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1. —FlXUkE RNA (dsRNA) A& 4, T4 hS B4 SEQ ID NO: 1-3 HfF—AN41) H 1K1 8 571
[¥) mRNA [1J CASP2 ZERI(IRIE, A T E 2R & BN E oM a iy .

2. — N TFE R AR B H R R To e s 2 RGP 0 U7, HOALEE ) ik 52 1R (1)
B YA TT A R 1T i CASP2 ZE R 3 (R X% RNA (dsRNA) 4644, Hor firids CASP2
SR GiS HAT SEQ 1D NO: 1=3 FE—N 3 HH (#5751 1) mRNA, AT 4 BT i 5248 B N AP 42
TCER AR

3. MRPEACRIER 1 88 2 Frdk (A i@ sk 753, HAp AT dsRNA 4L & )88 B SEQ 1D
NO:8 41 HE IRIA% EF R 7 41 R SURERT EL AT SEQ 1D NO:9 Hh 1) HE RIA% EF IR e 4 1 e S

4. WRARBCRE SR 1-3 AT — TR i I 807 v, P irk s e 4 s 5 7
TN

5. MRIEARELSR 4 Pk (¥ FH I B ¥4, b P oo 22 4 by M e o 2215 BT BE AP0

6. MRARBCFIE R 1-5 FT— 0T ik (9 I s 25, e b T s 8 AR P AL RE ARG T ik o
SR THRItT .,

7. MRIEBREL SR 6 Pk (1) A Bl ¥4, b BTk ok 22 0 R 4t M A0 T 5 0 T Mt ot
T,

8. MRAEAUHI K 6 5% 7 Tk (1) H & sk 7 v, e T b 28 0 I 4 B PE T 5 92 9 B ik
JRFRER L DI/ WU AR A% G i S R RIS % 4 1 — T B 22 THUAH O

9. MRARACRIEE R 8 Brad it FH a8l 77 v, o B il #4280 I 40 IR BB T 5 95 9 B0 A AH
Ko

10. ARAEBCRELR 1 8k 2 Frdk (8 A& sk o5 v, Horb ik 5238 3% 58 Ak T R e 5t 25
B BHT REAS B 94 RS 5 AH O 1) — ol 85 22 Pl s B R PR AU o

L1, ARPEBCRE SR 10 BT ad i g 8075 325, Ferb prads i 8Os iR 5k B Bk PERZ 2 Ir
IR FE R B K (FPRE AR AH 5K o

12. FRPEBCRIE R 10 Tk i IR B 7%, o ik 20 % A 8l [ 38 Je AR IR .

13, MRHEACR R 1 8k 2 ATk (6 A IR s 05 1, Sorb iR P 8 AR 4 B 455 1 &2 EF 0 T B R )

ATREINRE .
14, RIEBANER 1-13 FAT—TATIA A 507, P AT dsRNA AL&4 F 18 BTk
AR E W H AR 8 16 CASP2 RIA.

15, MRAEACREE K 1-14 PAE— I Tk i A @ 87 v, o ik dsRNA 459 B 45
1:@ H

5 7" —GCCAGAAUGUGGAACUCCU-7" 3" ( 4 X 8%, SEQ 1D NO:24)

3" Z-CGGUCUUACACCUUGAGGAS" ( Jz X 8%, SEQ 1D NO:25)

PR ALCU M G B R AR B AE R R AZ B Z TP IR BRI 7 7 HA A s
R R B A0 70 T iR B 5 — MM IR B A A i B s o
R XA, NS IRV AEALE 1.2.3.4.5.6.7.8.9.10.11,12.13.14.15.,16.17
19 MARLEM R ALE 18 11 L- AT il e X8 /0 5 ML
BIARKEBEMMNE 27 -0- PIEFHEHRZHIZ IR JF B 27 2 27 2 EIER .

16. ARVEBCHNELK 15 ik (99 H 3 877 7%, i Brak e 4 Bl 4 i e — st s e &4~ Z
72 BAAFAE, Horp Frid g SUBEEL &, D7 s R AR VHEG R 1.24314.5.6.7.8.9, 10,
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11.12,13.14. 151617 F1 19 IR LASH AL RAZ TR A8 18 1 L- MU 1 (75 SEQ 1D
NO:24 F4 ) s HH A prad Je SCBERL 2, AN 57 s T Ui vH 3 R4 & 2.4.6.8.11.13.15,
17 A1 19 BEE—Ab i) 27 0 FEEREAS A I AZ M % B IR AAEAL . 1.3.5.7.9.10.12,14.16 Al
18 HfE— A IR AR K% ME % PR (7E SEQ ID NO:25 A ) .

17, WRABEBCREK 16 PFrk iy ek 7 i, Horb 27 5 PrdkA B (SEQ 1D NO:26) ¥ 5
v AL R I HLAL S ) I AR AR 2 2 o

18, MREAANER 1-17 PAT— T AT (1 IR 85, A ECHIATIE dsRNA 20 7 T4
S

19. MRIEBAEK 18 Frdk A IR s 5 v, HoA g i ik dsRNA 43— il i 557

20. MRPFBCRE R 1-19 FPAE— I b i @ O v, Horb ik 52 3838 AW L3 -

21. FRAEBCRE SR 20 Prd (B, P Brid 28 Ao

22. —PPXUBE RNA (dsRNA) 4654, SL TR 4m0 HA SEQ 1D NO:5-6 HTE—A41 i [1))F
A1) mRNA [¥] CAPNS1 ZERRIER R, H T T2 1218 BN o & iy

23. — P oA TFER 2R W H A& oAb R 10 72, HARE 1 ik i
it a7 A R i U CAPNST ZE ] 3R 8 (1) XUBE RNA (dsRNA) 73, HLrp iR CAPNS1 ZE ]
it B3 SEQ ID NO:5-6 HE— 41 H K7 41 1) mRNA, AT A B 52 3838 B N R A 22 ot 2
AR R,

24. YRR EL R 22 B 23 Pk i I BT 7%, o R s e 2 P 1T Bl S 7E M 42
T
25. FRARACHELSK 24 Pk 19 FH s B 772 2 i e 2874 Ay W8 e b 271 BRI JE pf 42
o

26. FRHEBCHEL R 22 5 23 Prid it i BT V%, Horb ik s (R 0 B 46 OR3P P ik R 2 0
S T MAET

27. MRYRBORE R 26 Frk i) g ey v, Sorp i a2 oo i 4 e e T A R 0 T Pk 40 i
T,

28. FRHE BRI EL R 26 51 27 Frid ity i@ sk 7 7%, Horp Ird s 28 o0 0 4l O 0 T 55 95 s 50
E SR AR ML A B / AUBR AT A 2R AR e T B RIS, 5% A v R — T B 22 A
Ko

29. MRYEBCRE K 28 Frdk iy g el 77 v, 2o rh il A 228 70 1 40 AT T 5 i B I A
Ko

30. FRHEBCRE K 22 5 23 Brid i i@ sk 7 v, o il 52608 B sk R B 5
i B BUCHT RS B0 2 A OC I — 2 e s AR IR RS

31, HRARAURIEE SR 30 BTk it i B 5 325, Forh prads e 8o IR 5k B BE R R %
DI H R H R (PRERAH 2%

32. FRAEBCRE SR 31 Prl (& B v, Hrp BTk 28 3 BB 8l [ 35 Je /R IRUE

33. FRABBUREL R 22 B 23 Bk i) @ BT 725, Forb rk s (R 40 B 463 7 Be e R
HgIhgedn / siarkEThie.

34. WRAEACR]EE 5k 22-33 H A — I Tl (1) i B 7 V%, Homh Bk dsRNA AL &40 5 rid
AR W H 4L ) CAPNST KA.
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35. —FPAUEE RNA (dsRNA) Ab&4), N 4wt HA SEQ 1D NO:4 41 H (117 41 1) mRNA
) NOX3 R 3R IE, F T R E 2R3 H WM AT 2R/

36. — PPN T E SR () H AR 2R TR s ORI 1) Ty v, LR AR ) Pk sz R A
Jiti FHYGTT A6 3808 1R Y NOX3 2[Rl [ 2 1K [ XUEE RNA (dsRNA) 43, Horb BTk NOX3 2 [l 4 i
HA SEQ ID NO:4 Hh 41 H ¥ 71 If) mRNA, AT K BTk 52 18 % B N I R 22 Je e i 22 R

37. FRHEAUR)EE K 35 5] 36 ik ity FH i@ sk 7 v, Hodp Tl s 28 0 2 P2 1 sl & A 42
.
38. MRIEBRNELSR 37 BT I 16 FH a8 535 v, oAb i 3 4o 2271 Ay MBLE o 2871 BT BE A 42
s

39. HRARBAEL K 35-38 WA — I AT (1) A i Bl 7 v 3L A pr i e & AR B FE R4 P
S U HEZSpTve om0 A

40. FRIFARIELR 39 Frik i &7 7%, Fodh Pk 4 Je 0 40 M oe T A 6 R T 1t 40 i
HET .

A1 FRPEAURIE SR 39 5 40 ATk (81 A& sl 5 v SoAp TR P 48 o0 0 40 A0 T~ 5 90993 X
i SRl R I A EE /LR B A 2550 A e i S N RIS 7 SR Al v 1) — T BN 2 DA
Ko

A2, FRYFARINELR 41 ik iR E7 7, Herh Tl s 22 0 I 40 B T 5 50 BUw i A
Ko

A43. FRYEAURIEL SR 35 55 36 ATk (¥ AR sl 5 v, Jorb rid 23R8 3 B sk TR e 50T
i Y ESCHI A B A G IR — B 2 B B IR R RV

44, FRARAUCRIEE SR 42 Pk i B i 8O 12 367 B 508 B0 IR 5 3k 1B o R MR R = W
I3 FE R R B K (FPRERAH 5% o

45, FRPEAUREL R 43 Pk i & 87 7%, Forh Bk 5248 % A 8l 5 F8 36 Je R FUE

46. MRAEBURIEL K 35 8k 36 ATk i A& sk 7 v, o frid sh & R B G Boe R
HIRIhHe R / sKATE D) RE .

AT, FRAEBUR)EL K 35-46 FT—TTIR I FH i@ sk 7 v, Horh BT dsRNA (L&) 8 BTk
AR P H 4 L R NOX3 R IK .

48. — P XUEE RNA (dsRNA) 46 &40, ST 4ahd A SEQ 1D NO: 7 A 41 Hi 1 /7 471 ) mRNA
[*) RHOA JE R IR I, H T A R E 2R E B WA TRy .

49. —FONE T ER A E I H W iR g R 1 77 v AT M iR 2
i YA T B R R R RHOA 2[R 1) 2 1A I XURE RNA (dsRNA) 431, HoAr firids RHOA ZE K] 4mhidy
HA SEQ 1D NO:7 "4 H (#7411 mRNA, AT A ik 52 38 B N A0 22 T4 (IR 22 OR3P

50. FRIFEAURIE SR 48 5X 49 ATk it IR s 75 vk, Hodr Frid ot 2 a8 s & A &
T
51. MRIERRNELR 50 AT IA 1 FH a8 53 75 v, A BT A o 28 715 Ay BB JE o 28705 iy BE AP 22
s

52. R AR EL K 48-51 WL — I i () A i B v, L B s 8 R F EL & OR3P
BT TRt .

53. MRAEBHNE K 52 Prid () B 7323, b BT ad s 28 T I 40 Mo e T A0 H5 08 T PR 40w

4
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T,

54. MR ACRE K 52 8 53 JTid I A& 877 V25, Horb BT ah w22 e 1) 48 K T b5 955 93 B8
E S ARG L A FE / AUBRANT A0 AR B | e S I FIVE, 5% 248 v 1 — T 22 TiAH
Ko

55. MRAAHNEL K 54 Prid () g s 725, o b ik s 20 o i 40 Mo T 5 5 B e A
Ko

56. HIFAUH)EE 3k 48 B 49 P id i & B 23, Forb i id 203 A Bud Tk @ 5 Wi
s B BT RE S B0 2 A G I — sl 22 e BT AR IR RS

57. MRAEBUMELSK 56 ik (1) H IR B 7 1%, 2o rh B 953 B0 IR 5 18 H B R 1 B 2 W W
T3 5% M R EL R AR AR A G o

58. MFHBCRE K 56 Pk i HIR BT v, Horh ik 203 A B ) 36 Je IR IGUE

59. MRPEBCRE Sk 48 8K 49 ik I8 A& By 25, Horb il a2 R B 4650 7 BE 2 kR
HigIhgeA / BiarkEThRe .

60. MRPEBCRE K 48-59 thAE— I fridk ¥ i 8 542, Hor irids dsRNAG A4 T R ik
Z AR P 4 A ) RHOA R 1K .

61. — MR FTFERZ AT W EH N s tm e R g, a2 E
1A CASP2. NOX3. CAPNS1 BY RHOA (11K [ dsRNA ALE4)

62. MARBAIE K 61 Frad ({5 &, Hod Bk dsRNA 4654 T 1 CASP2 381k

63. MARBAE K 61 prad (5 &, Hod Bk dsRNA 4654 T 1 NOX3 (131K,

64. MARBRIZK 61 Jrad (a0 &, 2o ik dsRNA L5470 R CAPNST Rk

65. MARBAE K 61 prad (k5 &, Hod fridk dsRNA 46542 T 1 RHOA [1R1K

66. MAACHE K 61-65 HhAE— I ad i) &, Forb Prid pp 22 o0 2 AP 42 B 5 7
PREETTN

67. FRAEBURE R 66 Frd (5, Fo b P s 22715 DA 8 e A 42 1Y BT RE AR Y o

68. MIHEAAIEIK 61.62.66 B 67 FE— Uik 7 &, Forh T id dsRNA BLAT RURE 25
1;@ H

5' 2" —GCCAGAAUGUGGAACUCCU-Z' 3' (5 4%, SEQ ID NO :8)

3" z-CGGUCUUACACCUUGAGGA 5' ( Jz X 4%, SEQ ID NO :9)

PR AL CLU TG 3 REBHIZBZ T IR A1 A2 R AZ R B E RS 40
i HAR AN E S BEZ IR B S S o W S 3 S T — MR IR Bl AR AL 7 1
¥

P Z 7 B AP A7 AE BANTFAE  AH A W R A AR, b7 A5 70 L P R BE I
37 AL RN 1-5 MEAL TR EAEZ IR 7 s A 5 s 3F

b 27 W] BRAF AR BUANEAE , AH 2 WURAEAE, LRI BRI 57 v A 2 B 1 i 51
I3

69. FRAEHIEK 68 FITid iR &, 2o prad L il 0 i i — s A Z f 77
BIAAFAE, Hoh rid Ay SCREED 5, A 57 Im T UEVHE, fEALE 1.2.3.14.5.6.7.8.9.10. 11,12,
1314151617 H1 19 KR LB KL IR A 18 1) L- B 5 57 smth i &
1) 5 ) B AR IR ARE 34 (76 SEQ 1D NO:26 WA ) s FF HILFh ik e SCBERL T, M 57 o IF

5
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5/5 1T
GG AEALE 224368 1113415317 A1 19 WRE—4L) 27 0— FF LRSI 1) 5% B 1% 5 R 1
FEALE 1.3.5.7.9.10.12. 1416 F1 18 [ 5 — AL I R ZAB NI AZ BERZ R (76 SEQ 1D NO: 27
A ) .

70. ARIEBCF LR 69 Pk il g, Horh 27 47 48 9 HAL S S i il S Bt i 18 7

T1. ARIEBRER 61-70 sPAE— IR IR &, et — DS TR g 218 E 24
= il FH T dsRNA AL S22 &
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BT ®MERPRITTEFESH

[0001]  AHOCHIIE

[0002]  AHEIHZESK 2011 4F 11 H 3 HARATHI bR &4 “Compositions and Methods For
TreatingMéniere’ sDisease” (135 [ I HHiE 741 No. 61/554, 982 Fl 2012 4F 6 H 25 H 4
AR A “Compositions and Methods For TreatingMénieére’ sDisease”{3E [H Ilfi b H
W74 No. 61/663, 627 [FIA L, Hal il 5| H AR I ARSI TIra B i,

[0003]  J¥4iFK

[0004]  AHEE T 9 IEAATL K “240 PCT1_ST25. txt”, KA 33kb 3T 2012 4F 11
H 1 HUL IBM-PCT HlLasts X A, B 5 MS-Windows IERVE R GEAfe A 1 I ST AR AR %
IR / B2 R T4

W NTBE

[0005]  ASCHEAE T 4 IR CASP2.NOX3,CAPNS1 8k RHOA ¥ XU RNA 4k &4, I T2 iR & B W
PRZE TC AR 22 DRAP TN I LN/ SR RE D BE R SN/ s BRI IR ) 2t ) 2k o 0k
— DL T F PRI AL T3 JE /R IGHE (Ménieére’ sdisease) BRSALIIEIR R IE FEY XU Bl
A 2R JE IR AE B AL T RE I 52 1 77 VARG &

[oo06] kBT 5

[0007]  AH-H1 3 AT BG AT Ll A0 T BRI N L, — A2 BILR 75 e e 4 hy ph 22 e
LRSI ESM bl i3S DN TR N TR R LIS o Ve SRy R S S RE R ER SIS S
[0008]  H H A Py - F A2 35 6 T A AU 5 B RN R T & AR BT R (I, 8, Atlas
of Sensory Organs:Functional and Clinical Analysis, Andrs Csillag, Humana
Press (2005) , 5 1-82 J{, @i 51 HIF AR ) i 52, T H BB EA 3 MWV
() /e SR/ 78 B AL, W Vi R B 5 N H .

[0000]  PNEH- (RRER ) J2& H T s B B g -1 245 B A BE R AL R S 2550 . HTRE R 4E
FH R E A TSR ) TR S AR 62 0 R 35 B A4 3~V 2T )~ R 2 R

[0010]  FLM i 25853 T 20, 000 ANFR A “ A BB 4N~ s “ B 4n i 4 A0 e 40 fiu
B Corti #58 o X LU Mo B A G B Hmm AR H N K B R &R (478 ) . W HEK
(R 7N St 380 P o ) B ) P AR B 5 LR T AR AN 2T B AR50y o Bl AN [R50 43 ) 26 48 e b
N T AR SR B I H A IRBh e o e bz, s b sl Rk BRI UEAT A BRI RS . Y
H B0 b N HSCRF 4 i o [ o SCRP A TN Brp s BAi L2 R, /b8 7 B Jf
WP FSCFR R B . SRR AR I S R AT (ARG ) VA (AEZRAL)
Yedl . 44l (Deiters) . Held 40 Jife. Hensen 40 fifd. Claudius 4 jifd. Boettcher 40 e 1A
)40 AT 14 (Huschke) o

[0011] MR AP0 T Ao — o 7 2 SR H gy 328 BRI [ — S P22 40 I o 7 B0 1T IR
SR R IR E A 221 P22 o AR LA O AR PR R — 80 o R A S B4
JeL EE T 0 S A 1 A, O HLC Bl AR A — BB R Ui 2. CRTREIS AR ) W B2 073 o i
FEMZAT (RS REMLTT (Scarpa’ s ganglion)) f&HTEEMZE IR LET, Ho5 4 FE H

7
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S 55017 B B AR 25 B 1B 41 BT 130 5 ik T 2 ik 1 BURR AT 20 A% N A28 T ) 40

[0012] 25 [H & A B /A 45 No. 20090162365 F11 20110112168 ¥ } siRNA 4k & 4. B &
siRNA WL AW AL G4 B L 967 5 A 08 12 56 DR 2R 0 AH S R 5 93 R i (1048 FH 7 75
[0013]  SE[E &H| No. 7, 825, 099 ¥ K Il il P I8 T HE R y6 7 W 0 A% 16 7 ¥

[0014]  SE[E L] No. 8, 088, 359 H1k [E & H| H i /A 41 No. 20120252868 ¥ MG W 1% 5%
FALIVT B 7 o

[0015] & [H & H) B A A6 No. 20110142917 25 FF T dsRNA 43 1356 3% 3 B 1 1 AR A
itk

[0016]  ZE[HLF HiE AT No. 20110034534 JUELWE A7 B CAPNST ) dsRNA 43 F-.

[0017] & [ & F) HIE A A7 No. 20110229557 #5 I FH T 1A 57 HR 3 160 5 Fh 22 R R AR (B 45
CASP2) [ dsRNA 73 o

[0018]  PCT L H]/AAf No. W02011/163436 23 JT T 4 i) RHOA f] dsRNA.

[0019]  HRMEFISE e /R AEAE At 2w 1 2 A3t H 2 a0y VA AL PR o 28 o A8 PEF 1
BENT 3 etk B R . AR P BARE TT, ELFE B AN M B B e R AT R AR T AN, e
AR A BT (Il PATS ) , T D BRI W 3% 2R (AN AR 26 JE JR IRE g )
(RIGT PEIR T AR T . AN, — 7 g At 148 FH S B AN nilE HA 38 0E PR ) dsRNA
EY, FT 323, B4 B B ul e Je /R e sl AR I N 32 1 B e oo
[RIAR R R R 7 o

[0020] & EHAIA

[0021] AU BHID J A 523838 B AR Z8 TG, 19 JOT R T Ao 287 400 Je R iy e Ao 421 4 a4 it
PREARAP TR & . — 70, ASCA I T — iUk RNA (dsRNA) A6&47), 2078 1 4w 4
HA5 SEQ ID NO:1-3.SEQ ID NO:4.SEQ ID NO:5-6 B{ SEQ ID NO:7 HfF— %1 H i) FE 41 )
mRNA [ CASP2 JE[E \NOX3 FE K] . CAPNS1 ZE [R5k RHOA ZE[H ()R IE, T8 HEMZ R EH W
FRER TCI AR ORI o TR AN 7 P4 T 4 HE Py P2 Jo R A 22 OR37 1) T ¥4, i 7 A0 4
] JT R 52 AR 1) B0 It FH A 7 A = K U CASP2 JE (K] \NOX3 ZE K] . CAPNS1 JE [R5 RHOA Z&
()22 15 1R OURE RNA (dsRNA) 73 A0 A 40, MATT A i ads 52K 25 EF P 1) A 22 40 i A b 22
P, B2 T S, TR T AT . 4RSS T b, TR A T S AR A
N RS T R, Pk M o AL S R E AR S T AE R/ BRTRE AR T A . AR
Lo 77 22, CASP2 JEH 4wt A SEQ 1D NO: 1-3 HE—ANF H [KE 41 I mRNA, 76— 4L
S 7 27, NOX3 LR 4R iE B SEQ 1D NO:4 A 41 H (> 41 ) mRNA . #F— 26 St 7 &,
CAPNS1 [ 4wfis A SEQ 1D NO:5-6 HT— 41 H F 741 (1) mRNA . 7E— 2852l 7 &,
RHOA £ (R 2w 85 HAT SEQ 1D NO: 7 H 41 H I 51 I mRNA. fE—2E5i i 77 S+, CASP2 R fJLidk
AL R IF HAEPLE Sl 77 %87 dsRNA 7> T A B B SEQ 1D NO: 8 H4i HH % IR 7
VA SCHEFLEA SEQ 1D NO:9 4 L IR A1 I Je B o 7 — L85t 77 S rh R R
AR T B AR AR T 4l BRI T S, S T R A M AE T AR PR — RS Ty 5, R4
TGN JRAET 5 0 SOPRE « SR SR B M A EE / HURR B AT S A 22 R sl A e i 22 55 L
P8 SN B 7 AT R R — TIEK 2 UAH % o 7E— S8 Sl g FE rh AR 22 T I 41 AR T 5 Ry R i
AR o AE— LS 77 S AP JU IR 40 A0 T S B IR ARG o 78— 285Kt 7 S, prid
I I A TR IR B IE o AR SE TSP, P 5 s R B 55 W i 24 B 0 B S

8
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AH ORI RE FH 5 T R B 3 B 0 AH R B IE o FE—SUSC 7 &b, WT i 2% B 4 Corti #%
Ho ATBEMNZT A2 5 )\ A 28 fiT e 0 20 IRV RS o e 227y, 4o T P BRTE S s 1) . AE— 48
SEETT ST, ATRERS Ok R B BREE N HE A i

[0022]  FE—4E50JtE 77 S, Pk 52 iR & A BUAL TR i —Fh a2 P B iR 8 B
Wl R PR e W R 2R E M R PR DR R AR o AR AL St 7 2, IR A2 iR R R
S TR ESJE IR [RAE o

[0023]  7E—2C5ji 7 S b, AR SCHRAE T — Ry T A 3L B R TOE I 821838 1) U V2, AL
I T 52 4R 3 e FH YA T 78 R 1 R U CASP2. NOX3. RHOA B CAPNS1 JE A ({136 15 [ dsRNA 4k,
G, IWTTRTT TR 2 #

[0024]  7E—S85J 7 S, Pk 7 AL S RS9 AR 55 JE /R IOAE I 32 R 7 26 Je R IRAE (1)
FEIR A H5 1] BT IR 23R 3 e VA 97 A SR R 1 CASP2. NOX3. RHOA B CAPNST & [K] ) 3R 1&
) dsRNA 4L &9, TIPS 35 JE /R FOERPIER o« #E — 285l 77 27, Frine PR H6 H g | 3F
AT W I3 2% (ELH BZ 2 O BUCE I P 1 — ek 2 o 75— 2850 7 S b Birid 77 v R 46 4%
fiff 2 JE IR ERRE [ —Fh B 2 PiEAR o 7685l 77 28 b BTk 7 VA4 08 77 Wi g 030 20 Mk 52 8805
PR .

