf5 , ALALHTA /N, 43 BIHCH A /NE O il B 5 A E R, AETVIS
Lumina Series ITIFEEfTH R « BFAL/INRIEI— i, B2 Fl 54N # R )
HEAT BT 1 X PBS Cy5-siRNA 15kCy5-Z8 S WL/ NI ME s SCAE [R]— 1A T 1, 25 51
LB 2AFT 7R s #5811 X PBSCy5-siRNA 28K Cy5 - 2210/ NG ks A [R] — #0411
1R, 4558 DL 2B 7

[0703]  [&2A-2BR] DLAEH, A Cy5- AW RICYS - S & W2 B AL I b K SR 2
Cyb- R EWIRICY5- A2 e B A D R 0 A Al e rh s R 8 SRR AT
BA VIR A M s IRNARR S Hbah i6 Z JHEE s i — 20, 45 5 16 (BRI T AR
I ARSMIERE YR RN 1F (R G06 HA RS I ARIMIEIE ) 4551, BURE A AT
SEOLIOZ S Py RE NS e e M B A A P S SR R P ek

[0704] DL b vEANHAR T AT I)—2e 5 5 20, (HE , AN IR T Bk s sy 2k
ARG, AEAR A TR AR IS, AT RS A A B 5 347 2 Rl 4R 20, 51X
SO AT ) )& T AR AT AR

[0705]  SANTEEUEIHIOR , 76 bR —28 5 7 2Urh Tl (1) 2> BARERFFIE , (e
JERIE ST, P AE AT S 10 5 R TS, o TR AR B AN & Flm]
BEMIAL S A BT U

[0706]  HLAN, AT FIAE O 5265 32 M P DA TR 4L G, LB A G A
TR AR, FLRRER YA A AT A TN A
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