[0025]  7F— 285t 5 52 B iR J7 AR R S B AR A0 52 A P 4R ROBB i ph 22 T R/ BT
JEMEAT R FIIT . 75— 2850 7 b il 77 v R (R R AR e AR 2T R/ BT RE AR T
AT o FE—2ESJE 77 S8 b BT J7 V20 46 TS 52 4K 3 Hh R T o 422 1 40 A R B i e o 22 40
(RIR T A MO T - o 76— L85 7 48 T BT i 75 v5 AL FR $R A 52 43 rh g e A 2274 40 L FH BT
BEMZ T AR LRY o AE— S8 T SR rid 7 A BRI B 2 E TP Bl D ge . B
09 2 B AL HE I 7 B E WK T ) o AE— L8 S Ty G2 T TR i i AR TR 52 A T RE DD
Ao HTEED)REELFEH 7 B A Tk R P4l

[0026] PRk TIRYT A 38 B /R PO I A2 A BRI &, AT A R E R R
CASP2.NOX3.RHOA B CAPNS1 K[ (1A /T dsRNA A& . E—2Ls i 7 &b, ik ikl &
W AFE RS2 E ] dsRNA (LA 2e e s IF AATIE O FE T U . 7F—28sji 7 &
o, TR IR & R CASP2 JEN (KR IA K dsRNA Ab &4 fEARIE S 77 %7, CASP2 J&
R4 6% SEQ ID NO:1-3 HT— 21 H i mRNA. 7EARIE Sty &b, iR iR F &4t 7T as
B4 SEQ 1D NO:8 H 41 tH 4% £ 3 4 78 SCREFLELAT SEQ 1D NO: 9 4 tH % IR 74
() f2 BER dsRNA AL& 40

[0027]  FE—2Esjti 7 e, Bk Ji AR S A AT A dsRNA A& 4 (i, IR
(siNA) \JZTFHL RNA (siRNA) 73 RNA (miRNA) BYAT & J% RNA (shRNA) ) , Hi4h & 4w hd ik B SEQ 1D
NO:1-3.SEQ ID NO:4.SEQ ID NO:5-6 1 SEQ ID NO:7 43547 [f] CASP2. NOX3. CAPNS1 F1
RHOA iy ABEIE R A% ER 741 (4840 mRNA [ 47 ) o ZEARIESEHE J7 S, BTid 5 iRk &
AT 454 SEQ 1D 1-3 FhAE—A 41 H A CASP2 mRNA ] dsRNA 1L 54

[0028]  EPLIESLHE /7 S, CASP2 dsRNA AL & & SURERN Je XU, HLrh i I SR
SRS (57 >37 ) AGGAGUUCCACAUUCUGGC (SEQ 1D NO:9) o FEARIE S5 %24, dsRNA
EWRA S -

[0020] 5’ z” —GCCAGAAUGUGGAACUCCU-Z' 3' (45 X %%, SEQ ID NO :8)

[0030] 3’ 2z—CGGUCUUACACCUUGAGGA 5’ ( Jx X 4%, SEQ ID NO :9)
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[0031]  Hrp A~ AL CL U FI G 354 RS I RZ M =% 1 IR « A1 R AZ BEAZ B R B AR R
o 3 B IE S B AZ IR B AR B IS 0 B i SO B 5 R — MBI 1 R B AR AL
IR

[0032]  JLrp Z 1 27 WAF— DAL AT AE BUAAFAE, {2 4 A7 AR, o7 M A 55 723 i 78
M) 37 AL RN 1-6 NIESAL AT IR BRI 7 B4 5 3R

[0033]  JLHp 27 W] REAFAEBANATEAE , (HIE WUERATAE, A AE T IRE SURER 57 s LA i 814
G55 o AE—LESLE 77 S5, dsRNA LA AL & R M SR ZIZ T IR . EIRIE
SEi 7 2, dsRNA LA AL & R EAG R ZAG A AZBHZ AT IR 2 /b — N EH a0 .
[0034]  FE—HE50jE 7 &, dsRNA @05 2 /b — A EHEE I . ERE LU St Ty
b, CASP2dsRNA BT 4544

[0035] 5’ z” —GCCAGAAUGUGGAACUCCU-Z' 3" (H X%E, SEQ ID NO :24)

[0036] 3’ z—CGGUCUUACACCUUGAGGA 5' ( Jx 4%, SEQ 1D NO :25)

[0037]  Hrp &R A C. UL G 3528 REAS IR B AE U R M A% 17 BR B AR L5 7 IF HL A
A ESAZBEZ IR BCAEH ML 7 1 R — iR B 5T — MR AZ R BRI 3 i %
HAFTRAE RS, N5 i PTG AT B 1.2.3.4.5.6.7.8,9.10.11.12,13. 14,15,
1617 FI1 19 (RS AEAR AZ L TR A B 18 I L- Ut s h ik R X & 20
(5) MEFRIRABEMFZ 27 -0- FIEFHEM R ZITIR ;I L 27 Z 27 fFEA
TEAE. B2zl &b, A EALE (57 >3 )1.3.5.79. 11131517 1 19 174E /)
% 20 —0— MRS R R AN E 2.4.6.8.10.12.14.16 F1 18 1E1E HIR L AE 1 )
PR G 0, e S AT E (57 537 )2.4.6.8. 11,13, 15,17 F1 19 F£ 27 0-
TR AL PEAZ TR o

[0038]  FEMLIESZHE T, dsRNA AL A A S5 4 -

[0039] 5’ iB-GCCAGAAUGUGGAACUCCU-Z' 3’ (45 %%, SEQ ID NO :26)

[0040] 3" 2z—CGGUCUUACACCUUGAGGA5' ( Jx X %%, SEQ ID NO :27)

[0041]  FLrp R4S AL CO U FI G 344 REEM IR - IR 2B AL B AZ B R Bk FI
o 3 BN E S B R B AR B U 2 18 i S0 B 5 R — MR T R SR 5 AL

IyiERE
[0042]  MLARBEAS 72 R 77 SANAEAE, Hodp Bridq U &, A5 sm AR AEAL B 1,223
4.5 67+8.9.10.11.12.13.14 151617 F1 19 [RIAR SABMR A% BEZ T8 A0 E 18 19 L- i

FMFFIF H 27 £7 76 HAL 5 I vl B SE AR 3 4y 5 9F L

[0043]  Horpirik i SCREAL S, A5 s R B fEAL B 2.4.6.8.11.13. 15,17 FI1 19 1%
—HhEI 27 0- SRS K AZ B AZ P B R E AT B 1.3.5.7.9.10.12.14.16 F1 18 [ RE—AL 11
KRBT R P TR A 1007,

[0044]  dsRNA b2 4038 ik & WUt FH & A2 AT — Mo A, RG22 (R AN MR AE 1R N i %
Jiite NAZIFENAE, dsRNA (LEWmTVE A B4 5 BUE A 2 2% b nT 8252 1) ki F Bion]
B FH BRI TR LAY 5 2 A AT 2 R AR R AR RE TR RO 3R AR R A
A

[0045]  dSRNAfb EWLIE L 3 =, A 46 Ryl sk R B s A o mT il & v AR T AT i «
IR A AL BT WL 700 A 7K L 7K T 7 R VR R D el A L D R 2Bl 2y
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WEN) o AE—ASEETT S0, I ARG R0t Y, JCHE A 1) B 1 Jm il i A v B 1) Jm
i BEL AL A, ATAT dsRNA ALE i i o 76— 2850 77 2, WA g AL & 1
Ay i BRI B5c o A — SB P STt U7 S8, ik 20 5 s A e i v 55 dsRNA
WEY

[0046] 71254~ 75 Z2 0, e il A S 0 it FH AR % B IR 25900 286 D 1K) STk T 22, 2 Al
SR V/binai A IR EN RSl TN S e Bl

[0047]  FESANSLHE Ty Z i, 2385k B S 2H A T M A T R B i R 38 Je /R IIER 5%
R H A ISR AT RS e P elcE 2 R b ST A G RS &,
BRI 2 JelE . fE— 2077 f, B TR S 2 okl G . B E=h, £
JURELE B H N B S B I RURE I BRI 22 2R S LA 5

[0048] R — 5Ll %, 2 JulE N Bl ZESANSEHE T B, A A SRR,
HIMAEE R IR AR N2 0. 1% 22 35% 41 1% R4 30% 2 5% B4 25%, ILIEL) 10%
4] 20% .

[0049]  7E—2L5i 7 S, 252 iR I Sk AR} ) — M 0 v i B EA BN, (e B TE i 0
HMAEY . AL LS T7 Srb, AT AR & AT s, il and A (4040 ) 10-100 1 1/ i
)3 B S 1) ER T I 25454 o

[0050] AR B 5 — S 7 R4 T UL BAT— A WAE & H TR 7 B R e R IRE
(K52 R K Z5F P & . E— P4t T30 CASP2 IIERIK, A T B 1521 B (1)
Z IR AR L&Y .

[0051]  PCKEA AR 1) 77 325 A BRI STt 9 3 A i B PR T SIE B AR BRI 5 55 AR SC vk A4 BRI 7
TERAL BRI BN 77150 BT AR I B IR S e sl 7 o AR B ) HL B R IR RIAR SO
A R B IR AR 22 Sk ol B 25 W

[0052] AR FF B AR ALRE TR A SC AN S 7 58 TP A T IR AE 40 & FRAEAT R P A o B AR
o HARASL CL8 UL BRI 1 e i St 7 58, AELR VA TR 3, AR R B 73X 28 St 77 ZE 1)
REAE AT HE ) R BIAH R B 1 BF AR UG, AT AR AR AN RS, P TRk
ASEARE T HE I 1) S 75 58 AR AT 1 46 5 T 2 Do

[0053] it P fijik

[0054]  [& 1 7n 8 THFAEAY (42D I Phex™ ™ 5875 (4518) WEARKHALRY . &
SN T WIRERUK (BLH) o 7E28 FEIH, G FRIEHEM AT &, ML FEF M a5
BEHE M T T, HHPAE Phex™ " S8 /N I F D (ELEE G 5 M) o Phex™ ™ G875/
SR B R R PR R K O R b 2 DA A8 e LR ) AR R IR R R b — A R 0 A
ToEAT- S RN HARET CATRERIRNE ) HIM& ok,

[0055]  [&] 2 7 T A BRI X A siRNA 22 MEVEAE SR ¥ i . “Px” 3577 x K.
[0056] & 3 ATIRIEl, W AT dsRNA sBES Wi HE RN Y B ) V0 7 AN 52w B AR 28 /)
BRI ) D RE o

[0057] &I 4A F1 4B 7 th T MR RES 73 171 L 36 8 7K FOREASE 2L i OR3P T ) D BE IK D) 0 1) S
il . (P15.P29.P90—- 1 J5 KA s7E P15 Z A IBIE siRNA AR RE, K Bl iE ¢ sP29-30
ZATH ABR I EAEF A EATRE )

[0058] & 5A-5D 7 HE TR FHPERT IR (RSP YT B4 siEGFP ¥RYT ) B siRNA VBT 1)
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Phex™ /Y /N IIWT J3ZhEE (ABR) (MBS FEA> T B B /R i ZEdR e iR B0 75 4 (kHz)
(R0 5175 A+ B . (ABR) BIME (db) o ] 5E AR K, Bon 5 RENW a7 ML siEGFP
YBIT IBIAH L , 6 PO INF22 siRNA VAT I A N ABR AHAT 5

[0059] 6A-6F 78 i T Phex™ /Y /Nl PN AR 22 0 I 2R 24 VP4l AT s 1CASP2 (1007)
R TE AN AT RE AT PR B R AR . P& 6A FIT 6B I ET Sk T B E MR (SG) .
6A 1 6B 75 Y T L UEN WA T 1) Phex™ /Y /N SG IR IEFIZET IF ELIE 6B A1 6D /-t T
K48 s1CASP2 JAIT 1K Phex™ ™™ /Y /N SG (I 4%R. B 6E F 6F 23 ARt T @ BENWRTT 1)
Phex™ /Y /NFIZE siCASP2 #5377 If) Phex™ ™ /Y /NG AP AT RE AR T (K S L R D) e
[0060] & 7TA=7D 7R T Phex™ ™ /Y /I B HAH 8 ST IR AL ZR 25 VP0G R0 5 8 A P i3 T
2 siEGFP ¥BIT HIshY (& 7A) AHEL, siCAPNS1 ( & 7B) . siNOX3 ( |8l 7C) F siRHOA ( [&] 7D)
XTRETE AR 2 T SR AL B s R o

[0061] P& 8A-8D 7~ Hi T Phex™" ™ /Y /s [l PN ERA£E ST 1K 21 2R 2 Vil R 5 2 A3 7
% SiEGFP Y&I7 04 ( I 8A) AHEL, siCAPNST ( & 8B) . siNOX3 ( [&] 8C) #i1 siRHOA ( [¥] 8D)
XTHTEE AR T SR AL B s IR o

[0062] & 9A F11 9B 7 H T 7F PO I %42 s1CASP2 Y& 1) EF P 2 i 4 22 1 40 i (1 {5847 o
[0063]  RHEHFFIA

[0064]  AHUGHEML T HEZ IR T O B AT IRy TG Y AT 7 3 a7 56
JE IR BORE R 05 — sl 2 P AR BEREIR , B HE 3 3 PR T 3% 2R e R PR 2 F /B3 EE RS Ak
& AR IER I 5E T R IR B 2 PE R AR 2 (CASP2) \NADPH 464k 3 (NOX3) 4% £ [ il
S1(CAPNS1) 1 Ras [FJUFEF 25 K 72 A (RHOA) iR —SEIE BRI R F0 i .

[0065]  — 7 Ifl, ASCHRHE T —FioMA B 52 R 3E IR e ph 287 A e R/ BYAl B ARy
N e P AR 2 ORAP (1) J5 1 A HE ) 52383 i YR 7 A SR KA i) CASP2 3ROk W 1% 1R 7
F- ATTE M A 22715 40 J Fl / BRI RE AR 22715 40 e Fh 3R b A 2 AR 30 . 55— 5 ), AR SCR it
T RT3 B R IRUE I A2 10 5 v LS 1) 523K il FH P CASP2 RIS L%
B 31> MIYRTT 58 . 36 JE /K FUIE, RR A RE R 2 bk ELARK (ELH) , 2 5 3% 2 FH EL g
(1) EE, I H &2 o 35 R 800 )k 2k, 368 R IRE B U1 R BRLR A, (H2 AR
FELEAL A2 A R PRk R R R B AR T . PN UK B R T R g P i L 80 AR Bl
2 A AR RT B R B P BG40 e P 4 (Sajjadi H, Paparella MM. Ménieére’ s disease.
Lancet. 372(9636) :406-14) . 4153 Py bk £ M P 9bk B9 s 2 0D G ok i 2 /K B0 VAL 3) P otk L 3
2 BH W] R A Pk R K . 36 JE R [RRE AT 2 52 3 11— H B H B e . 5368 R IGE
FHICI) 32 B R W 1 99 P AEAT W 3 2k .

[0066]  7E&ANSEI T T, BTk i iSRRI E T )R k. fE—2eS0E Ty = 4, B
TR TR A 2R e IR FUE RS2 R AT MW s 2 o 75— S8s iy &, ik U7
AR R IR E M T A e T AT . AE— 28500y &b, BTk 5 v B S O i RE
2875 40 i e T4 AT

[0067]  E—AMUILSEETT Srh, 2R A AL, LIk N2

[0068]  7E#ANSEHt /7 S8, TR CASP2 [#) 53 ¥ A 2 W IR 2 2 41551, 441 4 XUE RNA 55
AR, AFE siNA, SEARIEAE B 3CER A TP iEIR I dsRNA 73+ FF HICH 2, B8 N4 R 75
5’ AGGAGUUCCACAUUCUGGC ( W% A CASP2_4) ] siNA, I HAE A X Fh st #% Hr e )45 B T8
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AR FFRPRARTRIAE K 2557 o AE— ST S0 P hE 70 IR BE A 2215 SR T BT g
MLETIHET . E ib;&ﬁ@?:?%éﬁfj %H@%t@%ﬁtﬁ%ﬂ@%t

[0069] & K i
ID SEQ ID | #3LSEQ(5>3") |SEQ ID | A X SEQ(5>3") | A¥%
NO: NO:
CASP2 4 |8 GCCAGAAUGU |9 AGGAGUUCC | 11,18
GGAACUCCU ACAUUCUGGC
CASP2 I | I8 GCACUCCUGAA | 19 UGAUAAAAU | 12,8
[0070] UUUUAUCA UCAGGAGUG
C
CASP2 2 |20 GCACAGGAAA | 21 UCUCUUGCAU | 2538
UGCAAGAGA UUCCUGUGC
CASP2 3 |22 GGGCUUGUGA | 23 ACGUGCAUA | 22,39
UAUGCACGU UCACAAGCCC

[0071]  7E PCT A 47 No. W02008,/050329 F1 W02010,/048352 244 T 3¢ T-iX &8 dsRNA i fft
I B UL K T4 77 v R B 1) 8% T 8 CASP2.NOX3 B RHOA [¥] 75 41 1) dsRNA. 7526 B &)
1l A0 No. 20110034534 H4& 4t T FH T A5 15 ISR 7] BT 1 CAPNST () dsRNA [ PR il 14 S
i o

[0072] AN PRILZIR, CASP2 2 R RIih G, (e 4l (GO) s M R R S
R T IR o A2 ik N SEHT TR B, 2R A H 20 47 55 1R K RSS2 A CASP2 [l 5 3806t
PR AR 2T 40 i (RGC) AT PEALT i ) #E R (PMID: 21677688) o £E—4L5L i 77 S,
BTk 77 154G AT A R s CASP2 RIS AL TR 7> o AE—SESL T S, ik 7 2%
ALFEAE T TR B NOX3 RIAI FAZ TR 70 o 18— 25y b, Jrk 77 ass A
AN H] CAPNST RIS AL TR 73 o 68— 285 7 S, Pk 75 5 A 548 A 1 sl il
RHOA KIA I FL IR 7T

[0073] EX

[0074] U5 {6 ., AR SCHEIR 1 75 U BH A5 S5t 49 BRI 5K b SR FH I 28 R T
[0075]  fHAFF R, BRAEN A A MR, ARSI, SO L« — 70 —Fp”
PR ” A48 Z U

[0076]  ARYE E a4 B & 2 3k T7 S o A R IR AR U BH (1) 77 T B SIS T 7 SR I, AR AT ) B
AR TR AR 21 FH IR 3 iR 2 1) A T e 7l 0 BT 2 o S R AR i P

[0077]  “HNHIF "R BER K (3 B5E 4 ) JE RN R IR B ST R = W )3 1 ok 2D 22 2 DA
KRN PR AL B AR SO R R AL G A A ST AR AR B “ 055 48 dsRNA 5]
7], £0FE siRNA FHIF

[0078]  AIASCATAT A, ¢ T 2E AR IE IATE “FNH7 i ” 8k b7 B a2 A 3R 1A 5K
Hahd— PP e Z P R B EURE SR RNA 73~ BCEERU RNA 43+ (5] 40, mRNA) ) 7K-FB—
Pl 2 A i 3 Bl ER A B S )3 T B AR, AR TAE MR R (% ig 7+, il an A AR
SCHTIR SR RFAE ) sINA) k2 I LR B K P W a0 e 2K AT FRAIR 22 9096 .80 96 .70 %6 .60 %
509640 % 302 .20 % « 10 %6 + 5 % B T-7E il )k Z I 82 R IR R 18 o fEASCA I 7712
R B I — STt 7 2, 5 0 HEA 22 e A0 MO R AH LG, 76 PR 22 oo 40 R R o BRI RT3
SEPL T LT R 2D 10% .

[0079]  ““XU%E RNA il 57 742 e 0 441 Fik DR () 2% 18 Bk S L DAL 4 1K) v P o2 28 A DA 31 iy
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7 AR B AE BN IR R AL S o AR SC BT A FH R TE 45 siRNA shRNA 145 i, shRNA 7
(R —Fpek 2 fl o IR PTRRA T A B0 T RNAL 1M 5, TR TTER

[0080]  Lg1AR ST ASE FH R AR T “ HU ) i 255 AT ) R 28 B A J56 AT 7= ) 0ot e ik 2> 22 /2 LA
BT AR BB N AR . SE AR B A . 451 APP RN “ A7 RHR A IR A
RKIE (FEie ) s— Ml 2 AR AR 2 IS M EL SNP ( AR IR 228 ) (1.
[0081]  SEQ 1D NO:1¥8% AR ARG 2 8 T-AH ¢ - Bt 2 BR K (CASP2) (% 7= 1) AR A
1.mRNA gi|320461578|ref |NM_032982. 3| ;

[0082]  SEQ ID NO:2F8%H7 AP RACHE 2. JAT-AH 2 BE & ER IKIE (CASP2) ¥4 % P= )R Ak
3.mRNA gi|320461587 |ref|NM_032983. 3| ;

[0083]  SEQ ID NO: 3482 A PR AH 2 AT A DL BRIk B (CASP2) (B F=)A8 1A
2. mRNA gi|331999981 |ref|NM_001224. 4| ;

[o084] SEQ ID NO:4 8 2 A NADPH % 4k B 3 (NOX3) . mRNA
gi 1229331997 | ref |N\M_015718. 2] ;

[0085] SEQ ID NO:5 & % A 45 45 (A B, /> T 5 1 (CAPNS1) . # 5% 7= ) 25 1A 1. mRNA
gi|51599152 | ref |NM_001749. 2] ;

[0086]  SEQ ID NO:6 F577 A58 AEE. /3L 1 (CAPNSL) JEE5E7= 728 4 2 .mRNA gi | 5159
9150 | ref |NM_001003962. 1] ;

[0087] SEQ ID NO:7 f& & AN ras F ¥ %K K & 5 A(RHOA) . mRNA
gi|50593005 | ref|NM_001664. 2/ ,

[0088] A& HH I — 5 THI AL HE A< ST 2 FF 1K) dsRNA [ “AREE AR ST . A BHIK) 7 it
TR Jo A T B 2 P P B OR Y B m s e . WIASSCITE L, RVE “ i
PR3P W KB/ Bk F / B g9 A/ BRI B Ak Ryt JE . A SO AR T, R
“PRAIBAL” BIRMA T TR R . X ARREABR T T S RIER R, B R R B
FHABAR£2 7T IR B 2 2K o

[0089]  “fft 28 JL 7“4 28 JU 40 M7 AP 22 4 Y (nerve cell)” Fl“4h 28 4l i (neural
cell)” (HLFEFPRE T AL MU Fsh 2T 40 i ) v AZHe H THamh &2 4 e, B 47 Sk a2 b sh A
SR — AL S 20— A . KM ITl 3 A FERS o 4 sk - A 4 i %
(%) 240 J AT AN (R SE BRY (PR B TT 5 < 8 SRORH T 5 o WRF 52 R 8 T IR B 1S 4 » — M 4 A
1 B SRR S g o Bl SR R R AL AL S AR R Bl i A R A 5 — AR T B
B AA A 2R — DK S R AR oM S Az o Sl 5 S h 5 ml i@
3 SR VEZ R R S S IR 22 85 A0 . 28 5 (R0 i PR Ay 5 fih 25 35K B Bty 5 K o » L 25 fie
AEARER 38 TR S /N o Bl ST R FR A BE RS I 2 2 1 i T 20 B 78 w0 T, G o ) R e
KRGS (Schwann cell) FIHAXAPZE R G H /DR TRANMIE Rl . & A 2k
BEYIEII A REE 7. A ITUHLIEIE M B SN IR 2652 2 A% i 21K T F A8 i I HA A
WA RS T 7 hOAER 2] EJr O s (e ) ME TG, Mot m] Ak bzl K
FHAEBE & 125 BN AME RN 25 JF BN 24 By hv R R oiizEs) (f£H)
PRZE T, B M IO B W M Tia ik BlIs gl & o It HAT T sl e R4 N 1Y)
Bess CIEREEPIR] ) MRZET0. HESI R 48 NFIE H AR 42 J0 1 58 tH AR T CNS AN FR A
RN S U RAE ONS NS, FROD AT 4E
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[0090]  ARE “ it~ B« N P TR gk 1] 52 R I B, (R A SR A
SIS AT 1) S R i FH AL 54 o

[0001]  RiE “ HAR” F1“ H” FEA S A] A2 4 FH OB H fs B A/ R F A 21,
FESNEH H RN E

[0092]  Rif “HE” s “HMHE” H T4 NN E 3 B E.

[0093]  “EfE” (ARFRA B B EE ) Fels o0 B o B0 B T IR e

[0094]  ARBEHIn “ A A7 5 BB EY” 8N A S0« i T
B AEIFR AR S AT A4 F 1 18 e A G ) B R 2 R B s N B 2 2
I 1K —Fh a2 P AL AT BV AL S BT

[0095] WA SCATAE HH “¥a9T (treatment) " “VRJT (treat) ” B “¥iJY (treating) ” 4
FEXTFLBNA, R A N B BOR R TR YT, I BLAEE « () T B 2590 B0 IRAE
Gy 58T R 58 B R (B i A 12 W D A T e O R ) 32 1 iR R 5 (b) ST
P B R, RV BORHL R GR BAE IR R R B J 5 (o) SRl / B0CSat T i 5 B
R BI 51 AT s sl R/ sRHEDERTEIR 3k (d) 38 @ ATIR s sk, B2 - R e
B WA R BRI T VR T B2 BB RE SR A RO IR BRI I 52 DL Ak T
R P Ao R B 1R AU 1 52 3R 4

[0096]  UIASC AT T, ARTE“ 252 BR¥EZ 17 a0 7 IS A 5y, W5 Pk T7, i& &
IR A K BRYARTT IR/ SR E A

[0097]  “4RIBH” 8k “IBIE AR FeIE by E B IRIB B L 3 SN B W B
LAY Ak & G

[0098]  UnASC AT, ARiE “AHZ” FRTEPATREZ DhRe I A I AR U AL 4t i ) B 5
[0099]  WIASCHTAE A, RiF “ ZALAFIR” AN “AZIR” WAL #e A H I HL¥e 605 Wi SF A% B A% 1R
(DNA) FRZHERZIR (RNA) BT RR A o DR ATE BRAR A BG4 SR HH A 1R 2R 0
V)= A2 1¥) RNA B DNA 2R . A HUE K 2 2, Z1)HE mRNA R 4 FRom AH RV L B

[0100]  “SEAZAFER” FH“ S EEM)” I A s F JF HARE 2 B4 50 MZIFIR 1 i A% A% 1
BR S AZHEZATIR T4 A DNA B RNA 1% 718 ] Sl 7 A RAR B4 B, R s & A& s A
SAEM . AR X FEAZ TR T IR 3070 B0 o AN B TP IR 2 (R B O . AN R B
()40 i o 0 B T AR R B AZ T IR X BB X AT IR B0 9 i AR A MR A% T IR B AT R R
AR AR A 7 A A AW T BT REAR GRS T (R R SCRERT shRNA)
FIXURES> T (A5 BUE RNA (dsRNA) | siNA. siRNA 1 miRNA) .

[0101] KAk b HAME S A —F5 kT2 84% [ H AME . FIU04E 19 AMIRIE A2 B 1 X0
FEORIX, — ML S 2 94. 7% HAME, NS S B 89. 5% B AMEFF H 3 MERd S 8L
84. 2% HAME, BUEXURE AR KR L B AR o AN HE, KR EAHIFFR S 5 — 74 K T4 84 % 11
Al —M . AE— SRSy b, A FER R BESE A HAD (100% ) o £ 25l &,
2 XS B mRNA SEA AN (100% ) o fE—S85l 7 9, A X SUREAL 7 55 4 mRNA 1) —
ANEETR . 40, 70 R BRI — L EA AL C B G IR SUREFE S — M Bk “U” (57),
M AE S SURERTHE mRNA 22 8] 7= AR A

[0102]  “RZ IR B AT o5 7] R R AR B BORH B G 1 BOCR 2846 1 P It AEU A2 A T R AN
AT IR . B0 AR X A% F IR P IR0 20 IS 3 7 R BURZ P IR 2 (R B i o
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AR, RTE “ZBEZ IR 7 W5 AR A i R B F LB L IR . &1
ALFEXS TEAZ IR P IR0 73 B0 3 A/ B IR S TR B (R R

[0103]  RZH IR L B HIRAFAE G I AT IREE o E IRAF AE I DA AL H5 RS | S0
W AL IE | I JL I L PRI o A 1 PR 1) 22 (B B i L 5 I | e IR NG | 2— 2 ik
HRPEENS (6 FFE | 2— TR FERN L o T R ng: (65— i fC R MEIE 65— i CHImEIE L 6 A% H e
6 Gl A% Jig Jig W e | A PR P IE 4~ L R W I 8~ kT A R MR A | 8— i i N e | 8— Tt e i M
W 8~ Tt B i IR NEE iy 8~ FR L R ML FIIL B 8— HUAR IR B NSEng: (8- e A B MEENS (8~ ik 1
WEERA |\ 8— Tt It L MEERA | 8— Tt At 2 S MEEA | 8— J 2k 1, A 1L s 48 AR 1Y) g sy L A%
AR NS T H AR 20 R SN (5~ — G Bk R M IE AT 5— — G B IE . 7E—Lesif
T &, BHEDTH AL RE N AT EUAR,

[0104]  FEA R BHI L8l 7 b, 3 Sz R AL & A5 R B ML B %
HERA / BRI ARSI B RS BRS04 1 R (A B s i ) 22 /b —
MEAEMIZ PR I BT 54 DNA RIS (A% EF IR A5 4 LNA ( B% IR ) « ENA ( SJa M iix
% )« PNA CJIRAZTR ) B A0 17 B ER BR e BB 25 R IR M % TR (PACE £ 1F1R ) V515 %
HIREEA 6 TRl AL T EE .

[0105] % HR / FAZ IR I BT A R et 5 Ak B — R H , 45472 ik R U4 B8,
BRI EASKZTR / FAZ TR DIRE AR . 7] 52 RS A R B 75 i1
i B0 73 BTG AR A 7 e T S B R B o e LA

[o106]  HEHAEAHAUFEAEMEARIE 27 050 BRI IF Ok aa 2028 i e el (T FR AU )
FE I T T S YR ONL CF I e 52 I 16 Bt 213 €, —Cy (IR bE 2 2 AR IR AR b 25 ot
F5ELE FT EdE | OCF,. OCN ;0—. S— Bl N- ek ;0-. S 5 N- #4%E ;SOCH, ;S0,CH, ;0NO, ;NO,. N, ;
FRINGERE AR B 07 2k s R 2 2L s B P 2 ik s B R A e 265, L A kg & H) EPO
586 520B1 B EPO 618 925B1 HH AR,

[0107]  FE—ANSHE TSP, WUBE RNA (L &5 2 /b — AN i o By 27 &4 (<2’
PAEHME”) IR, ERLESIiE r &9, W AW E S TEELSEAME L1 27 0- fidikek
27— WEL 27 O- N FEE T 27 &6, HEReE it ge (FlurRemEn) . /62—
SO Ty T, IER 27 0- fEdk Dy 27 0- I (AR ) BEET.

[0108]  7E—SLSIj 7 b, FRE T IR 1B AR 85 JF HLAL 3 B IR —D— A% BE S AR, (H2 4l
Al RE S A RARBEIRR —D- AZBE SR, = lE IREERS 2" -5 M R (BnIFRA 57 27 ) (PACE

faray
3 o

[0109] LA ST AE L, AR TE “AEEC AT % B IR A 7 F8 40 5 A 5 BO A 30 70 1 A% IR
K, WFREHAR T :6 B2 T (KM EZE Nebularine)) \4-Me— W[k 3— A JE L
% 5— HE LM s, Ds. Pa. N3-Me ribo U, N3-Me riboT. N3-Me dC. N3-Me—dT. N1-Me—dG.
N1-Me—dA. N3— £3& =dC, N3-Me dC. 7By L, AEMGEBORT 1% FF IR IS I A % b
YR, (E—SS0jiTy =, WS B 70, Al 2 BRI, o
—EENME TR WER EE I B IS GE T 8RR RIS
S A IRAZ IR (PNA) , For DNA (8 RNA) FR g Il ezl ( Bz bl ) iR kg & 5 ik
RILKI R BB W B 22 B . D20 UE 5 PNA SR BT BEHAE [ A 1 HLAE 7R N 40 B B
IR E . T & MEZ TR B ARE R SV 28 R 28 3 i 28 hal AR IR

16



CN 103917647 A OB B 11/36 T

Hh D AR, SRR A RN A2 5T A (R 27 5 TR 20 5
REZE R [ A 37 0H])  NIE IR kUL IR . & A% IR (GNA) \ 7R BERZ TR (TNA) i)
PR AR (i, B -L- WAL AU B -D- IR % 17 ) o Elmen 5%,
(NAR2005, 33 (1) :439-447) " AT T AL F LNA BX IR ) siRNA 46 &1 52491

[0110]  7E—2CS2ti 7y S b, AT F — Rl 2 B B Inl A% TR, 18] 20 5 ] ) s g B¢ . ] e
WL EXURE RNA A5 (WL, 194, Taked 28,2002, JBC277 (26) : 23800-06) .

o111]  He B EZEIRN 5" M/ 837 #or bR R st ¢ Bk g7y .
PR SR 1k A A% TR A I AZ AT IR IG5 UK B RH 2 1] IR AR 240 4

[0112]  TEARBH A I RR A “ RS 1% 7 IR B« ARl A% T IR AU 190358 73 B IE
AL B BRI 4y o A% PR R R ORE B A A% B L W R R RS ( E DNA ok JIngs
WA | B4 IEEIA | JIig JIR i g B Mg 5 7E RNA Hf O JIRNGENG: | B4 RSNG| P e I Bl s ing ) 2 Rl 1% 1R
BB IT . SABIR IR IR & 7R 0 R Al i 1 — Pl el 2 Pl b (R0 i R AR
WA R B Z BRI » PR G P SR AN R A TR

[0113] Lyt AR SCATAH FH ARG “ ImE 207 ( “2”) A48 Jb s A2 0 0 o 00 A 56 it 4%
B2 ALFE 27 O BB 0 2008 0 3% J00 Ak 22 A% B0 R ol 2 0 A R a0 4 5 e ) IR A 644
RO 356 R S A B 3 4y B HAB A 06— W 243 —Pi s B8 4% 1 IR £ 5 L-DNA il L-RNA ;
5’0-Me #ZHF IR s AZH IR, AHE 47, 5" — WAL TFR ;1- (B -D- ARIRIHEE ) %1
B2 54 - AR IR IR N AL T IR 557 — &0 — Fe IR e 51, 3- &0 —2- N IR S
3- AN LTI NG ;6- 2 CAEBERRNE 12— 25 T e IR IE R N B REIR S 1, 5- 2K
PERERZ TR 5 o — RX IR 5 9% — OV BE S AT IR s 63 37, 47 —seco X THIR 33, 4- R T %
AT 53, 5— RS -5 — RN 51, 4- T ZEEBE IR 55 — 22 s/
Mrde AR #: LR IR R AT 57 - 3R 40 o

(01141 JELOAR 6 M1 3 Ay J ok i A% M S0t i 5 ot SR 18 2+ e I O ok e A 40 s ot
S AL 7 5C6- Z Ik —Pi s BIR AL TR, A5G L-DNA FI L-RNA. 55— DLk I 358 43 g 5
A EER C3 AR B ) o

[0115] AR SCHTASE A (R ATE “ A B0 43 ¥ IR mal A% 0 8 o Wi 5 Mot A A% 0 38 0 i
SR B AZ T IR S8 B 1 0 SE R R A% IR B A5 A% 1 IR AR R JEE o X % R 2R AL R it
27 -5 KL IR W R b 5 AH SR A% T IR IE B AT IR sV L% IR, (046 LNA R LI A% IR
[0116]  ZEAS A B 1) —HE St 77 58 0, I Y SR T 23 Sy TR A 2 A B 50 o O Al i 4
PRS2 I EAZ R B R IR A I 27 -5 WP IR ) e I i S5 A AR A% IR IE 2 1Y
AR o

[0117] P e AZ M 7 L FE (B ) MRS I S8 A% b 37 — AR 51, 2— 4 -D- Ik
MR A% B —3— IR 51, 4- Wi7K —2- AR —D— AX BT —3— BEIR . 1) Mo a5 ot AE A Bl i 2 4
R I IR RE IR ARIE 537,57 RO i AR 57 — B .

[0118]  “HEGAX TR RXT B ARAFAE BUE R P IR A W -1t A% 1 IR, B B 2R A7
TEW (O- R ) WBitg (- R ) , [E BB B IR TS 0 R AR L-RNA, F1 4%
Btk (spiegelmer) 7o IR ] A MBEL T IR B AUZ L TR JF HonT ik — P& 2
D —ABE SR B 4 . L3E B &R No. 6, 586, 238, [, 35 [E £ No. 6, 602, 858
AN TAE R DA - R EFREBRR R MR . S IR (40 ) L-DNA (L- Jid
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FUZRE IR -3 - R (518 dD) L- WA RE IR -3 - R (518 dO) sL- A% pE
B -3 - IR (B4R d6) sL- WEAURZ B -3 - B R (5% dT) A1 L-RNA (L- #% B ¢
=37 - R (8515 rA) - BHETY -37 - BRI (8515 rO) sL- MM ST -37 - iR (8%
8 rG) sL- BB PRWERE -37 — BEIR (5314 rU) o

[o119] 2 i AR A% PR A6 () W HIME 5 KRB (ArE 'S 1) A%
HERIK 57 OMe DNA (5— FIIE — WA HE 17 -3° — WFR ) ;PACE ( 48U 0l BRNEEns: 37 i Iik
LBREE AL PE MUY 3 Rt SRR ME WU 1T 3 I SR IR i e i I 1 3
IBRIEEE IR 1R )

[0120]  HFEEZ IR ELFE LNA (2 -0, 4" —C- W M B i IR IR AT 37 iR 2" -0, 4" —C- W
R 5- I - M 3 SAmERE. 2 -0,4" —C— W R 9 1 37 A i
5— ML - JR1F (BT )3 PABERE ) s ENA (2 -0, 4" —C- ZIE MBI TE 3 MR
20,4’ —C- LIGHEZIR 5— I - Mot 37 BREIR.2° 0,4 -C- MR S 1 3 H#
IR 5 AL - JRIF (BUWTF )3 BfiR ) o M3 — 77, Ak HEEE T B & REBMFI4
M IR NS AL AT AL &) . LS8 &k ARSI IR A MR R A% R W) &
BB 2D — DA R T HL AT & DNA A2 A0 (A% TF IR 9] 1 LNA (B ) , £
15 ENA ( LI %% ) sPNA CIRIZIR ) BT HAR BE 1 sPACE (JBRBRIE S IR IS S HoART A ) B3
B IRBAA 6 b

[0121] AR A FF AT W] TH & AR K AP FEZ TR 1w, /54
AR 45 A S W52 AR NI PCT /A4 No. W02006,/023544, W02010/048352. W02009/116037
W02009/147684 . W02011/066475, W02011/084193 A FF TRk AEHi 77 %

[0122] K 1A-1CH A H T 2R 44 2 (A CASP2) mRNA 7~ PERZ R 7 41), 49 4 %1) 24 SEQ
ID NO:1-3o AT H AN T8 BRAA, $8 52 7 51 ] BN (8] 22 46 5 HAHRY I AA SO R
Gy T AR AR AL o AXSCOA T B J5 33— 0 s A% T 1 NOX3 CAPNST (45 8 1 S1)
1 RHOA [RJ7RIA 1K) dsRNA 43 1.

[0123]  RNA FH0F1 siNA R+

[0124]  RNA T4L48LEBh 4t T 30 RNA (siRNA) A5 10 7 51005 5 M 3 =% )i 35 IR DT 2R
ot #2 (Zamore %%,2000, Cell, 101, 25-33 ;Fire %%, 1998, Nature, 391, 806 ;Hamilton 2,
1999, Science, 286, 950-951 ;Lin 2&,1999, Nature, 402, 128-129 ;Sharp, 1999, Genes&Dev.
, 13:139-141 ;1 Strauss, 1999, Science, 286, 886) » T HIAHNLFE (Heifetz 28, [H Fr
PCT A4 No. W099/61631) HHFR A 3G KUTER (PTGS) B RNA YLK, 5% fa 2 Rk
REFRBE VA R T B5 e AR 2R PR 3R IA IR A R ST MR A M 5 S AL (Fire 28,1999, Trends
Genet. , 15, 358) o X #MIREE PRI R AL (1 B 47 ] B 20 M B+ FH 9 Bk G Bl A S8 T 1m) i 2 2
PRI 20 B ATL 2 A 5 S R XU RNA (ASRNA) AR i, 48 FH AR S T A0 O () 5R % RNA B30 73 2 A
ZH RNA F 40 s VA . 4R dsRNA BRI AR I 17 R 584 R AR B AL il ik ¢ RNAT SR
XML HICLFAS[F] T 229 BURE RNA i o PR A2 B AZ IR g 19 L AL, 4 40 B dsRNA 4 &
[ SN PKR 1 27, 57 — SRR IR & OB 5 1211, 30 mRNA S22 PR X IR L ARFE =
PEZUR T H0ZE RNY ( 1 28 [ % ) No. 6, 107, 094.5, 898, 031 ;Clemens 2%, 1997, J.
Interferon&Cytokine Res., 17,503-524 ;Adah %%, 2001, Curr. Med. Chem. , 8, 1189) ,

[0125] 40 Jfd 7 4 dsRNA ) 47 £E ) ¥ BK 4 dicer B #% BF % R B§ 111 8§ 10 45
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P (Bass, 2000, Cell, 101, 235 ;Zamore %%,2000, Cell, 101, 25-33 ;Hammond %%,
2000, Nature, 404, 293) . # dsRNA i1 T & Bk A % T 4 RNA (siRNA) [¥] dsRNA 45 J 2
W dicer (Zamore %%, 2000, Cell, 101, 25-33 ;Bass, 2000, Cell, 101, 235 ;Berstein %,
2001, Nature, 409, 363) o i H dicer Jif P 14 T8 RNA 8 K FE A2 21 245 23 M4
H I H AR L 19 DB IEXT I WA (Zamore %%, 2000, Cell, 101, 25-33 ;Elbashir %%,
2001, Genes Dev., 15, 188) o MBH A5 il 1 2l I DR~ 1t S5 74 (R AT 18 RNA DBk 21 Fi1 22— #%
TFER 1K1 /NI FE RNA (stRNA) B 22223 dicer (Hutvagner 2%, 2001, Science, 293, 834) , RNAi
Wi B 42 PN DIAZ BRI B2 5 ) R TIE , TR FKCA RNA 35 SIUUTER B &4 (RISC) , KA S HA
5 siRNA SR IR s SC% KM 471 ) B 4% RNA AR . 51 RNA FIZAARAE 55 siRNA XU% 1A
(R S B AN X I 8] % 4= (Elbashir 2%, 2001, Genes Dev. , 15, 188) .

[0126] OIS RGTHIFT T RNAL. Fire 2% (1998, Nature, 391, 806) T {KAE 75 [l &
ek (C. elegans) N 2¢2 RNAi . Bahramian il Zarbl, (1999, Molecular and Cellular
Biology, 19, 274-283) K Wianny Fl Goetz, (1999, Nature Cell Biol., 2, 70) #iih T ¥L5h
MFE LT dsRNA /151 RNA1 . Hammond 2%, (2000, Nature, 404, 293) iR T 28 dsRNA 5 44
i (Drosophila) g i RNAi, Elbashir 2§ (2001, Nature, 411, 494) F1 Tuschl Z& (PCT
A1 No. WO01/75164) iR T 745 7% HINH FL 3040 48 I, 055 AR 48 O F1 HeLa 40 g, i
SINA I 21- B AFER RNA XUBEAA S S 10 RNAL o SR IR G VA R X~ ) I F 9T (Blbashir
24,2001, EMBO J., 20, 6877) F11 Tuschl 2& (PCT /24 No. W001/75164) C.&4 xR T XN SH
B RNAL WE MR FR IR siRNA KCFE L G40 Ak 28 41 e R 7 91 () e K

[0127] % 77 F (9] 0 H A A SR JF 1 &5 # 5 Ak ) w38 ok LA 8 Ry S PR
2/ 5 RNA - $ “RNAL” Bl A& BRI T BR #0033 2k A 3% 3k sl 2 &2 s WL 490 4,
Zamore %%,2000,Cell, 101, 25-33 ;Bass, 2001, Nature, 411, 428-429 ;Elbashir %%,
2001, Nature, 411, 494-498 ; I Kreutzer 2§, PCT /A A7 No. W000,/44895 ;Zernicka—Goetz
&, PCT 7y A No.W001/36646 ;Fire, PCT 4y Afi No.W099/32619 ;Plactinck 2%, PCT 7
A No. W000/01846 ;Mello F1 Fire, PCT & A No.W001/29058 ;Deschamps—Depaillette,
PCT 74 A5 No.W099/07409 ; HI Li %%, PCT /4 4 No.W000/44914 ;Allshire, 2002, Sci
ence, 297, 1818-1819 ;Volpe %%,2002, Science, 297, 1833-1837 ; Jenuwein, 2002, S
cience, 297, 2215-2218 ; F1 Hall %%,2002, Science, 297, 2232-2237 ;Hutvagner Fl
Zamore, 2002, Science, 297, 2056-60 ;McManus %%, 2002, RNA, 8, 842-850 ;Reinhart %%,
2002, Gene&Dev. , 16, 1616-1626 ;F Reinhart&Bartel, 2002, Science, 297, 1831) ,

[0128]  siNA RX& 7+ W] FH W 4% SEBN KD 22 SR A% B R 0 i e, e — 45 BEh A SCRET )
— gk N s SCHE, o O OCRERI CRE B IR AN (BIRRBE RS 5 0 — B P IR 741 B
HNFIRZERR F A ) s an I s SCRERIAR SURETE R A 5 A SOR BT R IR AL IR 73 T R 1
HH [F) AT - R 55 A R DU AR BB 45 44, W A L rp XU X (OBUBE AR [X ) £ 15 2247 49 (15
U1, 15.16.17.18.19.20.21.22.23.24.25.26.27.28.29.30.31.32.33.34.35.36.37.38.
39.40.41.42.43.44.45.46 .47 .48 8% 49) MRFERS ; S CREASE SR>+ (I, mRNA)
oI R 7 A B — 8 o BANRAZ B R A 0T B ORERLHS SRR LR 7 41 sl — 4y
AR N AL 40 (N, AR SCHZIR 77+ 940 17 229 49 D EE 2 MZ IR 5 R IR 5.
H—HMorHA) o
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[0120]  {R 52675 AN SE 75 28, A ST Bt IR 4 1 (414, siNA 73 )R]k “RISC
KRE” 03 18] A LUT SNV ) Dicer . 4K FH 40 pre—miRNA 7] £E RISC
R ER

[0130]  siNA RXIR 73+ ] LG SR A SORR i SO A 85 DR 38, G vt A4 ssi rp i %, 37 S
HUS SR GE A B IR B AR H IR IR 7 AL iR, sl B AR BAE VAR 25 S
Al HAER (van der Waals interaction) B ZKAH BAE RN / sl HERUAH BA4E HAZ S HAE
iR IR 1 AR SRR AL IR 74 BAMW R R T A1) BEIR 5 T 4% 5 |
ARFLPRI IR DI 7 S BRI P WAL B R e VA BAE A o

[0131] Wk, siNA BZBR 4+ HHHRAS 2 B8 IR LI M 1, H P IR 7+ B R ELAMK A
SCR sz SCDAE B T2 T AL IR BRANEE T LR (P e v 5, B, | SCRERIAA o2 HA &
TERSBUHE R X (A5 U0 TE AR ST AR BT J TR e e 50 7) 1R s SCIX R DX IR A 22 R
HIRI—& 7. K siNA BB 73 1] o A SV AR L ASKRERR RUBE AR | e R slAN KRR e e
Gkt HA B R EAMYA O S LR 2 B IR, Ho s SCIX LS 5 AL IR 7y 1
WAL IR A s — 0 BAMRIAZ IR 4 1 B X B SRR 41 (5121, mRNA
FIEA ) AT RZ IR P4 . e siNA BZPR 7 1] o B WA B 2 DI g5 f AL 75
BB E AN N X 2 REFR B2 AL IR, Horp e X SR 7 1
AR 7 5 8 — 805 BANZ B IR P41 9 HA SO 2 5 SRR 7 41 sl H: — 30 5 AH X
N Z B2, 3 B A BOR 2 SRAZ B A] A AR N SR S0 I LA BBE 8 /) 3 RNAT 1Y
TEHERZIR Y T

[0132] "R Adr 44 il o H TR siNA 2 B R AN SE HH I B nT 76 B i B 5 S8 it
A T o 45 T XUREIA I 44 Bk di 7s SR AC BEAN S BRAFAE AR AE o B4, “21+27 XL
WA AWM RZIREE, —F KA 20 M H IR, PR A 21-mer siRNABUEEAAEY 21 -mer %
eI HRA 2 MEHIR 37— 5. “21-27 Wit fe B 2 MEHIR 57 - SN 21-mer IR
B . 21-0 BEHREA R CFRM) 19 21-mer AR, “21+02007 2 A 2- %1
2 37— S 21-mer XVEEMAIE H. 37 - 5 2 DN RImZ IR A UbkEs (Xn[fe S5
JEANERTEL ) o AT IRy 4 P E A T AR R BE OB AN SE 1) siNA 43+ (1l 19-0,
21+2.27+2 55 ) o TERACIHE(EARAR fir 4 1, “ 25/27 7 2 HA 25 GIEAA SUREAT 27 2t ;e X
BEA 2- BAEFR 37 - SR A KRR K. “27/25” J& B 27 BlFEAa SUBEAT 25 Ak v X
HE I AT TR DU A

[0133] ALZZE{E4M0

[0134]  {ERELLT7 AN S 77 22, A SRR AR R 73 (912, dsRNA 3.4 siNA 73 1) &
A MEM (b= B ) , AR — D AR A AL AEFE RS T 52
o, R AE AL RN LR 7 1 B R IR BT O, A A3 ik 3 1 AN 8] TR A A%
IR RNA 731 (BRI, B FEFR A BRNGe  ILWEIE | PRI IE Bl S NN EE 43 (0 73 1 ) s AT IR R
CREEMIH)” P Z T IREUR A IR IZIR . &40 DNA Bl 3 AL AT JRNGE RS | JH s g |
I PR g B S MRS 2R R ) 27 — AR ) 2 BEAL IR AT AR R “ REAEM R I B B AL IR
8RB M AL IR 7 s AH N b, B AE B AT HAH B AR ST AT IR TE “ R8s
WREIAZ R B RAEM IR T) “ R EAEMRIAZE L IR ™ 8 R AEMG R AZE LR o
ICSRAE A ] AR A% R M 1% B IR B L % B IR W IR AL A/ B0 2 B T IR I IR i 2R T O
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LA 4% RNA FITDNA ()55 e A4

[0135]  FEIELESII 7 22, WOASSC T o R B AT H T35 0 43— 1 RNAL W& PEAT / 5 n
Gy F IR AR E T, e il S AR IS P AR PR, A/ B gy 7 I AR . B FERR
) S A1) 0, HEAEAN PR T A% R ) Bk B (R B s AR 70 AR AT B AN L P Pt LR e 7
PR ER AU EAZHE I B IR oA 27 — AL B R Uik B 20k e AUk B R MBS R
Az (BN, BZPEALTR ) 527 — WAEAZZ B R . 27 -0- IR IZ IR (27 - 4 —27 -
LT IR B FHARE” TFIR B3R AT IR \5-C— I IEL IR « -4 2 2k A R R o H
FERN /B ) i AR A I T I RN AL B A an 58 4 5 . B R IR B4 IRl ]
1537 - WU (ISR ER (cordycepin)) (3" - &% -3" - WU (AZT) 27,3 - XL
BN (ddD) 27,37 = XU A -3 - BiAUMe 1 (3TC) 27, 3" - RUE -2, 37 — XU
B (d4T) 3 - BE -3 - A M (AZ1) .27, 3 - W4 -3 - BACH R (3TC) F1
27,3 = XA -2, 3" - RUGANEF (dAT) MR TIR . B I S iR 7 ¢ T
B AMEER EZ .

[0136] £ {2 i i) 1% 1 BR £ F5 L3 Northern #) % (] fu1, Northern fi 8] # 24, L 451 4
Saenger, Principles of Nucleic Acid Structure, Springer—Verlag Zmh, 1984) W%
H . HA northern #4) B (1) 4% £ & (1) 3F PR i) M S5 0] B 35 B R (LNA) e (91
2°-0,4" -C- W.HZEE - (D- BRWgAZBESE ) TR ) ;2 - WAL LA (MOE) I HR ;2" - 7
I - BAR - 4FE 27 - AR 27 - HARZ IR .27 - A —27 - RURIZ IR .2 - S E IR A
20— FEAZ R . U1, 48 Elman 2%, 2005 ;Kurreck %%, 2002 ;Crinelli %%, 2002 ;Braasch
Fl Corey, 2001 ;Bondensgaard 2%, 2000 ;Wahlestedt 25, 2000 ; F1EF) /45 No. W000/47599.
W099/14226 & W098/39352 Fll W02004/083430 ik T WIZIREK LNA. #E—NSLili 7
LNA JF A SCRERY 57 R o

[0137] AL B RIS AHE A ARAL HIR L AU I AR BUZ IR B UNA, Horp €27 -C3” BEANTF
7 ( HAR UNA AN B IE AL IR, (E A A i A 5 7R A ST 25 R 2 “ B M7 A% 1 IR
ERAAEMIZIRIG 2 W ) o TR 8 ST S, B R IR IR 73 ] 4G M 7258 i Ar
B 2 R ) B UNA. fEH e STy &, 76 37 — 8057 — st 4% UNA. UNA W]
B FHE R BEMATAT o, BIFEAL B 7 4b o BIRSr TV &8 — N a— LA LR UNA. 7E
Nucleic Acids Symposium Series No.52, % 133-134 7L (2008) /N FF T /-4 UNA, 7E
FEACSE T S, AR SCITR LR 73 (B, siNA 43+ ) BLFE— DB A UNA B—
UNA. 7E—SBSji 77 2 mh, A SO TR By 37 - SRR 7y v (ltn, siNA 43+ ) {£ 3’
R P ALFE— AP UNA. A — S8 SE 77 2, WA ST T IR IR 43 - (32, siNA 43
1) B CEE AL UNA (40—~ UNA) Bl Bne e SCRERI AL 6 BALE 7 o AL2g et
AFE BN A ST A FF I AEBOAZ RSB . A St — P A dE

[0138]  AL2AE IS LE R ETRR) 57 1 / 84 37 &4 b B A sm A& i H AR g hnig 38
5y o BERARIMGLE B IR B AZ AT IR I8 5 RHE .

[0130] AL it G /N u“/NTC M B R K7, 1E Allart 5 (Nucleosides&
Nucleotides, 1998, 17:1523-1526 ; F Perez—Perez %%,1996, Bioorg. and Medicinal
Chem Letters6:1457-1460) A JT T /S o M2 B IR R AW I SE B 5L A il A A
No. W02006/047842 1 /2 FF 1 0,455 5 T I A0 ] L A% FP IR R AR 1K) 6— JCIMZ R B
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(KR o
[o140] AL FE ML AR S — R B ARAFAE % IR AH b, HA W T 5587 %
HIR B GETIR Y I BARAFER D- IR E “L- 7 KXy (% H % H
No. 6,602, 858) o HEAG M4 T B W] 1ff— AL FE] WA ST IR (1) 22 /b — Bl B S T A/ B
B SRAG A, A9 T A 1ok R IR BB FR R 0 43« S5 B R No. 6, 602, 858 A I T AL G 22 /b —A>
L AP BB L R AL o %ﬁfé‘ﬁyﬁﬁ@&@% (540 ) L-DNA (L— i SRR 1 —37 — B IR
(515 dA) sL- WEAEURZBEIRTT 37— B5IR (414 dO) L ARl 1 37— B4R (5315 d6) ;
L- Az BEIER —37 — WER (B34% dT) 1 L-RNA (L- BB EF -3° — BEle (4512 rA) sL- 1%
PERTY -37 - 841 (8514 rO) sL- ST 37 — 418 (8514 rC) sL- BB IRMERE -3 — %
i (5% d0) .
[0141]  7E—28Si 7 S, LRG0 (1A% BE A% 17 1R B0, 46 22 45 1 1 Mo A0 R B A% 7 IR, 491 e
HIE D R (MBS 1) AR 5 OMeDNA (5— FZE - B s kM 1 -3" -
%) sPACE (i 5 RZ Al RGNS 37 JRRIESE LIRS I AL B MO 1 37 IR 2t S IR M \ I A% B &
H 3 IS QRIS AL S L 37 RIS S TR IR
[0142]  EAM A AFAE T A SCA T IAL IR 7+ 10— 45 BR 2 4585 b, W SCRE e SCRE B0
S8k b o FEFELSSIE T b, ROCEE W B FRAS A T A SCBRE DO B AR R ST RNA,
[0143] gL
[0144] AL T HIZ IR B R B EE v 46 R RS AZ BE L T R (WG e R g ) , 451 L i
NS | SRS I IE R . — 4B A BE L AR AR T 8 R ARG il I A A 4G 1, 191
ﬁuﬁ@ﬂ%ﬂ%% TGS R B EIS JULER 2 2 AR RN | JIRNGE I T S EE R4 1) 6— AR R B ¢
FERTAEY) ARAT TR BRAE” BRI R SRS 1) 2— T BE R B e AT AR 5 4R
PRI E IR I | 5— PR bR PR I R I I | 6— A3y 220 PR WS IE L WA W 1 J) FE s e L 5— PR W g
(R PRMERE ) \A— T PRUEIE 8- <X 2% It I AR e 255 FR 2 AL e 8— HUAR ) R nd A
NS 5— =R PRI e 5 EUA IR PR IE R B I | 7— PP S B M | U5t ZRUNGE Wy | M SR
WE (1) 22 PR RIS (9] n2a ik LA BE Wy W ) (Ve e g (R T 2B 4 (o, 1- Bedik -
1= J@2E - 05 — 01— BT Y ) R H AR R, 8- 484X -N6— RIS\ 7- — A
Ze NSNS (5— P M Mg (5 FRIE R MEIE (5— (1- PABRIE ) PRIENE (65— (1- BLEE ) Homsng Fi
4, 4= BV CEEHAMERE ) o T8 A Bl 0 L S0 A R A g nd LR R g AR, 9 o 2- S0
ML A1 =
[0145]  #EIE
[0146]  ASCATFHIRZER P RIHE A 70 nT AL FE AR TIE I 27 — FR5E — eIk bl 2 h 50
g3 o A GEHIL, BE 43 AT SR AG AT, 91 11 27 — Ji A — R R B A 2 (D A% Rl L O, 78 M B
SEREE T 0 27 RCE B, 1 27 -0 Bk (BLRE 27 -0- A2 -0- &) B 27 - 4
A2 - =2 -0 INEE 2T -S- et 20 - iE (R 27 - LEINR ) (27 - AR
LEFE27 -0- FEFE LFE .27 -0-2- FEFLLEE.27 - JmNEFE (-OCH,CH = CH,) < 2" — kT
o 27 — INFE SBRIE VAR | CF (iU DKM R R I8 I B 5  C,—Co IR IE 25 - 2 A
A RE e 77 FE B 5 B (OCF, OCN, 0—. S— B, N- %25 ;0-.S B N- 4% ;SOCH, ;S0,CH, ;0NO, ;
NO, Ny s NGRS s AN GE )7 98 s 2 Pt 2 0 s SR e 2 S Bl A ) AR R e 35, L rh Bk &
) EPO 586 520B1 5{ EPO 618 925B1 1 fifik.
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[0147] LR QFRBAIIRIEE, FE It (i, P&, CE NE TR E . O X,
BEEL R IE LA SRS ) B (RN VT BV R T RS ) R (RIE) %
G (R TAZE PRI R LS R BR 3L IR 3L ) | 22 e T A I A e 0 N 448 PR e S5 AR 1
Hho FERELESIE T Y, EARESCCREGEEE AR E 4 6 AU AR IR (I, T E
BT 54 C=Cop X T 3CBEN 5 oA C—Co) » FF H BN 4 ANBUE D [FIFE, Pk M pe 2 7E
HHZitgrh B 3-8 Mk R+, IF H A IR g Mk B 5 806 M. AR C,—C, HL4
B 16 NIRRT RRESE . e N EBURIREIE,  Wra U B R R — A e A
W AR oy o SRREURIE AL HE (Bl ) Mt gt 25 R e i A S T
SEPRAEEE B R AR IR AR DT I R RGN L PR IR L O BRI L AR R IR R
T BRI IR . T R IR IR AR R L R I R IR  EIR L | B LU &S
(BRIt . eIt 5 R O R A 2O ) (R (B S A s I Y
FEPRFE R VR P BEEE AR ) RIS W TS BRI e I I AR RS L I TR B
ot IV A I A R T U I WP R IR A 3 = U I B B L IR e
LB BB 5 TR o

[0148] Kl FEAHE SR FIHMERNATURAUR SR WSS G IE . st
(SIS PRI ORI RN RIS NS T AR RIS o 2R BRI e S8 2 1 SE 9]
FE AR . AR I n] IR, ) W 2 BRI L TR TR L B R AR L S IR
PR BRI DT R R AR R BRI L e SRR I O SR IREE S R RO L R R
RAEPRIE . Tt E BRI A AR L b AL L BEIR R R IR AL L WAL U VAR (1
FR e s A Tt s A DT s O R B L Uy S ) (e A (AR R R s T A
PRI I B PR AIREL ) VORI S SR AE e 5L D O O AR R I8 DR R 19 e
FE NPT PRI R PR | ZeU R It VT 2 A 2k L O R U L B R QIR B B 5 A
BT B R B T W 48 o 48 b 3% BUA R o S 22 1) S A0 5 AR AN PR T TP 40 L U P A
SRS A AL AP S TP A,

[0149]  #F—HUsjfa 75 S, SOWRIRI B ZE A TT 20 B = W ZE 2R 1) €27 -C37 — BEWTE
T E S B, AER AT IR T ] 2- 2 Fk L5 3k AR FE IS ANMP AR A7 AE R 27 — i
S BER IR S

[0150]  pxj 25 B 46 R VR - UL

[o151] -H4

[0152] AL I HIRZ R AR MU W] J I WP — MR B AR EL e o IR — ISR B ml it
CEREAR . ), BRACEEFR IS BB RR D A% SR R NG 2" -5 PR E AR (e
FIFRA 57 -27) JPACE.3 - (5 -57) MR 37— (8 -57) BiAR — SACHERR N . A f U IR s |
PACHEIR G 37 - (B -57) ML RiR e BRI IR MR 37 - (B -57) AR -37 - (= -57 )
RILR VIR SR B IR R A CRA IR I « R AL A IR NG e 2k 7 2 IR M A 4 1R =
B, 19 W BE SR IR =R B IR = BRI R .57 — SRR IR \P- b SERE R =5
R o T2 P AT AN 25 RO PO B, 091 G e PR IS A P PR R« PP Ak e i ol T PR G i P A e
AR BEEE i M1 6 NP K I Y 2 PPk P e N PP 3 IV PS5 PP I R
PR Sk PR S S R TE B
[0153]  ASCAITHIZIR 70§ rl S IRAEZ IR (PNA) B 4%, PNA i 30 il I B 42 (1

23
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BN-Q- @I ) - HRIRPIC. S PHRE G AIGG | WEIE | ARGl i el 2 m] 2
AR BRI B i Rk RL .

[0154] RKumtklig

[0155]  mJ0f R i R A A EAT 1B M o AN [R) AR 58 A4 2 &5 R e A R ol 1k s 4] 2w T (43
wr) FREBRIEAN 37 - i, A (1) [3-37 1- [ m B AAAZHE 5 (2) BAAZREZATFIR ; (3)
[67 =37 1-3" - WL IR ; (4) (67 -37 1- Wi 1% ; (B) [5” 37 1-37 —0- MLl
MATER 5 (6)37 — HiZE s (1) [37 -57 =37 - AL 5 (8) [3” -37 ]- WA % b L i
M5 (9) [57 -27 1- WS REZATR ;A1 (10) [6-3" ]- BUMEZBEZITIR . BRAREEMR
BN, A2 G R AT GG AR SCITIR — el 22 b AN [R] 1R SR AE A

[0156] 7l PR 22 Ak A AB AT IR R o B IR 25 T 048 LT /s HE IR 1]

[0157]

AR L CIEE
474 44
SAREFHHY
BB A
[0158]  — 7, #24t 7 A T2 & B WAL T A &R 30 I XUBE 18 7y 1, H LA 4544
(A1) :
[0159] (A1) 5> (N)x-Z 3" ( Jx X%%)
[0160] 3 7 -N)y-27 5 (H )
[o161]  JAr N RN fREE— AN A 0] R L1641 Bk & A6 0 i A% 17 8 B AR o F 0 2
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[o162]  HLrpr (N)x A1 (N )y BURg— R PR AL N sl N @ I8 5 T —4 N 2k
N RN ST b 2 77 18— R AF AR AN AR (R WA AE, 7
FEAESLPTERER) 37 s d LU ERR A 1-5 MELL IR SAMZ T R 70 LA G

[0163]  ILrh 2l BEAF AEBANFAE, (EJR WUERAFAE, (e (N)y 1 57 St L v 245 (0 T 48

N
7

[0164]  x Al y HIARF— PRSI 18-40 FIREAL ;

[o165] A (N )y (/7415 (N) x FIFAE BAME ;37 B2 (N) x ALHGHE mRNA 1) )2 X
541, Horp B mRNA 49,47 SEQ ID NO:1-3.SEQ ID NO:4.SEQ ID NO:5-6 8% SEQ ID NO:7 (¥
E—AFH T8

[0166] FE—LEsiii L, x =y HH x My FI—44 19.20.21.22 5k 23, 7E&ASE
W7 EM, x =y = 19, {E—28s5jl 7 Srb, [ SCBE R SR 18 o il 55 150 X T2 BOXURE 7 o
HE—HsE R Zd (N x (N )y /& PCT & F) 23 #ii No. W02008/050329 ., W02009,/044392.
W02008/106102.W02009/001359 .W0,/2009,/090639 r42fit (1) FLk% Fr e T, Hoath ik 5 | B4 It
ANAI

[0167] FE—HEsijlir L, x =y HH x My FI—1H 19.20.21.22 5L 23, FE&ASE
WETET, x =y = 19, {52850 77 b, e SCRERA SCREIR I B2 Be X T2 SR 7
[o168] R4 — N SEHE 5 &, 4245 T H T 32388 B N A 4 o i Al AR 3 1 A8 i 1% R 7y
T, HAEA FmAH g (A2) -

[0169]  (A2) 5° NI-(N)x—Z 3" ( e X’5%)

[0170] 377 -N2-(N’ )y—2” 5" (5 X5E)

[0171] i N2 N RN (R ANl b kg R 2 AE A B2 S 1 % 1 BR B AR W A 43
[o172] o () x FI (N )y BfF— A2 H i gAML N BN g st 5~ — 4 N Bk
N BRI EAL TR

[0173]  JLrp x Fly WIRE— ARSI 17-39 IREAL

[0174] A (N )y IFAS (N) x P BAMEFF H (N) x 545 mRNA P (&S 740 H
[0175]  HiAh NI 5 (N) x FL4r 45 4 9 H 5% mRNA 45 i, H:#p 8 SEQ 1D NO:1-3. SEQ 1D
NO:4.SEQ ID NO:5-6 ¢ SEQ ID NO:7 [/ T— %1t T 4 mRNA ;

[0176] iAo N1 23tk B R B IR HF A% 08 I L 2805 U 1R R 0 6 0 A% 90 1
S AG 0 140 0 S A2 R R A B W | 22 B P A2 00 PSS A% 1 e b 20 46 T 114D
SRR RIS (1348

[0177] e N1 I N2 BB IE X

[0178] M Z F1 2 BB — AL HIAFAE BUOANAFAE  AE2 A0 SRAZAE, bt o 70 FL P 7ok
(1) 37 s A L 1) 1-6 MIESHL T IR BEARZ T IR 7 L A5 IR

[0179]  Hrp 2”7 ] BRAFAEBIAEAE, (B UIRAFELE, ATE (V) y 19 57 st LA I FE I e 75 o
[0180]  fE—Husijf /5 S AP BN IELE N 5l N7 3L B oA B IR — TR Be

[0181]  {E—UUSjfiJy S 2 1 20 AAFAE. AEH e S & 2 F0 27 W rh—ANELE It
HASE IS 5 AR FE AR SR PCT TR A4 no. W0/2011/085056 H1 4 I FEAZ T R 5 H

i)

W

it
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[0182]  TE&ii AL P E LT EP x =y = 19 H 208524 3R, &
iR A2 IR E S T R x =y = 18 F H. 2 B 5 /DA C3 R A SesEjli Ty
i C3-C3 S AL EHE, LB R MRt S (N x 8k NV )y 1 37 Kumdbmizs:. f£—
HEST 7 BB — A C3 FHEE A C3 Z (MR B A IR e Bl /F 2L 7 = 37 4
RIS Ky C3Pi-C3Pio 7E—LE5 /7 & 37 FERL IR R C3Pi-C3Ps. fF— 245t
JrgH 3 AR IR MYy C3Pi-C30H (OH ek ) o B 2SIl Ty S 37 AR IR i
C3Pi-C30H,

[0183]  FEAS AL T S, BESEHS /0 A B BESEAT LB, B G A0 5 R o 2 2k Aoy 2 R oK
IR L AT IR C3 fedi, C4 BEdk. C5 Ldkml C6 Ledkdlisy . 76 —Lesuii &b, b dki sy b
C3 Wt dknl C3 e EATAEM I o o AE— LU B h, C3 BEsEEl /6 & NI N S IR G N
FEW AR R s LA A . C3 B S e S (N )y 19 37 Rufifl / 88 () x (19 37
Ko iEHe . 26 —2esTili 7 S, e IR0 oL 5 T T TR SE 0 IR I sl TR A A R R i . £E
— LSRR, 7 M 77 RN ST R B Y EE R A R A R IR TN B L 4 A L
ZA, JeHE 2 80 3 AN IE B IO A EE N SERE IR G . N SE0R AU IR ok I A & . AF —2ksE
W7 S, 2R 7 R AR I F TSR IR T SR AN BRER TN SR - TR TR
FEWRIR — NIRRT BR IR TN ZE IR IR — A IS IEIRIR s (N IEREIRAR ) 3. (TNZEREIRES ) 2- N
B (NIEBEIRER ) 2— NFERRARBEIR NG . [T o] A BE sk U BRGS0 ST L REE Z 5k 27 A
[0184]  JRMIPE 37 ARumARAZ BRI /3 LA UTT

[0185]

¥ F 3% cron

T W
aT

3 AR -CIPCION
WM
7 \.e i

0.
3 F &% -C3Pi-CIPI

o

QQWEW\L’”

o

7 I

:
3 A 3% -C3Pi-C3PI-C30H
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[0186] 4Lty b, e B 57 Az H R (e XBERIALE 1) 540 mRNA £5 A
FE— 2SI 7 2 rh, s SCRERY) 57 A S % 5 IR o 20 A5 000 R AZ B IR EF B A A O AZ B PR T
[0187] R85y S, (N A1 (N7 ), BB DMRAZHIAE 37 M1 57 K 2 i R Ak Bk
BEIRAL o

[0188]  [RAESIAMEH, R A SO IR IR 2544 IR S 77 870, BN N HT N ZZ R R 3
Yol e —MEBE.

[o189] LU BT — ML H IR SR b AH AR AZ B IR SR IR AL IR R e B . AN B0 4
(Han ) PR — MR A QBRI BE  P- fe Sl B L P— FRILBESS . RNA 1 DNA [ 1E & 4% 1)
HER A 3 -5 MR MR EE. (EIEABIRIE STy S, LA O BRI T RRE . ILM B R AN
B IRZ AR R ERE, ] 0 G W02004/041924 /N T (IR IRERE . BRAES AMEH, FEA
SCWE I Z5 A R DL ST T Z2 vh, AN IS NI N 2 [R) R AL B A PR — R o

[o190]  Xf T LA EPr A &5 &, fE— 2827 b N x WEZERFIYS W)y KIE
BRI A, EH TR N x M (N )y Kk EF AN, 7ERELESTE 7 S
(N) x 55 #E mRNA T 18-40 NMELLZ HIR G HAb. LT SEHET ZEH (N) x 54 mRNA
[) 18-40 MELAZ H R A - H AR,

[0191]  fE—2BSLjE7 &9, (N x F1 (N )y 5 3" M 57 Kim AR . (5 E SEHE Ty
Z, N x fl (N )y AB—NER A 37 Ko (37 Pi) Bk, X —3Eiir &, (N)x f
(N y AE— AL 37 R Im & AN W] ZAR B R RS B Ak o A8 —SEHE 7 2, (N) x
(N )y AR AR A 27 AR 7 B A5 FH 7T 2R s AN ] 2R (A PR ik A B IR AL 0 —
A, AR A I LR 7 el A A S A A S A AT AR/ B
BREZ ML . AR EZ WA, B U VES BC B A R R /s 1RNA A8 G A
ASICH: 58 5 Fad ik o 50 40 B ALk 510 2 DTCER. DROSHA 8% RTSC b T ek 41 45 o

[0192]  XUHE RNA AL &1 £ Ak

[0193] i i A< & AR T ol 60 &5 A% BB AZ R (BB U2 B I IR ) SR A% IR HI AT ART T
A O T & A B 25 AL A ) I XUEE RNA 4k & ). T, 7E Beaucage i Tyer,
Tetrahedron1992 ;48:2223-2311 ;Beaucage #l Iyer, Tetrahedron1993 ;49:6123-6194
Fl Caruthers %6 Methods Enzymol. 1987 ;154:287-313 i A T 2K & s H b, 7F
Eckstein, Ann. Rev. Biochem. 1985 ;54:367-402 1 #f iR T &% EF BE 14 & A%, 7¢ Sproat, H
Herdewi jn P. ##%Ef{] Humana Press2005 & ;Kap. 2:17-31 4R T RNA 43 714 pl gt HH
H, 7F Pingoud %%, 1 Oliver R.W.A. Zm#%E[1) IRL Press1989 H ;Kap. 7:183-208 Hd#ik T
FHRTIELZ.

[0194] & A AL P AEAATI A T 40, 140 Usman 2%, 1987, J. Am. Chem. Soc. , 109, 7845 ;
Scaringe %%, 1990, NAR. , 18, 5433 ;Wincott %%, 1995, NAR. 23, 2677-2684 ; Fl Wincott %,
1997, Methods Mol. Bio. , 74, 59 1 i ik (U2 -, W] A 8 WA B2 DR 4P A0 A8 K 2L 141, 9] 40
5" —um AR SRR 3T — g I R R . AR FR B IR AL B R (5 dn
2" —0- FEAL) BEMRN ARSI .

[0195] ATl & A< B 2 M AL & W S 4% 5 1 ] S5 BT BLAE & s 34—k, )
o o 3% B (Moore 25,1992, Science256, 9923 ;Draper 25, & F] A 47 No. W093,/23569 ;
Shabarova Z&,1991, NAR19, 4247 ;Bellon 2%§,1997, Nucleosides&Nucleotides, 16, 951 ;
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Bellon %%, 1997, Bioconjugate Chem. 8, 204) BRAEA AN / BEFAR%F J5 2948 -

[0196]  NZyF &I, nAT A T L rl LRI L (JCIH, ATA Applied Biosystems 3R
13 ) s TR AT A T 751 il 28 TEAZ R o A58 FH A SR AR it J 0 B 7 Ve e At 2 6 i B
FEBEXT (40, WEEEH No. 6, 121, 426) o #EHIhA K, IR IGAEE WAL R K. AR5, il
ik HPLC ¥ XUk siRNA S5RIB K (it TH APz —id &) MWRSEEZFRS T, KTA
R siRNA B siRNA v B, W] & AN BUE 24N 37 91) 9 HOEAE — i AR BT H
[0197] AR m] 3@ k4] 4 36 [ &) A A No. US2004,/0019001 H 3 4 53 64 B & i A 1
il 2% A8 I BH 25 A R RURE RNA AL G4, Fo A 9 4% siRNA BEA Bk 3t T 8 1% 4 7 )
B FF (7 B AN A SR TP IR P B BB, B 24 A mT 3R e 1 - AR IR AT B A /P Alifk siRNA
RUBEPRE M siRNA Jr BE Bt . 154 Tk B 2 BT IRIEH: TR IR IS 7.

[0198] AR EHIIA AL G A BUE 2 A FEL TR, 1X L 5% 78 ] S A oot B
TEA R JRIRE— B (M EEE A ) EBAE—, BURTE UL E1PER I T2 —i A .
[0199] efj &LQ]ZH AQ %}

[0200] AR T AR EZITFRGWM S, vl ReE 8 J5Ub Rkt A, (2 i AR
NEMAEY R 1525y b, R4 N S5 RE R TR S
Yo

[0201] A FHATA 4k S AR BOR A8 1 I AURE RNA SEAZ 7 BR AL A Wl 48 A SC A T 24
WA EY. Hh Dicer JERAYIH) siRNA BUAKIFR siRNA I 5 AR B — i o T A B IR
BE RNA SEAZ AT BRAL G DI o AT 0] 24 2 b ] 4252 1 3 R BRI 18 1) 2R B7E i 45 TR L3 )
(HLHEN ) Z G BRI IR YT B I AE R O R P e G4 . ARTE“ 2% ERHE2 1)
7 e A2y AT 1 AR, W OREF BRI S I f5 AR E I HAS A THAR
BHAAE R Eh e A8 — LS T b, B TE A SCA TR S5 1) I T A B2 — Bl
HR K siRNA B RNAstar (Dl W02007/091269) , {5 I 2844 2 FH B 45 R4 &1 1 0UBE RNA AL A4
il & AR H I A B . FLPLk 7y T R A2 G RS I 8 7] CASP2.NOX3, CAPNS1
Bl RHOA f¥] dsRNA 73 7o JELE{l 1k 7 TR A CASP2_4 FERIZATIRITHII dsRNA.

[0202] AR BHIEE— D4R T A & —Fh sl 2 il v TR IR A &4 2 B AR E 5 R 2
2 BRI N Y SRR 29 A S . A LS =P, TR AL SRS P Rl sl
ZIANFFEAL TR /siRNA S WHTRE Y .

[0203]  ALAWIVTE DR F2 T 8kl B A, LR EEAK P Bk S LA Y BRI P L B P (523
% UL SN A EROR A » A SRIAYItA . LA 2= Al il &)
I AT G, RTEEFEE AR F KA VLA P8P 8 Sy A e T A
&A% . ARG W B HEA ATCA HLEE T KB K S TE 8 B 5 F i i 2L A
K FAAGEN o 42— AL P, i ARSI N A . eI SEiE T =, A
T8 = it FH 5 DU 2 1) B 1) S 0 P ) B P ) R P B A G AE— e St T
WA OB IO A 0E g i BER I S b AE— SRR S 7 SR, B 4 B v oodE
i BRI A dsRNA 43

[0204] 7R AN S0 75 ZE b, e il S it FH AR % B IR 2590 206 D 1K) S Ty 2, 29 A
Gt — DA B E AR, WA EB R TR AT b, 23801k AR kG yT
SR RRBIE I A B P B0 E BB, DI 55 8 R ERE PRV (19 52 K7 B 9 1 B2
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RN/ BB K AT AL 4 BM Bl BCE 2 M S RERT A G . 82857 =h, {88
)/ BIEPEEAERE AEAR TR (PEG)  H il (TN =8 ) (22 2P BB L (L ALME B 55
THEE— TR B R (ADBAC) AL T 7N BRI | S T L YR 2 T SR R R
P H RERR gy I L TP AECEE A R N Ve B2 Tl IR DR MLk 2R 4 £ 0 3% L LT I8 80 H IR R
BB R H R R R A R A A i HE R A A4 ik i A R B SR AR TH R A  H U AR
PR B0 2 T T TR AR 28 10 % T 0490 s R H) R R H R R SR TBE -9 SUAL 17N e SR b e AT 2R
ACIRPREEERE KRR () WK BN B A K R G ) TR IR (49 G 5 RE IR TR
BB A R TS ) G D (9 G R AN ) R U ERRIRS B A MY (thymol) |
Frig#s (Limonene) R SEEEBEAIL B RGNV R G

[0205]  FEFELESII T R, BIAE AR A 2 ek, £ £, B TR S £t
FERA . AREH S IES 2 JoBE R H RO B 5] L B8R . H 2 I sl B
[[EI° A @ R pa X7/ 8

[0206]  fE—Hesijfi iy 2, AR H A G ERE—Fr ok 2 ML e i 2527 bl
P2 B 53 9 A AELAS PR T 22 13 < 1977 5 300« 20 100 % PR 5 B0 S i ) AR RE ) L FL R 1E RS
)/ BERG R TE AN EEN D i — e 2 Rl fERELS T B, AR R A S
W) A ARG B2 1 97 TS 50 491 0 A% VAR RT A ML R 4 (BDTA) , K I8 A 2803 B V8 L, #4241
EIERE L 0.0001-0. 1%,

[0207]  ARYE— AL R, ZuBEA H . /&AL, M A m &R 1% 24
MAEWHIRRIE, 40, 1% B4 35% ;4 1% B4 30% ;249 5% B4 25%, k4 10% &
2720% . £S5 77 B, MG EIERE, 29 G H R s IR A 2
2%.2.5%.5%10%.12.5%.15%.17.5%.20%.22. 5% .25%.27. 5% 84 30% . {E—1
SEE T e, S SRR i AR H M B SR N ) 2% o A5 — S
Ti & AR, 9 A S W H R R T 4 5% B 10% . R X —
ST e, SRS A IRIARER T 294 SR I B B B 2 20 % o 7E— L85
J7 &, N BHAE 29 A IE B2 R AR, 29 30°C 24 38°C . RIS 51 HEEAR I
ARSI PCT R 247 no. W02011/072091 H AT T ¥597 Hm R L8 77 7%

[0208]  {ESANSLiE 7 S, Bl B AZ IR AL &4 LB AT & S i A R it . A
K2 A Y IE A it A L R R N HERTEEAR N it A AR, ) an B AN B T (A1)
W, G B ) T CRT SR ) SRR L AR s [ A R0, 490 an 3R BRI ) i B
WEER o FEILLSI 7 Z2rh, Rl A R B A4 o Jk m B kAT =20 (i ) g
%) LI, AF AR AT A RUES A AP W B8 59 (B il Sk ) .

[0209] A BHIRHE AL 1 AR 4R AR A AN G2 0 20 PR TEE sl B A 7l £ A R BH IR 25 465 )
(KT 2. fE—SESLti 7 22, il & AR B IR 25 AL i T 2 AR AT i 5 & 966
TTAMER DD MR FRAEY) s 2 M B IR 2 b —Fp 2% Enl ez
(R TE R Bl 2 A s HR 54, LR A St B S I an A ST TR (14 2=/ sy BRAR
SEME. TE—SESE T =, dil & AR A -G H) T 2L E 6 T & I 69T
AYE 2D — P T RACEY) — el 2 F2iE eI 2 b — 22 FRl 852 (1)
AT ) B AR VRS AR A/ s . AR —28S0 T7 2, 29 A G 52
TR b ]2 ) TG T 50 LA 35 Bh VS A 0UBE RNA A& . AR S-S0 s 7 &b, AR B 24
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WG DRE— A2 IG5 R, MR AR A SR IR &7 iE A e fEA
B B — S Ty b, BN 25 1 3k BB ANPR T, 0 Al ] W 2R A 25 L B K [H
B HUE BT DUE RS

[0210] 55— J7 I, A K W4 At T AR A< e W T S 25 A &), FTHi6R97 98 Je ZR THE 5ok
et B HG | BHL . B A MERZ 22 FIWT 2 2R B — Bh sl 22 BIER s sk b AT T e 2, 3R AR
JERR 22795 4 M PR AP 22 DR, 25T T BRE AN 2750 40 J RS A 2 DR 5 17 188 g o 2271 4 L o i)
TPk 40 B AL TR0 B 1 AT R AR 40 PR TR A AT

[0211]  FH T U435 AR SCA T 1 43 BRI 2 1) 205 0 B0 46 XURE RNA 73+ 5 58 ) 43+ IR 8 IBE
Vo ARERY)IEE IR 7] 71 5 BUBE RNA 7 1A BRI 455 T8 1, DUMBE AN IR UTER VS
Mo FH T AR W90 7058 ) 23 1B 466 B 5T IR A4 LA R R ARAG -S4, (B A R [ e o 5 T
R PTAm S, A SEFEARE EE RSB (WE :Song %%, Antibody mediated
in vivo delivery of small interfering RNAs via cell-surface receptors, Nat
Biotechnol. 2005. 23 (6) :709-17) .

[0212] &4 fit TR A ds ARG W A SCHR ALK F 10k 2D CASP2., NOX3 CAPNS1 3K IA
BIR Sy 1 (B0 siNA 23 ) BIHI5R), F T ) 8 i s IO R 7 o 13RI & Pl A 4 2 />
KA E DR EE AR (Al R ER S ARE . KSR H
R RIG 1, B B | e e Rk W& AT AR AR R R/ B e
A TR EA S TR

[0213] 735 Al A ARG T 12 W PO sk PR o R B A5 W) Bl R A
F1 B4 m O ko VR A BOR A R BT VS A 0 28 ) 26 T /MR ) o AP S
PEFRI AT Ky BENS U SR 5 A/ Bl CASP2. NOX3. CAPNST ZhEs A% IR 70 1

[0214] A5G IRk — D AUHR S —ANAAE, LA HE 2557 LT A2 i Gz ), 19 n TR 26 2%
MR K ARG IR (Ringer” s solution) M/ BUA TERE W R 1A & n] 1E— 4046 A
RV AL P R & T/ S E AR, ARG e 2 i) W R0 il s hi bt B
Sk SRR/ BEE RN/ BT Ul B R R B A

[0215]  FEAE Hl 2 B A A IR 71 1 FR) B A7 1) B 22 Bl 2 ) B A A T R N — 8 R
dsRNA B 5 A1 & H 2552 200 2 1K dsRNA BR 2 ST 2501 B RS VUK 25 B 45488 o dsRNA 49
$BERTC B ), O B B AR BT o ORI G T I B R A

[0216]  FLrr dsRNA A 45 4t 5 40 i e 28 s A e AT G P B )R 210 ) 25 288 P60 654 25 1)
A%, 3 HFRZE ] REHT A BUN ALK, 1 & ok 259078 B R e T XK 2, BTl 2 4 Je ik
T IR AR IR B R A AR AL ™ A Bl B L 1 2 B B A BT

[0217]  HRFRVEAEE SR N VG T T 25 W20 & W) RO AE 38 o G BOR DL bt AESE 1,
FH B it P 24 40 L ) 40 T3 S, AT T RS SR AU IS A R A8 58 VAL 21 R R
301-392 S H A PEARHIA . SEIEVEIES 42 3256 262 AR 0L T XA L WS hsh R
R it BV . K2 BA ] K B SRR o V25 R B AN R T AN [ B2 A0
JF A AU T R AR N 53 A% i 0 HAS SO B3 ) A5 ) R0 D7 VAR 1k A H B ST

[0218]  JfH]

[0219] AL I T2 AE RS R4 By SE B 70 1 I AN 25 2, 2% 18 3 T AN 18 4
(YT AR B AR5 Y I BRI it FH S8 AN R 77925 Tt FH PR I T 22 1 B A8 L 1 i) L R T

30



CN 103917647 A OB B 95/36 T

I BT SR R e TR 2R

[0220]  “YRIT7 A ABONE " BRI A RE” IR S A R G P SR E 1 2
MGGV &, PrifdCE AR AR T2 2258 PR S8 P 30 i i 8O
SR A3 BT o3 P AR A AN DR A 44 1 o 8 W B B LB R AT

[0221] (RIS A Sk L0, B SR RI R vl T A SC B I “I189T7 A RGN & 80 9RI7 A
s FTIRT A RSE I , A REEAN R T 70 R v sk 52 S PR sl e bR 3 s v
N2 5% PN AY 8B Gl B =) bk s U B B 1= v N S TN T A Rt R =4 2
1) = it FH

[0222] )R JUHE SR 17 R IR0 v 1k P a3 i PR 3 SV R ™ B P 1 9 AR TR 24 2%
AT 2 R T B A AR it FH S TEZY 0. Ing 224 10mg 2 Ing 2249 Img B4 10ng 24
Img FEZHRIIF & HEWHBEE RNA LSRR EE AT 0. Img/ml &2 100mg/m1 2 [A], fiC
EATF Img/ml 22 100mg/ml 2 7], 3 HBEALIES T 5mg/ml & 20mg/ml 2 [7].

[0223]  7E—SESLi 77 P, A T AT & B B R G YA BHZEAE Ing/kg 24
20-100mg/kg AT / K, fLiLLY 0. 0lmg 2 2-10mg/kg A / K, #HRF| BB Z H & T E,
FER R B R P IR B =R BSE 2 0k, it 14 JR B 5 R i TR) B 2 70 32 iR 3 1 B dr S
it H o

[0224] T8 i A AT A il FH ASE 5K 1) 52 R i A R I 25 A 5« ARNFEZ T RA S
VD38 A it A A REAR N PR A EAR Nt 4SS5, 9 B AN BR T QO B3R ) S 5
DURRBR VR B HL o AR 20 S 77 22 0, A B R AL WA D i 551 1) B2 Jmy 1 i FH B30
RS B B ) SOl SR I (RS o FEVT RO, b AT B T
% DRI 3, R0 AEARAN PR T 800 B 36 7 R i 00 DR s A5 47 1) P oM™ B R DA A 9l 32 1k
B E IR AR o

[0225]  FE&AN S 7 S, iR s 8UG T E A S S IR A R B A G
TR B AT R FH I S0 A 5 0 1) B 1 3Rk Blms o R D — AN ] A SR ST T R,
F ) 2 2> — AN B E PR R 3R 5~ 40 R/ B 2R s Rk

[0226]  AHAVH, B ARVFETERSSY (BRI DR IRAEY ) TP I s 807
AL T I35 93 R R AT AT Xt AR e B I 25 454 o i it AR BR ol P s 4 1) 77 5K
2R A )R] B L R B OB SR TS R BRI W 5 RV T FL L
TR U FE AR ER Kok IR B0 IR A 2 38 W i RN RS I R
EM BB AR R/ BRI C A AT B A, SRS G OB R Ak R
G B B AT, B n] B gl i/ BT R RT R/ BT B AR R N . o, ]
RIS B AR P BE S E T SR AR s B9 G ok R E) BRI VLB EURCE
A TE AR S A G Y T B TR . WA A W ETER SO MUK
T K BBV B I LV CL SRS N

[0227]  HFP s I E

[0228]  ASCAT T HT52 03 H W s o 2 R4 I T3 B AR & Irad 75 i)
T R R AR 227 KRR 22 DR A, AT Yok 55 B3 1 B Dy e, A0 45 1EAT 1 Ui ) < S R HE
o PRIANE T S 52 S MBI, RS SME R BRI A AR (Bl E R ) LA
P 2 N B 7 AT 5 | S PR B 5 o FE— S Ty S A SRR AL T D BB 5T R A
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/BT RE R LR P K BE e B A A O R 95 1 52 1R 3 (MR e A 227 f /BT e
PREE T H B2 O Al I PRI 2 ) T 42, A6 1) 52 R 1 B R 3 CASP2 5 BRI \NOX3 ZE AL
CAPNS1 [R5l RHOA 3 [A] () 223 I XUEE RNA (dsRNA) Ak & 57 B, DA TT e 32 3R 3 B A ) i
FEARZET 40 MR/ BT RE AR A o fE R AR . AE—RESE T R, T R 22 40 g
FEAH LG, 75 b 22 40 Mo b I e ] 3 B0 2 40 R AE T s> 2220 10% o 758N SE il S i
A S SRR ST s B AR B B R /RN / BT RS B AL R AR
AAH IR, HERARA ) i 2 TeIB AL B AR 42 T 4 AR T . 7E— 285 7 ZP, dsRNA (b &) R
W CASP2 2[R Jf H AL A SEQ 1D NO: 8 Hh 41 i A% H IR e 41 A L aEFT B4 SEQ 1D NO: 9
) H A% R P A1) ) e SR, I E SEQ 1D NO: 24 8% 26 H 471 H fE CEERT SEQ 1D NO:25
8¢ 27 A H R SCE

[0229] 7850 Ty L A SCA F I 5 B HE TR 16T BB 2 R Wi RS R/ B
AU BE RGP T 5/ R AAH G IR B () 2 v, 0455 ) 52 4R 2 1K) -0 e FH T 1 CASP2
HEIAI NOX3 F [5] L CAPNS T i [A B RHOA i [A] (¥ € 128 A XUBE RNA (dsRNA) AL& 0505, A fooxt
AR H P R E A 2T 40 R/ BT BE MRS A BRIk s S R . AE LSl T &=,
X R 40 B AH L, 7E M 4 Hu b rd i H R B g st T b 2 10% . 1R
AL T 52 R e B AR ) S T e A B AR B R/ AR AR/ BT RE A AR
I EE S/ ARAAH DG, IR ARG an R 28 0 IR AL AR 8 Ju 4l AR T o 7E— 285l 7 &=,
dsRNA AL5 4 i CASP2 ZE[A T HAWE HAT SEQ 1D NO: 8 H 41 i A% 1 2 - 41 AT SCHEAT
HA SEQ ID NO:9 i) i BaZ B IR P 41 Y e U, 1bi% SEQ ID NO:24 5% 26 41 i A X
BEA SEQ D NO:25 8% 27 1) i e Uk

[0230]  FEASCAHH BRSO Har R B el HoAk = VE R 40007 B 3 sl il 5 W
BT S AR JT I I, AR W DA/ B . Heas R ARG T 2, ts
PO ) KA R B RER JRGR) 28 7 P BBl S e A 3 sl 2 00 )7 G A bR
BN IAEE LY/

[0231]  AHRNHE, —J7 iH@ AL T 452 1 B P9 1 Rh 28 TPt b 28 OR 4 19 07 VR EGR &, A
T A Ik 1) 5238 3t FH AR ST FF P9 dsRNA T « ek 4 876 7 T 0 958403 « 9 hE B8R4 , 49 4n H- 6
R ST 80 RE B R .

[0232] HEHMAEH TR ERBLITEMHEANR T H R (heomycin) & K5 &
(paromomycin)  #% M 2 2 (ribostamycin) . #] 4k % % (lividomycin). & # & &
(kanamycin) « ] & K 5% % (amikacin) . L3 %% 3% (tobramycin) . 28 %% 2 (viomycin) .
K K% % (gentamicin) « 1§ & K & (sisomicin) . £ 3 V4R F & (netilmicin) . 5 &
% (streptomycin) . #i Il = & (dibekacin) . 18 2 % & (fortimicin) Ml XN & % & &
(dihydrostreptomycin) BlHA G, RrEPIEROIEHER B FIEER A FEERBX
KEZ CLURKEE Cla JRKE F C2 M A B A wR T, Fe 2 B 5 A S S0, FRAIC
KB SE PR

[0233] S T-hudie 5 & H-5 0t A2 ™ E 50 B PRI M EE ] . BEE e e ) AL FEE A
R KEFH (vincristine) K3 (vinblastine) JJi4H (cisplatin) FEAFEEAL S D)
BN (taxol) MEMBHALAY. WAL SYILH AR (£4) (Paraplatin®)

VU (tetraplatin) « By R4 (oxaliplatin) « B yb F 40 8 U4k (aroplatin) F1 2 4
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(transplatin) Jf H 24340 E7 7o

[0234]  HELA7 O 0 HE M @ AE H B9 R IR, R il k7 B PR 5000 45 E AN BT ) J it i
(furosemide) \H) R (ethacrylic acid) Fi7k#] (mercurial) .

[0235]  HEEfEZE TR FHEA R TEEH THIT RN 2 T A o 78— 285l %
P T RS 5 ALBERR WA (PDE-5) HIHIF, WG VIHIRAE (sildenafil) (Viagra®)

HHIBAE (vardenafil) (Levitra®)FifhikhrdE (tadalafil) (Cialis) FIEIE .

[0236]  JKH7 Bk, B B BT UCAK (aspirin) B HE8MEEIVEN, WS HM ( “H AR
(ringing) ”) FETESPENT 42 o i HL, G SR B 1) /30 2 24, W 453405 ml A8 o Rk HL
ANAT I

[0237]  ASCHE—B AT T H T8 B s ot S A4 16 7 VERNR &, b 2o
ZHUMCF A FE R S5 38 2

[0238]  {E& NS 7 ZErh, ARSCHEAE T —Fh T 523038 B Y AT E AR 22T IR 2 AR (1 7
o TR 7 ARG & FH TR A5 AT B A T AR 2 AR, AT 9859 B AT BE Th g, B HE(H
AR T R IPIBIL . AERZEHEILE (BN ) T, BTG RGH B T
7 8] 78 A AR S MR

[0239]  ZLJE IR T

[0240] S JEIK [KAE, PR A e & M AR ELAR K (ELH) 5 22 — i G B00Z 2 R H 1 1) py B
i, J H R A 2540 S 2V k. 36 JE/R FIER R M ANTE 28 o R EAE T B HT R L)
RERR SR IR RUK (7RY ) o 388 /R FOE 1 32 BARAE FEAR A2

[0241] &) PERMEIZ S BZE RAEEE Z IR R A IF H—RRFE4y 20 20803 2 4~/
b Bl B B T, Kk 24 /NEF . PR EE R 1] 5 | L R

[0242]  b) WT Jj382k o 6 JE /R IRUE P I T % 2 mT BRI BN, Kl e fe 5. f)a, K%
NG — BRI AT 3 Ko W g3 2R n] kg B sl X o

[0243]  ¢) By, B MY AFE H RS BIPR S 505 75 (buzzing) « &M (roaring) \ M
(whistling) BMiMT S (hissing) o 36JE/RIAE, B EIRACYT.

[0244]  d) HJIK. BRI Y i IR E R ).

[0245]  ANAEEAZFS LA, AATE A HW B 40 i R AT HE B 40 B A2 36 Je /R IGHE B P
PO, T SIESVT 5. B4 B A T P B b B 2 2% T ot B 40 A7 EE g 119
Corti 28 F 1 FF HLA TG 75 & FLRE 55 e ol i s 2T e ROE BRI B 5 e AT
JERAMRAL T W ERIRTEE CFT) #88 ORI EREE. TR ) o EATRINSL AL E 1
M I 5 325 B K i LA 75 B 44 o B R 5 HRIGS A7 B R T- 4 . E T S BT RE B 4N B =
i, 5 B A s E D R B AR HE O M ST, IF BV 8P B bE 2 R A

[0246]  TEPLIE S T7 S, 1697 W32 3 i sl F B, Reml 2 FLahy, 3 Bk
Ao

[0247]  “YRI7 2R E 7 ¥8 17 52 1R 3 e FH 9% A SO P 0 O DR AH SE R« IR S R A
TR 13 Ji « PTG ™ T B B AR BB g 2B A B vty e i “ 90T FRIA
I VT AT VA BT Pk e e, G PR A ST 0 R i el D e R o TR
LIRTT B2 R B O AR 4 ) Pl 95 O IR 1R 521838 AL T BT i S50 B0 IR P XU, R
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Gy BT IR P59 SO R B 52 R AER T B 5 B IR ) 2 1 . AR SR Je R IRE R AR
AU B B Ja i A R B A

[0248]  ASCERAL TR/ A ST RGN/ BT RE R G0 I B S A O IR ) 52
TR AR e AN EE TR/ BT AR PN PR 22 A0 A R 1R U V2 A 1) A2 R I S e
T CASP2 ZE PRI R IA I XUE RNA (dsRNA) ALA i) &, Horb Pk & (K445 SEQ 1D NO:1-3
HAT— A2 () mRNA, MG 5238 3 B DY (88 A 28 4 40 e fn /sl i b 2877 40 g it o
SR ERIESLE T P, dsRNA (LA & B SEQ 1D NO:8 41 H A% H IR 741 1)
A SCEERHAT SEQ 1D NO:9 FR A7 H (42 17 2 e 40 1) e U

[0249]  FEEITIE

[0250]  VAYT 2 JE IR FARE R AL 2 FF IR AH 5K 55903 FH A (1% 77 320 4% I FH X CASP2 J K]
[FINEE RNA LB E—20 A F T BEA7 HLARRTT A 28 8 /R FE 32 38 JE /R FUE
SN Bk 5y B 9E Je R FORE I 32 1R 10 ©LRNA YT, S R BL 29 20 5 B A SCATIR (97 v
A AR B — 353

[0251]  FH “IE[R]” 8L “ S5 67 BAIRTEMEH AR W IR 29 4169 2 i« IR 82 it FH 5 Ak
(M55 FA BB o DRI AR R B0 245 4 il 30 40 ok B R g e FH DL 3@ 31 i 41 4 (1)
M5y o I AT IS A IR AR 2 a7 ), 0 an i RS B I L RN R
BHig E. ERIE SN R Eh Rk (BRI, £ 57) s B4 CERSE KN AN R T
MRS ) T

[0252]  {E—28S)i 5 b, AR SCA T 47 F R a7 5N/ AG s AR R AR i
B —HEWEUE A ECE 2R AR 25 A SVt R, e B ST =, Ak
B B 25 A G RS 3R T R E ) /T8 TT IR AS Rt A I A m] e it o AN 4
AN G503 B B L A e FH B R AT R S A

[0253]  CL28 AL 7 SR T AR B, I BN AR AT FHARTE & 48 A 0 m JE BRI P T
i)

[0254]  AR4ELL LS, AR ZASMFIAR R R T RE . K0k, W FRAEAE AR B BT BAUR
BRI N BRAERR BIRGA , v SEB AR B .

[0255]  AHUEMKERE, (EE LT MR ER G55 H T SA Y, BFEEE TR, XL
HRRA) B & )R L ) R IR 20 T P9 2% A i ok 5 1 NS I, DA B A T L IR A
R BH BT S A IR S

[0256] T [ 27 St 9 4 U6 B T AR B AR AN RV RRE DA 0 L KT BR Al

[0257]  ASCNHARART ST 51 FH A Ry N e ST R AH CER A B AR B 75 & A H1iE
AT AR B SR 1) 0] BRI IR ) o DR AT SO 1) P 25 85 A Al 75 B 38058 T T4 2SI
HIE AN AT 5 B AN B0k T 10 2 75 B LE A R X A A o

K e 151

[0258] A HE— D PRIRIE, 35 15 AT BN G3n] A8 T 18T A5 5 K PR P 3t A
FIAS ] o IR, I S S S it S I AR o D Ui B 1t AN DU Aoy CRR o) 22 5K
PHIRH

[0250]  JEHIJTIZ - 7 AR A G e
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[0260] 41 [A] AF Sambrook %%, Molecular cloning:A laboratory manual, Cold
Springs Harbor Laboratory, New—York (1989, 1992) F1 Ausubel %%, Current Protocols
in Molecular Biology, John Wiley #1 Sons, Baltimore, Maryland(1988) ', Jf H
1 [@ {F Ausubel %%, Current Protocols in Molecular Biology, John Wiley Fl
Sons, Baltimore, Maryland (1989) A1l [ 7E Perbal, A Practical Guide to Molecular
Cloning, John Wiley&Sons,New York(1988) &, Jf H. &1 [7] 7F Watson %, Recombinant
DNA, Scientific American Books,New York 9 F1 7F Birren %2 ( 4% %5 )Genome
Analysis:A Laboratory Manual Series, # 1-4 %% Cold Spring Harbor Laboratory
Press, New York (1998) w1 Fil & [H % F| No. 4, 666, 828.4, 683, 202.4, 801, 531.5, 192, 659
F 5,272,057 Hh A H I HoE ok 51 3R AR SCH 7R, 8 B A bR BRI 2 AR
SR FLARHE b W bR HE 2 2B 2% J7 1. W1 PCR Protocols:A Guide To Methods And
Applications, Academic Press, San Diego, CA(1990) ™ Aristie B HE, AT B SR R x
I (PCR) o JR AL PCR &5 & LN 40 R AR (FACS) W] I T30 75 5 22 DNA I mRNA J3 471 1) 4 i
(Testoni %%, Blood1996, 87:3822.) o #EAT aPCR Al RT-PCR IR 7 VALEA ST A A BT J4 o
[0261] 41 [A] 7C Organic syntheses: %f 1-79 4, %45 % A [6], J. Wiley, New
York, (1941-2003) ;Gewert 2, Organic synthesis workbook, Wiley—VCH, Weinheim (2000)
;Smith&March, Advanced Organic Chemistry, Wiley—Interscience ;%8 5 fiz (2001) 7, if
W REAS b BRI U, A SOR B IR AR R L5 TV

[0262]  41[A] £F Pergamon Press Hi i 1A B VE & 45 %45 1) “Comprehensive Medicinal
Chemistry” FRAH—FF, i HHEA L3z AU O, AN SOR RARRGAR s e 25940 5= 77
o

[0263]  —f My &, ELISA 2 {Ib ik G 2 I 52 ¥4 ELISA 5 V2 Jhy AR U B AN 2 2% T
Hlo 2 yeBE AR SR DA T TIE . EIE A 00T, an AR ST N 52 U0, w2
© I I 2, ) AU el e v (RIA) o FE B RIFIRESCHR P T 32 #5381 v I 9 9%
MEk. WL, B, SEEER No. 3, 791, 932.3, 839, 153.3, 850, 752.3, 850, 578.3, 853, 987,
3,867,517.3,879,262.3,901, 654.3, 935,074.3, 984, 533.3, 996, 345.4, 034, 074 .
4,098, 876.4, 879, 219.5,011, 771 F1 5, 281, 521 LA )% Sambrook Z%&, Molecular Cloning:A
Laboratory Manual, Cold Springs Harbor, New York, 1989,

[0264]  siRNA JEVE

[0265] A FH T ) Sy BRAC ATk 0 0 ) B0k AR BG4 R HE YR T B FH K dsRNA 1)
H X L FH

[0266]  — %I 5, £E 6 FLI LA LR 1 5-2X 10° AR 0 M (-4 1 A JE A 1
siRNA T 5 4 HeLa 40 JF0 / B8 293T 40 il i % T4 ) KB/ /) BRZE PR siRNA 1] 5 24 NRK52
AL CIE5 KRS i N E 4B ) AT/ 8 NMuMG 41 (/N RFLIR B4R &R ) (70-80 %71
o

[0267] £ 24 /NS, {1 Lipofectamine2000 X5 (Invitrogen) ,fE 5nM 5 20nM [¥)f%
LR N siRNA LS e di il £E 37°CRAE CO, Bi AP Rr T4 72 /hi .

[0268] i fH] PTEN-Cy3 #Rict¥] siRNA 46544 A e Gy (R BH 0T HE o R 25 e 22 4 2 A A
[¥) sSiRNA (A IIETE . A GFP siRNA ALEW1E R siRNA 5 14 R B PR 6 o
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[0260] %4 72 /NI, WOER 40 M I HAZE M 2 B RNA. 3 I ¢ 't BB ks A AN 4%
[0270] {5 I 0F 1A P VR AE R T 40 e o Cassp2 ZE AT qPCR Z3 A7l € 48 FH e 78 A1 siRNA
GERRT LRI R IA BP0 o

[0271]  — i &, HA LR TSN R4S 2 7510 1) s iRNA X RIS — 90, 4 dn=E
NRK LB KRB 2 AR = 1

[0272] MG EMHESLE

[0273] MR 3 A< & B BT iR (R 284 24 A5 T K sRNA A6 S 07E A I35 H R RURE (A e 1k
e

[0274]  {E 37°C T AE 100% AT (Sigma Cat#H4522) 3% F S &K TuM ) siRNA 43
o (siRNA JEHE 100uM #BE T AIMIEH 1:14. 29) o

[0275]  FEARIFEIISHA]) A (0030 238 1 /NI 3 /NI L6 /NI L8 ZNEF V10 ZNEF L 16 ZNIFFT 24 /)
I ) K sul W n2 15ull. 5 X TBE FAEZZ M A o 37 RUKEFE M AR B P R T IR EFAE —20°C o
[0276] A& BRAHF R BIAR P8 A 0 5 R A B HEAR 1 20 %6 N M BRI RERR | o 7R
AN R CEEAE R m] I

[0277]  Sjidsl] 1 ./ RN H o CASP2 [ Rk

[0278]  Phex™" "™ 5t /N AR AR SE 8 /R FORE IRSER , FL 48 Pk UK (BLH) FiEAT
PEIF J13E 2K . £F Megerian 28 (“A mouse model with postnatal endolymphatic hydrops
and hearing loss”, Hearing Res2008 ;237 (1-2) :90—-105) H iR T iX PR A, HoP5 i o
I EEAR TN o SAL /N AR A S5 7RI R REAEA AT RE D BE 32 13 11) ELH, B4 11 o2 AHE g
PRI AR IR T o B i T R 0 s B b 1 Je o 4 BB Ak I L H IREAT 1 Wy 3k
RACPHTHIR .

[0279]  {EMFAEALRI Phex™ ™™ /N il P VP52 /N B B CASP2 ffIR 1A . ZEALHE 3 Jiilk .2 H
A3 T S 1) AR R Phex™ ™ SEAR MM /N BRUIK 2 A SRR S 56 5 ME VPl Casp2 5 1K
o AN BT Y B [ 58 R R A I U0 R LASRAS R IR W n R s PR DA A BB e #h 2
TR . B T AL VAL B H e 3 AN R T H dsRNA 43 AT IR R A7
FAZ53 Mo AT Casp2 Hifk (Santa Cruz,SC-623) , it 28% A 11 9 R 4L L0 2% P 52 Casp2
T|AFEIL, IF HA Tyramid 3 FR 4 (TSA™, PerkinElmer) 314 HRP % 5 %41,

[0280]  FEPTAFENM, Frlag Corti Yeads® (00) 1, /E 4NN IRBEAI LT (SG)  Hoiwf
SFIRTRESE F R0 (B ) hoWlEes| Casp2 FHEEAN ML, 53 41, 70 /D JORE S rh 705 B s
(FIBE2 B RE ) FIMAE (P24 i) o M BRARRs e e e 5 RIS RS , 76 Casp2 B AR
UK BRSSO R 2 A 2 5o ANSCAELL IR 1 it T4 45 5L,
[0281] 2 L. BFAERVRI Phex™ ™ 5875 /N fL N H AP (1] CASP2 FE ik A

36



CN 103917647 A OB P 31/36 T

in Y R @A X,

1| 3B #Phex/Y #S515 | corti & ‘& (OC)-£. 4 J0. 48 3% #¥ 22 3 (SG)y A= AT 42 B30
Lk (B )

2 | 3 #Phex/Y #8517 | OC-&£4m i, M 4 I B (Reissner's membrane)#fe
SG

3 | 3BEEH/Y #S518 OC-£m, SGAA M &I L K e F (32 %)

4 | 3 E+/Y #8519 OC-£.4mfh, SGAe AT & &AL L& 40 i (38 8)

0282) IS5 A Phex/Y #877 | OC-E . SGAH iR

6 | 2A#+HY #S79 OC-£mje, SGAIEIRWE

7 | 3 #Phex/Y #S100 | OC-£m i foSGUL B A MM E)

8 |38 #Phex/Y #5899 | OC-£mMASGUA LM A IRE)

9 |38 #%+/Y #5104 OC-£.m 8, SGA= AT & B30 L B 2 fo(BE &)

10 | 3 A #+/Y #8105 OC-£.4mf0., 8G. A EAKL LK mi( S B 5%
iz

[0283]  SZfifs] 2 :Phex™™*/Y /MR (S JE /R FCHEARAY ) H1 s iRNA [ 7] BN EE 3 2% (1) VP A
£ 4 Bl siRNA 2 T Ih 5%

[0284]  HEJ AFHEJE/KIGHE MD) K/ B PP AL TER 4 Fiaf IR BRIk J LA dsRNA 7311
G AVERRE R R

[0285]  Phex™" "™ it /N AR AR 36 8 /R FORE IRSER , 48 Pk UK (BLH) FiEAT
PEWT 132K . #F Megerian %% (“A mouse model with postnatal endolymphatic hydrops
and hearing loss”, Hearing Res2008 ;237 (1-2) :90-105) F iR T ixX A A, A i o
FIHEARTEN

[0286]  JH it LA FEEAT X B dsRNA [ 22 4 PE R 80 P2

[0287]  VFfii Ecog TEREIRE 5

[0288] VAN BIIAZRUI

[0289]  PEAL PN HIhEE (XUM) 5

[0290]  FEAR AT SRR

[0201]  RFEF (Click)8.16 Fl 32Hz TINS5 R T RN (ABR) ;

[0202]  WAARF=H)H 75 &5 (DPOAE)-4.6.8.10.12.14.16.18 F1 20kHz FIKIMELE ;

[0293]  FEAR AMERTEEZNBEIR ;

[0204] iR AL AL

[0295]  BHF5L5T IIANB BOEAT -

[0206] A5 1. X 1ETEEFARYN RIKA)E dsRNA Py B 8 e e VERF 5T o

[0297]  WF5Y 2. XFHEME Phex™" ™ /Y /)N B A B 1] 4 FiAS [F)EE R ) dsRNA 431 FRI7 28000 VAl
[0208] A5 1 (1 H [ <A R B0 3R AN Py B i A /s 51PN B2 i dsRNA 11722
SMPEE. BT 1 2 MK 2 thon il T FgR

[02909] & 2 5T 1 il
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o | dh S R E 2 fe A, Ak
(n=3)
1 siRNA P15 £ P16
2 siRNA P15, P22 P22 P23
3 siRNA P15, P22, P29 P29 P30
4 siRNA P15, P22, P29, P36 P36 P37
[0300] |5 siRNA P15, P22, P29, P36, P42 | P42 P43
6 siRNA P15, P22. P29, P36, P42 | P49 P50
. P49
7 WA4h P15, P22. P29, P36, P42 | P49 P50
. P49
8 % & £ P22. P29. P36 | P50
. P42, P49

[0301]  *P = A5 IREL, B P15 Fe A2 f5 15 Ko

[0302] M P15 4R, &8 & 3 KN 7 4% dsRNA BUBEN Y. 7R Ja— kit T
AL SO A S AT R R L 2 AT D Re . dsRNA 731 7R B sl e (R
) 40-60 738 PRI, JEAT 75 B2 BRI ) D) BE TN T B i () R R4k o X5 AH [RIAF I8 1 e HE R
BT /N R Sh e il FH VR R e X e

[0303]  [&] 3 7R, il ik ABR BI{E V2, B F dsRNA BREEA 4915 B 500 B 2R /N BN H 1)
WBIT AT FJThRE . X T REIR KHz Y&, 28 siRNA YA 97 IS 45 S Ar 22, R4 9877 1Y
BAE A R BB TT ISR A

[0304]  HF5T 2. X HEPE Phex™P ™ /Y /N [ i ¥ [ 4 FfAS [ 5 K] CASP2 \NOX3 . CAPNS1 AT RHOA
) 4 Bl dsRNA 23[R 7 3000 VA o

[0305] 5T B I <l A FH Zh Be FHALZRPEAG , VP& 26 Je R IRORE /) BRLIZ AR B dsRNA
11 Zhak

[0306]  BF5Y 2 -3 3 FHEE AA 1 AB HoR T HFFE it B 4A 7R T Phex™ ™ /Y Py Hop
AR U RAN A . B2k Tis HIRRILAL R AW 7738 5% (HL) Ik R RAK (ELH) A4R1IE L iR TiE
PRETTYRL (SGO) IR BB MULR AL, BRI R AE GRILA B B —Sn] 2, fE 2k
o T Sk fe RIMBEFE RS M. (£ E T Hear Res. 2008March ;237 (1-2) :90 - 105) .
[0307] K 3897 2 it
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S e BT A 1 R MR, #iabk
(n=12)
1 siCASP2 P15, P22, P29, P36. [P29. P36. P42, P49, [P90

(Mi1) P42, P49, P56, P63, [P56, P63, P63, P70,
P63, P70, P77, P84 |P77. P84, P90
2 sINOX3 P15, P22, P29, P36, |P29. P36, P42, P49, |P90
(MX2) P42, P49, P56, P63, [P56. P63. P63, P70.
P63, P70, P77. P84 |P77. P84, P90
3 siCAPNS  |P15. P22, P29, P36. |P29, P36, P42, P49, |P90
(M3X.3) P42, P49, P56, P63, |P56. P63, P63, P70,
P63, P70, P77. P84 |P77. P84, P90
[0308] |4 SIRHOA P15, P22, P29, P36, |P29. P36. P42, P49, |P90
(M 124) P42, P49, P56, P63, [P56. P63, P63, P70,
P63. P70. P77. P84 |P77. P84. P90
5 siCNL P15, P22, P29, P36. |P29. P36, P42, P49, |P90
(Pt ) |p42, P49, P56, P63, [P56. P63, P63, P70,
P63. P70. P77. P84 |P77. P84. P90
6 A P15, P22, P29, P36, P29, P36, P42, P49, |P90
(Bt i8) P42, P49, P56. P63. [P56. P63. P63. P70.
P63. P70. P77. P84 |P77, P84, P90
7 7 % P29, P36. P42, P49, |P90
() P 3 18 P56, P63, P63, P70,
P77, P84, P90

[0309] M P15 T8, B N4 12 HUNERIK 6 A% dsRNA sREEN 7T HE % P63. 1F
it FH ARG BIOGT R it~ R B L it FH 2 i B P IEAT DR K. dsRNA Jit FH 77 8l (R
) 40-60 7380 FF HAUEAT 75 B2 PRI 1) Dh BE I BEIN R) ZR I D04k o X AH RIS S 1R S 3R TR
I7 /N B D RE DR FH VR FR 4 )

[0310] 7R V&4 38 ik 74 A ad G b vy A 5 2E 38 N sh 4 o

[0311]  HEAT G5 1H 20 M7 DA EL BT AR S VT FC 0 2896 97 N6 HE Phex™P ™™ /Y /)8 Bl 2 TR) W 2 « 1T 2
FAT AR 45 8. P<O. 05 W 22 57 B3,

[0312] 2l i, Al 3 /N BT PN R, 8 2 A 0 0 I U0 F DA 7 W R JE s R A B
BREAR Y . I H T W B A RAZ . T Hl st s h M A 24l &
M) CASP2dsRNA £k54) (CASP2siRNA, $872 4y siCASP2.QP11007 B 1007) J2& B3 4% Fp
FERY 19- B IR om XUEER, e BE (AS, 515485 ) BEFEME 1.3.5.7.9.10.12,14.16 Fl
18 KEFEE) MARSEMMAZEZ T IRAALE 2.4.6.8.11.13.15.17 F 19 (/NEFEBE)
(14 27 OMe BEAEAMIIAZIEAZ TR s 0 HA BE (SEN, BEMEE ) A& KRB M % IR
MAEALE 18 (I N RIZIIRIAR ) 1) L Wi SRR A2 B IR S 57 AR v 1R 5 i) Jd S A% 0 o i 2 410
5y (iB), W F o -

[0313] SEN 5’  iB-GCCAGAAUGUGGAACUCCU 3’  (SEQ ID NO :26)

[0314] AS 3’ cGgUcUuAcACcUuGaGgA 5’ (SEQ ID NO :27)

[0315]  NOX3dsRNA Ht54) (siNOX3_4) & HA W 4% HAhBER 19— BE IR P om AURE A& (N
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INER K ERESAT ), I SUBE (AS, 51 585 ) A& A0E 2.4.6.810.12.14.16 F1 18 ( K'FFHE)
(IR ZASA I AZRE R PR AN AL 1.3.5.7.9. 11131517 A1 19 (/NEFEE) 114 27 0Me H
AR AR TR 5 IF HAA SCBE (SS, B AEE ) B3 A8 2.4.6.810.12.14.16 1 18 (/NG
FRE) 4 27 OMe BHEMRAZ M Z IR AL E 1.3.5.7.9.11.13.15.17 f1 19 ( K5 FH})
(KR LASR AL HERZ R . A3 XBER 37 A A SUREIK) 37 A Ui ¥ AR i B Ak o

[0316]  iNOX3_4

[0317] 5’ UcCuGgAaCuUcAcAuGaA 3’  SS(SEQ ID NO :10)

[0318] 3’ aGgAcCulgAaGuGuAcUu 5’ AS(SEQ ID NO:11)

[0319]  CAPNS1dsRNAAL&4) (siCAPNS1_13) A& HA P4 ANBREIK 19— 4% 1R i XURE 14
RUEE (AS, 51 98 ) A E 2.4.6.810.12.14.16 Fl 18 ( KEFEE) [RIA LS K RZ b
ZAERAALE 1.3.5.7.9 11131517 F1 19 (/NEF-BE) 4 27 0Me BEAE T A% BE 4% 1
B 3 B XBE (SS, BEMNEE ) A7 E 2.4.6.810.12.14.16 M1 18 (/NEFEE) 14 27 0Me
B AR TP R AT B 1.3.5.7.9.11.13. 1517 Fl 19 ( KB FRE) IR S G 1% 8
A

[0320]  siCAPNS1 13

[0321] 5’  GeUaCaGaAcUcAuGaAuA 3’ SS  (SEQ ID NO:12)

[0322] 3’  cCaUgUcUuGaGuAcUuAu 5’ AS (SEQ ID NO:13)

[0323] —=,@-;CE HOU;n;@)I|[1al @;ACUKAN =,@« ;—,E; +—2Z « T o or R
—:e:l@] @

[0324]  RHOA dsRNAALE4) (siRHOA_4) & H AT 4% N REIT 19— 1% H 1R om DUBE A4, [ XL
B (AS, 51545 ) BEATE 2.4.6.810.12.14.16 F1 18 ( K5 FHE ) HIRGAGAH AL LT
FRFIALE 1.3.5.7.9.11.13.15. 17 1 19 (/NEERE) 148 27 OMe FEEARIIZ AL TR ;I
HA SCEE (SS, BEAMEE ) L E47E 2.4.6.810.12.14.16 F1 18 (/NEFEE) L4 27 0Me Hi1E
WA RE R P BRI B 1.3.5.7.9. 11,13, 15,17 1 19 ( K'FFEE) BRSPS A%
i s

[0325] siRHOA 4

[0326] 5’  GeCaCulaAuGuAuGuUaC 3’ SS (SEQ ID NO:14)

[0327] 3’  cGgUgAaUuAcAuAcAalg 5’ AS (SEQ ID NO:15)

[0328]  EGFP (M558 bt a1 ) X dsRNA b5 %) (siEGFP_5) & HA P 4 s sk
1) 19— #Z IR P o SURE 4, ) XBE (AS, 51 5585 ) 50 & 2.4.6.810.12,14.16 A1 18( K
YR RIRLBHRZR R AALE 1.3.5.7.9.11.13.15.17 1 19 (/NEFEE) 4
27 OMe BWEAEHA I RE R 1718 5 0 HLA S (SS, BEMRE ) B8 7 & 2.4.6.810.12.14.16 FI
I8 (/NEFEBE) £ 27 0Me BEAEMR I IAZ IR AL E 1.3.5.7.9.11.13.15.17 FT 19 (K
YR ) MARSEM LR ;

[0329]  siEGFP 5

[0330] 55’  GgCuAcGuCcAgGaGeGeAcC 37 SS (SEQ 1D NO :16)

[0331] 3’  cCgAuGeAgGuCcUcGeGuGg 5’ AS  (SEQ ID NO :17)

[0332]  Z5RAZ L

[0333]  ABR ZhEeIIR K45 :Phex™ ™" /Y /NRAEFTA SR T M AR T ) B 238k 1
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TG ZR G 2 1T P29 BN ) Dhie ™ B ik 2R JF HARBH o0 BEAL M HE siRNA ¥Ry A h A 1k
— AT . AT P29, 28 siRNA VEIT I/ (78 P15 I P22 Y397 2 4k ) VT )1 Zhig
TEITA S TP HS B B W ia 7 1/ B 2 SE 47 JF AR T4 siRNA 1697 1/ B
T 22 S B I TR) A2 45 BN 2% o AAPT0 HUG, 548 siEGFP 1697 IBIIAH L, 7E T siRNA ¥R
SY AP AR 16-32kHz WY ) DhRe 2815 B 550 4. &1 BE Hhos T PO RIN ) ABR 45 . 7E
A B 5A-5D T, I 1 IE 7 TR B SRR BEN W) s T O = MR A0 3 5 4k on &
siCASP2 YAI7 I s In's (“+7) B KBTS kKR4 siEGEP 3T B sy S0
5] P (1) KB 3T 5 B 2R R AR sTEGFP YRTT MBI 5717 25 KAk T 5 4R K /R 4 siRHOA
YAIT BB s a0 B P (1) S2 4 R /40 siCAPNSL VAT IIZI o x BIERAE T P29-P90 ()45 2]
MR RA y PR HE T 2k B ABRIRES 1Y dB 1340 v B2 4 5 BN R R, R g5 o ~
75-87. 5dB, 8KHz kj~ 60-80, 16KHz &~ 40-70 3 H. 32KHz S~ 55-75.

[0334] ¥ 5E B RTE PO K, fEL R GG TT BT ABR $& 51 TE8EN Y siEGFP
ZREASG U EEERNER X T IE /RIS 7E-REE S T I ABR :55dB ;71 8kHz T -
40dB ;16kHz :35dB ;7F 32kHz T :40dB.

[0335] %518 :7F siCASP2. siCAPNSI1. siNOX3 11 siRHOA Y&J7 41, Phex™ /Y /N G/
HUT S DhRe R . LI T RS E A 22 1 FIHT BE AP T A2 eI M fR

[0336]  ZHZ2EYLE I 4E R AERFIT LB B AT /N B 45 16 P9 B0 R [ A0 2R 2% 4 BT e
B, X RAR LG, Kotk b BB SRS T4 siRNA Y697 (190 B b (8 e R T e M 5 4 i X
TR T R ELH ( SR EERRK ) RIVAEUASZ siRNA 397 52m . At kL, 7E500 1
EAEY B (PO0) , TERT A W FLAL B R S 2 Bt b S 40 BRIt A2 4k . S EEA-PihyT 4AH L,
E Phex™" ™ /Y /N FRLZE dsRNA Y657 119 B P 5 WELE A 22 71 41 IR 7 B 4 26879 40 i /s HR R 2
PEBET I S E B 4. ELEIE 6B 55 6A.6D 5 6C 1 6F 5 6E, Hf (MEAFZHZY) st T Kl 6A
HH R AR 22715 40 B AR T DX ORI ] 6B ) 3 AP T DX k. o A0 MR T BE B 40 B BT AE
PR RS R RS2 520 I HL 5 A REAH EG , FH siCASP2 VAT R A= B s v . 4 siCAPNSI,
siNOX3 I siRHOA 697 B3 Il . B TA R Tk AN Winyy (A£F) 8k
SiEGFP J&77 (A FE) 19 Phex™" ™ 5845 /N B A BRI (M) p (1 s 22 5T 4l o J&] 7B 7C 1 7D 43
Wl7R T Sk H 4 siCAPNST, siNOX3 A1 siRHOA 1697 HIEN A A H- g TH 0] o (g 85 40 .
AIAEEII A X63. B 8A /R Tk BEEAWRTT (Z£K) 8 siEGFP YT (A KD 1
Phex™? ™" 545 /N BRI BT BEAR 2275 40 . J2] 8BL8C H11 8D 43 Wil 7 H T 2k 3 4 siCAPNS1.siNOX3
A1 siRHOA VAIT B AT IE AR T 4. A SURAS A X 63, MR IE #4871 41 I 1 A7
RN IR B O ER 2

[0337]  FEIX TG 9T 0 /> A A AT dsRNA. 8 326 38 5 i EE R I S B . FEIRIR IR ES 1, &85

SRR B R EAE A B 6 dsRNA JERT BB BGAL, TEARSC A HFIY
A5 TR R K dsRNA A 2 R 1 B A AS[R] 7 410 R 6 A8 1#) CASP2, NOX3. CAPNSL A1 RHOA [
dsRNA (R EBRFIPE s, FF HBATE TR & B 2R A 5 PR AN R 7 210 F0 45 74 1) dsRNA
YIFNAE S A SC A FF I 5 R & A

[0338]  ASLCE) ZHIMNFNE LHGR T AR J& T 288 AT WA RNy A AnE
J& 53 AARA AR R B ) — 053 o XL FE RS AR B IR JE AR 5 PR 2 A2 BRI A PR il A2 25
ok B I &8 B 3, AN R R A SO B AR TR BRI R S ST RAE T
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FIBMESR
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[0001]

[0002]

<] 10

Frol&

SR 2 ]

<120>

<130

<150>
<l51>

<150>
<151>

<]60>
<170>
210>
<211>
212>
<213>

<400

UUUUZUCUZY CCECCEagea Coceacuues coccauugga Cogegoggec goegonagag

CUCUZCECCU ZOEeAcgeac CEEECeegey acugegugec Cugeuguguy geegeggeag

ggogeageeg caggegeagu gugegiocge gucugagees agecangugy gepaagogac

£8CCCeoggu UUGUUNZEEC UZUZEECEgy BOgeageggn gageocggga anagegggaa

auggegecge cgagesegsy SUCUUZEUCC 4cCHICCage Scanggagey ganggecgen

gacaggegac geagganaun gEgagugugl SEcangeaus CHCIUCAUCE SEaaaccua

4a3AAZAACC ZAZUZZURCH ARCCARACAY CUGUUZUNZA ZCLARIIZU AZAacaucuy

RATFHERP i hiLma a4y
240/PCT1

61/554,982
2011-11-03

61/663,627
2012-06-25

27

PatentIn fE7A% 3.3
4241

RNA

HA

1

cuggagaagg acaucaucac CUBZEANANg AgEagonca UecagRecan aguggecagy

UUCAZCCaga AUZUZZAACY CCUCAACUNE CUZCCUAAZA EESNICCOCa AgOULIugaU

gecuucugug aageactigag ggagaccaag caaggecace Ngeageauay guugeucace

43

60

120

180

240

300

360

420

480

340

600
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[0003]

acccunucug geeuucagea uguacuceea coguugagen gugacuacga cuugagucuc 660

CCULIUCCEE UZUZUZAgUE CUZUCCCCeUt HAcaagaage Uccgocugue gacagauacy 720

guggaacacy cecuagacaa udaagatggu ceugucugee ugcaggugaa gecuugeacu 780

ceugaatiiul aucagacaca CUUCCageUE geatlauaggy ugcagucucg gecucgugge 840

cuagcacugg uguugageaa UgUZCACUNC AcCUZEAgaga aagaacugea auuucgeucy 900

ggaggggang Uggaccacag uacucuague acccucuuca ageuniugge cuaugacguc 960

cauguucuay gugaccagac UgCacaggaa augeaagaga aacugeagaa uuuugeacag 1020

yUaccugeac accgagucac ggacuccugc aucguggeac uccucucgea ugguguggag 1080

£ECECCAUcy auggugugea ugggaaacug cuccagouce aagagguuun ucageucuuy 1140

£acascgeca acugorcaag coUACagaac agaccaaaan uguucucau ceaggeenge 1200

cguggagang agacugaucg uggeguugac caacaagaug gagagaacca cgeaggauce 1260

CCUGZEUECE aggagaguga NgecIguaas gaaaaguuge cgaagaugag acugeccacg 1320

cgeucagaca Ugauaugegg cuaugecuge cucaaaggga cugecgecan geggaacace 1380

42acgaggUY cougguacay cgaggoucuu geucaagugu uuucgageg ggeuugugan 1440

augeacgugg cogacaugeu gguuaaggug aacgeacuua ucaaggaucg ggaagguuau 1500

geuccuggea cagaauucea ccggugcaag gagaugucug aauacugeag cacucuguge 1560

CECCACCUCT ACCUZUUCCC AZZACACCCH COCACAUZAU gUcaccucce caucauccac 1620

gocaagugea agecacugga ceacaggage uguganagag ccuuugaucu ucaggaugea 1680

CZEUTUCUZU UCUZCCCCCU CAgEEAUgUY grFaaucucce agacuuguuy cougugececa 1740

UCauCcUCHge CUUUZAgUET gEgactccag geecageuccu uuucugugaa geeeuuugee 1800

ugtagageea goculggulg gaccuautge caggasuguy ucageugeag uugaagagee 1860

ugacaaguga aguuguaaac acaguguggl uaugggeaga gggoanauaa auuccecana 1920
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[0004]

UUNEUEUNCA UUCCAZCUT UUgUAgauge cacuuuagug autgeuuuua uuacauuagy 1980

UaAgaugUC gagagaccau cuccuaucy BUauicauy canauccuce geecuuuuug - 2040

uccuagagug agaguuugga agguguecaa anuuaaugua gacauuaucy uouggeucug 2100

aagaagceaa caugacuaga gacgoaccuu gougeagugy ceagaagege ceugugeguy 2160

ceeuucagua cugeagegee acceagngen aggacacucy uggoucguun gggeucaagg 2220

caccgeages UgUCagocas cautgeoung Cautiguace unanugancy uugeccangg 2280

aagucucaaa gaucuuncgy Ugguuguuuc Neugagenuy guuacugaas ugagecucgn 2340

ggggagcauc agagaaggee aggaagaaug guguguuuce cuagacucug uaaccaccue 2400

UCHZUCHUIUL UCCUUCCUZa gaaacgucca UCucucucee uuacuauuce cacunucauy 2460

CAAUCAACCY ZCaculicaua UCUagaulus UAZARAAZCY Uccuageuua ncucecugen 2520

ucauatucucy ceccuucuuLa cCuucautue auccuguugg cugeugecas caaaucugue 2580

UAgAAUCCHE CUUUACAZZA UCAUZUAAAL SCUCARAZAY Siaauguagy ucuuuguuce 2640

UgCULLICUCU UUcaguaulia aactucuccul Bgauautang uggcuuuuau uucagugeca 2700

uacauguual uguuulcaac cuagaaacct UNaucccuge uuaucugaaa cuucecaacy 2760

ucccuguUicy Uiaagacuul UHUUUNIUUN BHUUBUUUNY nugagacaga gucucgeucy 2820

guCgeccage cuggagegca guggecacgau cucageucac ugeaageuce aacucecggg 2880

UUCACZCCau UCUCCUZCCU Cageouucea aguageuggg acuacaggug cecgecaceg 2940

ugcceggona auluuuuugy auuiugagua gagacagggn uucaccaugn vagecgggau 3000

ZEUCUUZAUC UCCUZAcCUC augauceace caccucagee ucecaaagug uugggauuac 3060

aggegugage cacugegoce gggcaagace uuuuuuUAaa agaaaasaaa aaaaaacuuc 3120

cauuCcuuBCy UCCUCCague UgUCUcaca Uaacagagua guuungguuy uuaatnuusy 3180

BHgEUUZHIL ZCHEUUUUHT gUHTIIUNAAE QUEAgUHCUC acuatguune ucagacuggy 3240
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[0005]

4/26 BT
CUCZAACTCC NZECCUCAag CCAUCTIUTO: oCUCAgooy crcagauage ngggoutaca 3300
£geaugages accacaccng geCaggauut gguugnunaa auavaaaucu gaveacccee 3360
cugcuuagaa CCCUNCUZOn Uucuatuace coucamias aanguasacy cuucaccuug 3420
guuuatgaga acUgEUNCUL ZCCulcCeen ugaaccucal vaaaggnga vnucuugeua 3480
AgeUcCagec CEAgUEEUCY COUCULAZET BCUAatULNE Bgoucuucs ugoeccuuuue 3540
CUZLECCUUC UCAgeUCTCs SCOCCCArea CUCUIIZACTC agguggugue coucuuccue 3600
AALUCUUEAT 2aUNCCCEEE COCULICARNC CONEARLARY COaCUICHEY gucugucace 3660
acaucHuguc UUUNCCCCUC autgcatunn uugcaguilia yauananugen acuunuacuy. 3720
UUCAULINCY EUCHCCCCHA CCAZECULENA dalgagEeca SAaaccuugy uugnuunaue 3780
caccaucaug uaccaaguge uiggeacaus gugggeoiie auuaasugu ugnugaauaa 3840
Adgagegang aagecaages aaccUNagCl acaltCeUas CouNUgauaa asuguuccty 3900
uugacaaual acacggauua BHatuugUAC UHUZUIINNG cauguguuuy gouunuance 3960
acuggeauuy uuageuccuy gaagacanau caugugugag anaacuucey ucacaucuce 4020
caugguecell ageaaaauge uaggecugua guagucaagg ugeucaauaa avauuuguoe - 4080
EEUESUINE UEAZCCULZE BECCAAgUCT Lgecuuugee ucgacanagy auggaaguan 4140
Uugagagaga gaaccullice acucccacug ceaggauiuy guanugecan cgggugecaa 4200
auaaaUECHC aUAtUUATYA CUZARAAAAA AAAAAAAAAY A 4241
<2to> 2
<21i> 4023
<212> RNA
<213> FHA
400> 2
ULUUZUCUEY CCECCEAZEa CCOCACUUCA CoCcalllgga Cogegogece goegouagag 60
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[0006]

CUCUZCECCU ZCCacgeac cegeecgeag acugggugac cugguauguy geegegacag

ggegeaggeg caggegragn SUEegUCege gUCUgaggagy aggeangugy gegaagegac

ggececcggu UUgUUUEEEC UZUZEECEgU ECgeagegga gageecggga asagegggan

AUZECEECHEC CLAZCHCLEE GUCUUZLUCE ACCUNICCAZe AcAngEage gauggecgeu

LACAEEELAC ZCagIaUAUN EeAgHEUgU $LCAUZCAUC CUcaUCaUCca ggaaacucua

AAAAAZAACC SAZUZEUSCU AZCCARaCag CUgHUSUUZA gCgaauuguy agaacaucuu

cuggagaagg acaucaucac Cuuggaaaly aggeagouca uccaggccaa aguggecagu

Uncagecaga auguggaac coucaacuug cugoouaaga gegeucceea ageuuuugay

ZCCUNCUgUZ aagecuugea CUCCUgaatt Uuatcaaaca cacuuccage uggeauauag

guugeaguey cgEeetegug gecuageact gguguugage aaugugeact ucactiggaga

£42agaacug aaulucgel CUZEagEeea UgUgEaccac aguacucuag ucacceucutt

caageuuung gecuatgacg Uccauguucy angugaccag acugoacagg aaaugeaaga

gaaacugeag aauuuugeac aguuaccuge acaccgague acggacuccu geaucgugsc

ACUCCUCHCE CaUgEUEUZE agggegerau CUauggugug gauggganac ugeuccageu

ccaagaggull UBUCAZCUCH ULIZACAACEC CaaCcUZOCca agecuacaga acaaaccaaa

AaUZUUCUUC AUCCAgECCy geegugeaga ugagacugau cguggaguug accaacaaga

1gEAAAgARc CACZCAZEAl COCCUZERIE CEagaagagl gatgeoguua aaganaagun

geegaagang agacigecca Cgegeucaga caugauauge ggeuangoey geeucaaagg

gacugecgee augegganca CCasacgage uiccugguac aucgagecue ungencaagu

UUUUCUZAZ CEZECUNZUE AUANZCACTY ZECCgacaug cugguuaagg ugaacgeacu

VAUCAAZEAY CEEEANEEUL ANZCUCCUEE CACAZANTING CACCEEUECa AZSAZINZUC

Higaauactige ageacucugy geegeeacctl CUACCUZUC CCAgEACACe cucceacaug
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[0007]

augucaccue CeCaucalce acgeeangug gaagecacuy gaccacagyga geuguganag 1440

ageouuugau cuucaggaug cacgguuucy guucugeeee cucagggaug ugggaaucue 1500

cecagacuugu uuccugugee Caucaucucy gecuuugagy gugggacuce aggecageuc 1560

CUBUUCUZUE AagCCCUNg CCUgUAgage cagoulgey uggaccuauy geecaggaaug 1620

uuUcageuge aguugaagag cougacangy gaagungiiag acacagugue guuauggeea 1680

gagggcauat aaauuceoea BauUgUgiy caguuceage uuuuguagau ggoacuuuag 1740

Ugauugouny uauuacaula gUUAagaugt cCugagagace aucucouauc vuunaunuca 1800

TUCAUAUCCY COECoCUUUT UGUCCUAZAg UEAgAgUNUG gaaggusuce aaanupasug 1860

uagacauuau CUULEECHC Ligaagaagea aacaugacta gagacgeace uugeugcagu 1920

ZUCCAZAAZe ZEeCclgugey UNCCCULcag tacugeageg ceacccagug gaaggacacu 1980

cuuggeucgl Uuggacucaa ggeaccgeag ccugucages aacauugecu ugeauugua 2040

couuatugal cuuugcccal ggaaguclica aagaucuniic guugguuguu ucucugagey 2100

uuguuacuga aaugagecuc gugggeagea ucagagaagg ceaggaagaa ugguguguuu 2160

cecuagacue uguaaccace ueucugueul uniccutce gagasacgue caucucucue. 2220

cocuuacuaul Cecacuiuca Uucaancaac Cugeacuuca uaucuagaus ucuagaaaag 2280

cutccuageu yaucucecug cuucauaucy cucccuucul- yaccuucai- ucauccuging 2340

ggeugeugee accaaaucug ucuagasuce ugocuuuacag gaucauguaa augcucaaag 2400

auguaaugua gUUCUUUZUL CCUZCUNUCH CUUUCaguay Uaaacucuce uuugauanua 2460

BEUgECUNLL SUNNCAZUEC CAlACAUgUN aUUSINTNICA accuagaaac cuuuaucccu 2520

gouualicuga aaculiccoaa CUlcCCugul CHuNaagacy uuuiuuuus wunwouummy. - 2580

UIUUgAgaca gagucucecy CUgUCECeea Becngeagge caguggcace aucucageue 2640

acugcaageu ccaacuccey gEuucacgee auucuccuge cucagecuuc caaguageug 2700
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[0008]

ggacuacagg UgCeogecac Cgugeccgge uaauuuuuun gualuuuiag uagagacagg

guuycaccau guuageeggg auggucuuga UCUCCUgacs ucaugaucea cecaccucag

ceucccanag BZUUZERANL ACAZECeuga SeCacugegs cogggranga couuma

2760

2820

2880

AAAAAAAANA AUAAAAAACY VCCAUUCULY CULCCUCCAR UCUguuclca cauaacagag 2940

VAZUUULZEY UHUUAAUTUL UULNUZEUNZU BUZCUguuuy BUZUunuuua aggugaguuc

UCACUALIZUY UCUCAZACUZ SUCUICZAACH CCUZECCUCa AZCCAlCUNe cogocucage

cucCuCcaaata gougggonia Caggcaugag CcCaccacace Uggecaggal Bgguuguu

aadtaiadal cugaucacee ceCugouuag aaccouucug cunucuaula CoCCucaut

aasauguasa CUCULCACCY UZguuuAUga 2aacugguuc UECCulcee CUlZaaccuc

aUAsaugE gauuCUIge UAAZCUCCAY CCCgagUEEU CUCCUCTICAZ CULICHAALIT

BEUECUCHUL CCUZECCUL UCCUZEECCH UCUCAZEUCH COACCOOoac Cacucugac

UCAZZULLUE UCCULICUNCE UCAAgUCULE ACaaulcceg ggeecuucag ucccugagea

ZUCHACUUCY gUgUCUgUCa CCacaucuUg UCUBUICCCE Ucauugeaul uauugeaguu

VAVAUAUAUZ CUACULIUUAC UUZULCAUNL CUZUCUCCCE UACCAZECUE UARAUZAZEY

CAgadaccIl gUUUZUULLA UUCACCAUCA NgUaccaagn geuuggeaca uagugggeeu

ucauuasaug unuguugaay aaaagagEga agaaggcaag ccaaccuuag cuacaauccu

ACCUIIZAN aaaalginee INgacaal auacacgeall Uavaniugu Seingio

BCCAUZUZUL ULGCULIBNAL CCACUZECA UHULAZCICE UNZARZAcAl aucaugugug

Agauaacuuc CUUCacauc - CCCalg e Cuageadaal gouagEcCuy naguagucaa

3060

3120

3180

3240

3300

3360

3420

3480

3540

3600

3660

3720

3780

3840

SLUECUCAAY AAAUATINEY BUZEEUETUN BEUBARCCUL gougcoaagY colgecuung 3900

ZEUCgAcAta SUATEZAAZY ANUNZAZAEs SAZASCOIUY CCACTEOOas BECCagEat

wuguanugee aucggauged aaanaaange ncatauuan dacugaaaaa aogasaaaana
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[0009]

aaa 4023

<210 3

<211> 4057
<212> RNA
213> HA

<40U> 3
agaggaagag aacgauuuan ggagegaaua cuacugguan acuaauggas gaaaucugey 60

geaccacugg auauugggag ugugugEeay geaucoucay caucaggaaa cucuaaaaas 120

£AACCRATIE gULCHAgCEa FACHECUEIN SUNZATCeRA LNPVNARERC Auctmcugea 180

gaaggacanc aucaccUgE SaangagEes BOUCACCAR gocaaEYEE goaguuncag 240

ceagaaugug gaaciiccuca aCuugeugce Uaagagegen ceccaageun uugaugecuy 300

CULUZaagca CUgArgeaga CCAAZCARzE CCACCUZEAR ganangmge ucaccaccen 360

HUCUEEECU CAgealguac BCCoACCEI GAgoUENgac DacgacuLga guetcecunn 420

UCCEEUZUZN ZAZUCCUZUC COCULIUACAN GAIgeucege cuguegacag avacugugga 480

ACACHICCCUA gacaanaang AUgEUCCULZY CUZCCUNCAE gugangeoun goacucouga 540

auuuuaucaa acacaculce ageuggeaua uagguugeag ueueggeone guggecnage 600

ACUZEUZUNE AZCAAIZUEC ACUUICACUZE AgAZARAZAN CUZEAAIUYC geucuggage 660

ZEAugUZEAC CACAZUACUC UAZICACCCT COLICaageul Uugggeuang acguccaugy 720

UCHAUZURAC CAZACUECAC AZEANANREH AZAYANACHE CARAAUIINE cacaguuace 78O

UZeacacega gUCACZLZACc COUZCAUCEY ZEeacucous ucgeauggug uggaggeege 840

CAUCHANZEN CUZEALIZEEA AACUZCHCCA ZOUCCAngag gutmcage ucunugacaa 900

CECCARCUET CCARECOUAT AgARCANACT AAAIANTUNC TUCauCCAgE congecguge 960

aggugoeuanl ggalccoulg geeaccicc UCugUncacn geugecaceg coucucuuge 1020

BCUAUZAZAC UZAUCZUZEY SUUEACCAAC AagaugEada gaaccacgea ggauccecug 1080
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[0010]

ggugegagea gagugauges gguaaagaaa aguugeogaa gaugagacug cocacgegen 1140
cagacaugau augeggeual gecugecuca aagggacnge cgeeaugegg aacaccaaac 1200

gagguuccug guacatcgag geucuugeue aaguguuine ugagegggen uguganauge 1260

acguggccga caugeugguy aaggugnacyg cacutatcan ggaucgeean geunaugeue 1320
cuggeacaga auuccaccgg ugeaaggaga ugucugaaua cugeageacu cugugeegee 1380
accucwaccy guuCCCagea caccoucced caugalguca cocuccocaue auceacgeea 1440
AgUZRAAZCT ACUZRACCAC agRaggUguy auagagecul ugaucyucag gaugeacggu 1500
UBCHZUUCTZ CCCCCUCAZE gauguEgeas UCUCCeagac Uuguunecuy ugeccaucan 1560
CUCUZCCUBU gagugugega Cuccaggeca geucoutuue ugugaageco unugecugua 1620
gagecagec Ugguuggace Uaungecage aauguiucag cugeaguuga agageeugae 1680
aagugaaguu guasacacag UBUZEUUANg gegagageec auauaaauuc cecauauuug 1740
UEHUCAgUUC Cageutiuugy agauggeacy uuaguganug couuuauuac aguaguuaag 1800
augucugaga gaccauctce uaucuuuuan uucauucaua uccuccgeoe uutuuguccy. 1860
agagugagag Uluggaaggy guccaaauul aauguagaca yuaucuuuug goucugaaga 1920

agcaaacaug acuagagacg caccuugeug caguguccag dageggceug ugeguucccuy 1980

UCAgHACUZE agCOCCaces aguggaagpa cacucuugge ucguuuggac ucaaggeace 2040
geagecugue agecaacauu gocuugeaun ugnaccual ugaucuuuge ceauggaagu 2100

CuCaaagauc UuuCcgUUggy UgUUUCUCUg agcuuugiua cugaaaugag coucgugeeg 2160

agcaucagag aaggecagga agaaugguay gunucccuag-acucuguaac caccucucug. 2220
UCUULUUCCH UCCUZagaaa CgUCCaucue ucueccuuac uamicceacy uucauucaan 2280
caaccugeac Hucaualcua gauulcuaga aaagenuccy ageuuaucuc.cengeuucau 2340

aucucticeci UcUUBECCUN Cauuucauce Hguuggcuge ugecaccaas uctgucuaga 2400

ol
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[0011]

auccugeuun acaggaucau guasanugeue aaagauguaa uguaguucun uguuceugey 2460

UUCUCUUUCA ZUALIIARACY CUCCUUUZAU auuauguggc Uuuuauica gugecanaca 2520

UguuAuURZUL UUCAACCUAg aaaccuuuay ceougeuuay cugasacuue ceaacuucce 2580

UZUUCHNTAZ ZACUIUTUL UUUHUUHIIG BULtuioeEa gacagaguc cecucugucg 2640

CCCAgEeUgy agEgcagugg cacgaucuca geucacugea ageuccaacu cocggguuca 2700

CECCAUNICUC CHECCUCARE CULCCAagUa geugggacua caggugeecg ceaccgugee 2760

CggCuAAnN HUUNEUANNL UUARUAZARS CAZERULLIcH CoaNgUNas copgaugpue 2820

LUZAUCTCCU gacclCcaliga UCCACCCACe UCAZCCNCee aaaguguugg gauuacagge 2880

ZUZAZCCact gogeccggee AAgAcCulul UNUAAAAAAA A%AAAAARAS aacutccaun 2940

CULUCULICCH CCAZUCUZUY CUCACAUAAC AZagUagUul Ugguuuuas uuuuuuuugg 3000

TUgUUBZCUE UHUUUUZUUL TUUAagguga guucucacua uguuucucag acuggucucg 3060

AaCUCCUZEC CUCAIgeeal CULCCCEOoY cagoeeuca aauagougee cuuacaggea 3120

ugageeacea Caccuggeca granuugeuy guiuaaaua asaucugane accecceuge 3180

UUAZAACCCU UCUZCUUUCY aUlACCCCUC AUUNAAAaUE UARACUCUIC accuugguun 3240

augagaaclg gUICHUZCey BCCCCugaa coucanuans uggugauuue nugeuaagey 3300

ceageccgag UggUCUceuc tcageuica aUuNUgugcy cutiliccugec cuuuuccugg 3360

ZECUUCUCAY CUCUCCACCE CCACCACUCT UZACUCAZEY ZEUZUCCUNC nuccucaagy 3420

CUUZACAAIN CCCEZEO00U UCAgUOCOUE agoaguonac uucugugucy gucaccacau 3480

CULIZUCUINN COCCUCANIE CAUNTIATNEE AgUUuanans Naupcudcuy vugenuguue 3540

AVULCUZUCH CCCCUACCaE SCUSUANANG AZEoCAgaaa CCULgUUNEY uunatucace 3600

AUCAVGUACC AAZUECUNEE CACANAZUEZY FCCUNCAUUA AaUgUUEIN gaauaaaaga 3660

gggaagaagg caageeaace ulageuacaa uccuaccuuy ugauaaaaug uuccuuuuga 3720
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[0012]

CaauAACAC ZEAuUANUAL NUZUACUNUE UUIUNCCAUE UguuuBgeuy uuauccacug 3780

geanuuuuag cuccuugaag acauaucaug ugugagauaa cuuccuucac aucucccang 3840

gueccuagea aaaugeuAgy couguaguag ucadggugel caauasanau yuguuugeen 3500

ZEUBULUZAE CCUUZCUZEC AaguecuZcs BHNEEoucEa canaguange aaguanuuga 3960

£agagaganc cCuUUCCACUs Coacugeeag galuunuguay ugecancggg ugecasanaa 4020

augoucaual nuauuacuga aaaaaaaaaa aaaaaaa 4057

210> 4

<211> 4057
<212> RNA
213> FHA

<400> 4
agaggaagag aacgauuuaa ggagegaaua cuacugguan acuaauggaa gaaaucugeu

geaccacugg auauuggeag ugugugecay geauccucal caucaggasa cucuaaaaan

gaaccgagug gugeuageca aacageugul guligagegaa Ulgullagaac aucuucugga

£aaggacauc aucaccuugg aaaugaggga geucauccag gecaaagugg geaguuucag

ccagaaugug gascuccuca acuugeugee uaagaggggy ceccaageuy uugangecuy

CUgUZAAZCa CUZAZEEALa CCAAZCAREE COACCUZEAR SAUALIZUINIEE tcacTaACCCy

UUCUZEECUU CAZCaugUac NCCCaccgul gagougugac Uacgacuugs gusucccunu

UCCEEUEUSU SAZUCCUZUC COCUNLACAR ZAAZCUCCEC CULUCEACAg auacugugga

ACACUCCCUA ZACAaUAaag AUZZUCCURZU CUZCCUNCag gUaagecul geacuccuga

aUUULALCAA ACACACULICE BECUEECAUA VAEIULIZCAS BCUCEECCUC SUEECeuags

acuggugunLg agcasuguLC aCHUCACUEE aEazaaagaa CUggasulle golcuggage

£LaUgUELAC CAcCAgUACUC UAgUICACCON CUUICAAZCUL BIZERCUang acguccangy
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[0013]

ucuaugugac cagacugeac aggaaaugea agagaaacug cagaauuuug cacaguuace 780

ngeacaccga gucacggacy cougeaucgu ggeacuccuc ucgeauggug uggagggege 840

catCcUHAUZZU gUggauggea aacugeucca getccaagag guiuuicage ucuuugacaa 900

CECCAACUZC CeAAZCCUAC Agaacaaace aaaaauguuc uucauccagy ceugeegugg 960

AGEUECUAUL AUCCCULE ZECaccuccy ucuguucacy geugecaceg ceucucuuge 1020

ucuAlgagac ugaucguggg guugaccaac aagauggaaa gaaccacgea ggauccocug 1080

ggugcgagea gagugatgce geuAsagaaa aguugccgas gaugagacug cocacgegeun 1140

Cagacaugan augeggcual gecugeeuca saggeacugc cgocatgege aacaccaaac 1200

gagguuccug guacaucgag gouculgeuc aaguguuuue ugagegggen uguganauge 1260

ACEUEECCEA CAUZOUgEUY AagEUZARCY CACULALICAR ggaucgggaa geunaugene 1320

cuggeacaga auuccaccggs Ngcaageaga ngucugaaus cugeageacu cuguegccgee 1380

accucuaccy guueccagga cacecuccea cauganguca couccecaue auccacgeeas 1440

aguggaagee acuggaceac aggaggugug auagagectin ugaucuucag gaugeacggu 1500

uuctguucug cecececucagg gauguggeaa neucecagac uuguunceug ugeecancan 1560

cucugecuny gaguguggea Cuccaggeca geuccunuue ngugaagece unugecugua 1620

gagecagecu ugguuggace uauugecagyg aauguuucag cugecaguuga agagecugac 1680

aaguZasgull guaaacacag UgUgEUIANE gogagagesc auauasatue cocanaunug 1740

HEUHCAZUUC CAgCUUTIZN AgAUZECACT BUAZUZANNE Cuntuauuac aunaguuaag 1800

AVEUCHEATA gACCAUCUCT UAUCUUUUAN UUCAUUCAUR Uceuccgoce uunuugaucen 1860

4gagugagas UUUZEAAZeU SUCCAIaULL daUguagIca HUAUCULIULE geucugaaga 1920

ageasacaug acuagagacg caccuiigoug caguguceag angeggecug ugeguuceen 1980

uCcaguacuge agegecacee aglggaagaa Cacucuugge ucguuuggge ucaaggeace 2040
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[0014]

2CAZCCURUC AgCcaacalll GCCUZeaun UgUACCUUAT Ugatcuunge ceauggaagu 2100

cucaaagauc UnucguugEy UguUuCUcUg agcuuuguua cugaaaugag coucgugegg 2160

AgcAUCAgAY agEccagea AgaaugEugy ButUCCeuag acucuguaac caccucucug 2220

UCUULBNCCL BCCUZAZasa CEUCCAUCUC HCUCCoUUAC Dauucceacy uucanucaan 2280

CAACCUZeAc UUCAUAUCUA ZAUNUICUAZA AAAZCULICCY ageutaucuc ceugeuucau 2340

AUCUCUCCCU UCUNUACCUU CAUUNCAUCT Ugunggenge ngecaccaaa ucugucuaga 2400

auccUgeuUn acaggaucau gUasAugone aaaganguan Ugnaguicny uguuceugen 2460

TUCUCUBICA ZUAULIAAACT CUCCUUUZAT auuaUguEZEe UNUNauuuca gugecauaca 2520

TgUUATIZUY UICAaCCUagE AA3CCUULIal COCUgCTuan cugaaacuuc ceaacuucee 2580

UGUUCHIINAA AU ULUHHIUIIIN UHuLIInnga gacagagucy cgeucugueg 2640

CCCAgECUZE AZEECAgUEE CACLANCUCA gUUCACUZea ageuccaacy cecggguuca 2700

cgeCautCUC CUZoCUCAge culccaagua gougggacua caggugeeeg ceacegugee 2760

cggeuaaull uuuuguatiu utiagliiagiga caggguincs ceaugiivage cggganggue 2820

UUZALCUCCI gaccucalga NCCACCCace UCAZCCUCTe anaguguugy gauuacagge 2880

ZUEAgCCACH gCgeecgege aagaccuull NuNaaaaaaa aasasaasaa aacuuccauy 2940

CULLICUUCCY CCAZUCUZUN CUCACAUARC Agaguaguun ugguuuunaa vuuuuuuugg 3000

HUZHUGZCUE BN INNAageuga SUNcUcacya uguuucucag acuggucucg 3060

A3CUCCUZEC CUCARZOCAN CUTCCCEOTH CAZUCICUCa aauagongey cunacaggea 3120

UgAgCCACCE CACCUZECCa SEANUNZEUN PUNUAaANAY asavcugaue acccecenge 3180

UUAZAACCCT UCUZOUUUCY UNACCCCUC AUULAAAAUE UARRCUCUNC accutgguun 3240

AUEAZAACHE GUUCHINZOCH BCCCCuligan coucaiana Ugguganue uugetaagen 3300

ccageeegag UZgUCUCCUC UCageuicua autuuugugen cuutccugee counucengg 3360
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[0015]

gecuticucag CUCUCCACEE Coaccacucy Ugacucaggn geuguccuuc uuccucaagu. 3420
cuugacaatil CCCgEEeceu ucaguecrug ageagueuac uueuguguen gucaccacan. 3480
CUBZUCUUUL coCTUcatUg Cautuatuge aguuuauaga taugeuacuy yuacuuguue 3540
AUUUCUZUCY CCCCUACCAL SCUgUAZANY AgEFCasada couuguuugy uuuanucace 3600
AlCaguace aagugeungy cacauagugg gecuticalia aauguuuguu gaauaaaaga 3660
£egaagangg CAaZeeaace HUEageuacaa UCCUACCUUY Ugataanaug vuccouuuga 3720
CAAVANACAC SEAUNALUAT DUZUACHUNE UHTUUCCALE Uguutugeuy uitagccacug 3780
SoAULUNNAE CUCCUNZAAT ACANANCAUE UgUgagauan cutccuucac aucucceaug 3840
ZUCCCUARCA AAAUZCUARE CougLAZUAE UCARZZUECU Caauaaauay uuguuugggu 3900
COUNUZUSAg CCUUZCUECC AagUCCUZCe TUNZZLUcea cauaguaugg aaguavuuga 3960
gagagagaac cuNUCCACUC coacugecag gauunuguan ugecaneggy ugecaaauaa 4020
AUOUCAUAT UUAUNACURY Aadaaaanay anaanaa 4057
210> 5

211> 1492

<212> RNA

213> BA

<400> 5
CEEECEACAg CAEEICCECE QUECAZUZUC CEacoegaga guugeggect gagucaccgg 60

£CCCEOeCUC CEZAgeegaa Ceugegaga gueccgggag cggeagugga acegacucce 120

Agaacuccgy acgUZUECEE CYCAgUZAgU Cgeagecaug uuccugguua acucguucuu 180

2AagEECERC FECRECERCE FOPEEEEARy COREEECCUg gEuEEesece uggganaugy 240

geunggagge CUgANCageg geEceggaey cageggege gecgreggeg goggeggegg 300

UEEUREAREC ZECYEURLCY UEEAACELC CAURCICAUC Cuaggeggag ucaucagege 360

caucagegag gegecugege aguacaacee ggageecceg ceeceacgea cacanuacue 420
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[0016]

caacauugag gecaacgaga gugageaggu ceggeaguue cgagacuc Uugoecageu

ggouggagau gacauggagg ncagegeeac agaacucaug aacauucuca auaagguugu

gacacgacac cougaucuga agacugaugg nunuggeaul gacacaugue geageauggu

geccgugang gauagegaca CCacagEcad gougEaculu RAgEARILCa aguacuigug

£aaCaacauc aaaaggugge aggecauana caaacaguuc gacacugace gaucagggac

cauuugeagu agugaacuce Caggugecn Ugaggcagea geguuccace ngaaugagea

UCUCUAUAAC aNgaucauce gacgouacuc agaugaaagy gpeaacagy aunuuigacaa

CUUCAUCAZE UgCUNZEUCA gECUgEaar caupiicey geouucana chciugacaa

agauggeacy ggacaaauce aguugascal Coageagugs Cugoageuga cuauguaunc

cugaacugga geceeagace Cgooeocuon CUgoeuugon auaggaguca couggagecu

CERUCUCUCE Cagggecgau Cougucigon gucacaucun ugugagcey geugacceac

aageuluugu- ucucucaguad Cuugulaceo agetliclcan Cauccag e gc- coaatuugec
Cugecuggag UUCCCCCUgE CUCUAZEACA CUCTAAtLY CUCUZUCCAC SEEUCUCCOC
AgUcceacca gECCCUgac acaccCacts CgUAaccuc CeCeUguace ugugecaage
cuagcacuug ugaugecuce augoocegag geeccucucy caguucuggg aggaugacuc
€agucccuge acgeccugye acaccounca cEguigeiiac Coaggegect aageuccaga
ccgugecaga cCeaggugec coagugoecul ugucuauaun cugeuceeag ceugecagge
cCcageaggaa auaaacange cecaguligcy Saucicuasa 434aa32443 a8

210> 6

211> 1200

<212> RNA

213> A

<400> 6

57

480

540

600

660

720

780

840

900

960

1020

1080

1140

1200

1260

1320

1380

1440

1492
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cgggcgacag Caggeccocy geeagerega CeCgagagec gaccgageac CEgcecegee 60
COCEEageey gacgogegey aggoceggga geggeaggga acogacccea gaacccggac 120
£gECggegea greragerag coggaaccgr gaaggeegec ggogaoggoy goggggeage 180
CEEEERCCHE EERLRRCCLY YaaagecEga ZEccgacage gegeccagag gegeegacggy 240
£gerggegEe gEeggcggcy geegaagecy goggeacery gaacggocag cgeaccagge 300
£EAECACAZE SOCACAZORA SLOLECECHC AZALARCCOE gageceoege coccacgeas 360
ACARCCCARC AZAZECCANT CAgNZRAREE grorgpcage cagagaccge ceagegecge 420
AZAZACACEA FECATCLCOH CAZARCCARA ACACCANAAY SEpacacac acocgacgaa 480
£ACEAZLLOC AZACACAZCY CAGCAZEEC CREAEARLC gacaccacag geaageggge 540
gaggaacaay ACgEEAACAA CACARARLEY FOAgECLANA Cagacagega cacgacegac 600

Agggaccage agageancce Caggercgag geagoaggec cacogangag caceasacag 660

ACACCEACEC ACCAgARANg ZEOeanCagy APACAACCAC agegcggeay goggacgeea. 720
geecggeeeaa accgacaaag RgECACGLEAC AAACCAZEEA Aacaccaggag gecgeagega 780
CAZACCEAAc gEageeecay aceogoeoos cacgeegean ggageacegg ageecggece 840
cCagEEeoaa cogrgeagea Cacggeegce gogacceaca agegeceaga cgacccagee 900
caacaccagg geecaageee gCCEgageee cogateagya caccaacasg cogeeacgge 960
COCOCACCCA CCAgECCege ACACACCEAC COgAActeos cogacogges aagecageae 1020
ggageeeeag ceeegaggae cocceageay gaguagaces agoecgeacg ceeggeacac 1080

cocacgggea cecaggegac taagrocaga ceggcoagac geagggccee aggoegeaas 1140

ZOCCCARECE CCAZECCCag SAgEanaaad Cageceeagy cgaccaaaaa agaaaaanaa 1200

210> 7
211> 1925
<212> RNA

[0017]
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213> HA

<400> 7
UZEAUZAZCY ZUZAGUECEC ZOECEULCEs SEEECoUCEa DOUSHECCEY CUCLRZCTCy 60

CUgegeacuc ggaggeacge acgueguuds cigectucce gicgecgece geecucgeue 120

BCUCZCZOUa CCCUCCEEEe ZOCCEOZEUC CUcCgUegey ucucucguua guccacggue 180

UZEUCULICaE CUACCCECTU UCRUCUCOEA gUULIZCEacy CECEeaceyy cgucceegge 240

gCgangaggc UEEACUCEEA UUCEUIZOCY gageanligac vgecancogy aagasacugg 300

UgAUUZUNZE UZAUZEAZCe UZULEANAZA CAUZCUNZON CaAgUcUYC ageanggace 360

AgUNCCCaga SOUPUATIEUD cCCACARULT UARAatUR Yongpcagan aucgagaugs 420

auggaaagea gEUACAZHNE SCUNIgUEEE ACACAZUIEY gragganga uaugaucgee 480

UAgECCeol CUCCUACCOa ZAaNACcgang Uuauacugay guguuuuuce anegacagee 540

cugauaguuu agaaaacauc ccagaasagy ggacccoaga agucaageau ugcuguccca 600

acgugcecall cauccuggu gggaatanga ageaucuucg gasugaugag cacacaagge 660

SELAFCUAEC CAAZAUZIAL CAZLARCCLEE NFAAACCUZA agaagpcaga gavauggeaa 720

acaggauugg cgcuuuuggg uacauggagu guncageaaa gaccaaagau ggagugagag 780

APQUIILIILGA AaUgECIACE agapCugenc ugcaagcudg acguggiaag aagaaaucug 840

ZEURCCUURU CUNZUZAAAC CUNZCUECAS gCACAZCOCU UaNgegeuna anuungaage 900

ZCUZUULATU AaUCUNAgHE DAUZAINACT ZECCUNUUNG SUUNAUCUay aanaccua 960

JgaunaTasE UCAZAEUCE UCOUZCUACE SEualnuags dgccaacust gauumonase 1020

ZEUGUCCAZC CCQUCIEEEe CACCHEEEUC COUUUEACAC ugcucuaaca geoccuccucy 1080

FCHCUCCCAs CUZACHCHCE AgECETUAn UCAIEEARIT UCHUBECHTC vugcoucwn 1140

cHagaaagag asacaguisy UaACuuuUEY SRaUNEgECn guascuacun vanascuaac: 1200

AUGUCCUZCC VAUIAUCUZY Cageugeaag guacucugey gagucaccac uucagggem 1260

[0018]
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[0019]

Uacuccguaa cagauuuugu uggeauagou cugggaugge caguutiuuug aaaauggecu
caaccagaaa ageecaaguu caugeageug uggeagaguu acaguucugu ggutucaugu
LHAZHUACCHU ataguuacug uguaauagy gecactiaal guatguiace aaaaavasau
AuAUCUAcCT cagacuagan guaguanuiy uuguataauy ggantuccua auacugucan
CCHUCAaagaa aguguanugg uuuuuiaaaa aagasagugu auuuggasan aaagucagau
£gaa3auuca ULIUUAaaU BCCoZUUIUG UCACUUUNC UgaUAaaaga uggecanaun
ACCCCUULIIC EECeceaugy auCuCaAgUaC COCANEZEAZC UggUcCUaagy aaauaggaau
UgZUUUCAcg ccUgaggcaa TUagacacuu uggaagaugg cauaaccugy cucaccugga
CUBIAAZCAUC UZECucuaat UCACagugcy Cutuucuccy cacuguatce agguucceuc
ceagaggage caccaguucy caugggugge acucagueuc tCHUCUCUCe agougacuaa
ACHUULUUUC HZUACCAZUU 2aUUUNUCCa acuacuasua gaauaaagye aguuuucuaa
aaaaa 1925
<210> 8

211> 19

<212>» RNA

Q13> AT

220>

<223> HEEm

220>

<221> misc feature

222> (1).{)

<223> SACE (YRR L s

<220>

<221> misc_feature

<222> (19).(19)

<223> HAIE 193 NI ERME L 3R

60

1320

1380

1440

1500

1560

1620

1680

1740

1800

1860

1920
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<400> 8
geeagaaugy ggaacuccy 19

210> 9
211> 19
<212> RNA
<213> AL

220>
223> AbLEEH

<220

<221> misc feature

«222> (191019

<223> LH{rE 199G ERR I E R e AR o

400> 9
aggaguncea cauucugge 19

210> 10
<211> 19
<212> RNA
<213> AL

<220
<223> ALEER

<400> 10
BCCuggaacy ucacaugaa 19

<210> 11
<211> 19

«212> RNA
«213> AT

<220>
<223> fLEA

<400> 11
[0020]
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[0021]

uucaugugaa guuccagga

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

<220>
<223>

<400=

geuacagaac ucaugaana

<210>
211>
212>
<213>

<220>
<223>

<400>

13

uauucaugag uucuguage

<210>
<211>
<212>
<Z213>

<220>
<223>

<400>

gecacuuaan guauguuac

<210>
211>
212>
213>

15
19

AL

62

19

19

19

19
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[0022]

<220
<223> AR

<400> 15
guaacauaca Uuaagugee

210> 16
<211> 21
<212> RNA
213> AL

<220>
<223> {LEHK

<400> 16
ECUACGUCE AZLAZEECAc ¢

<210> 17
211> 21
<212> RNA
213> AT

<220>
223> {hEEE

<400> 17

ZEUECECICe uggacguage ¢

<210> 18
211> 19
<212» RNA
213> AL

<220>
<223> {LZEEH

<400> 18

geacuccuga aunguauca

<210> 19

63

19

21

21

19
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[0023]

<211>
<212
<213>

<220
«223>

<400

19
RNA
AL
{2k

19

Uganasaaul caggaguge

<210
21>
212>
213>

<20
223>

<400>

20
19
RNA
AL

HeiE ek

20

geacaggaaa ugcaagaga

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

<220>
<223>

<400>

21
19

AL

Ak

21

UCHCUIgeaU ulccuguge

<210>
211>
<212>
<213>

<220>
<223>

<400>

22
19

RNA
AL
P2 F

22

64

19

19

19
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[0024]

gggculguga naugcacgu 19

<210> 23
<211> 19
«212> RNA
213> AL

<220>
<223> ASEER

<400> 23
ACEUECAtAL CACAAECCS 19

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

<220>
<223> {hEEW

220>

<221> misc feature

<222> (1).{1)

223> HEE 1B BRI BRI e i85

220>

<221> misc feature

<222> (18).{18)

223> L-Bigts

<220>

<221> misc feature

<222> (19)..(19)

<223> S{E 9GP BB INERIDE 3R

<400> 24

gCCagasugu ggaacuccy 19

<210> 25
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[0025]

211>
«212>
=<213>

<220
«223>

<220>
221>
222
<223>

<220
<221=
<222>
<223>

<400>

19

AT

acadi

misc feature

(1)..(19)
HEEELREYT BN RSB NE 2-0- PG PR

mise feature
(19).(19
SR 9GHYH MR B i B T I v B

25

aggaguucea Cauucugge i9

<210
<211
<2125
<213

<2205
<223>

<220>
221>
222>
<223

=220>
<221>
222>
<223>

<400

mise feature

M.
SR (YR RN R ) I B i

misc feature
{181..018)
LIty

26

gecagaaugy ggaacuccu 19
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[0026]

<210>
<211>
<212
<213>

<220
«223>

220>
221>
<222>
<223>

<220>
<221=
<22x>
<223>

<220
<2Z1>
Q22>
<223>

<220>
<221>
<Q22>
<223>

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

<22
Q71>
<22
<2235

<220>
<221>
222>
<223>

27
19

AT

e i

mise feature
2-2)
20-FEM B M TR

misc feabure
(#)..(4)
2°0-F HOHRAG b iy B AR TR

misc feature
(6)..(6)
2°0-FRARR B IR H R

misc_feature
(8).48)
2°0- FR R i it BRI 1 R

mise. featiire
(0.1
2°0- TR AW 0 PAE L R

misc featwe

(13).13)
2 O-FAEBH S i B B TR

misc feature
(153015
2°0-H AP L B TR
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<220>
<221>
<222
<223>

<220
<221>
«222>
Q23>

<400>

mise_feature
(17)..(17)
2O-PRFEmNZ R TR

misc_feature

(19)..(19)
2O- PR BmOEEZ TR

27

aggaguucca caulcugee

68
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siRNA
WA
ABEHHEFHFAER DR

4 A 5 A 7 SIRNAS A% P49

=

F R ARG RE

7
e, wwE,
N=6 ISH siRNA
Balb/c - 8. #3

K 2
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= SiRNA w A& » i A-4h

¥4 ABR 114 (dB SPL)
(P49)

£ 8 kHz 16 kHz 32 kHz

K 3
. REL
oz =" S0k 4 & TR g R
. P O T eh ELH
SR F AT -
l —— TEih e/ 55 8.8 a0 8l
Ll LT 3 - 1 L 5
P PiC Pis P s Pl Poo v:m//_h
] 4A
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¥ siRNA
GFP siRNA (7 2t 8)
WA (A R)
TR R L :
P15 - A A A5 A EASIRNA /A4 - |P90
K P29 FHAT N HENEFRARE I
/
s, g
N=12-13
Phexe-0urY 1 &,
%] 4B
FEFEE T REE ABR
wm%“ ) B e
=)
% L
g
o
W
o
2
5 i
e

29 36 42 49 56 63 70 77 84 %0
e STCAPNS T, =de= SICASPZ, ~¥eme SIRHOA,, = b SIEGFP, » v - SINOX3, % S 02

B 5A
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7 8kHz F ¥ 45 ABR

e
g,
‘h‘h
"\\ e e
| st
N 4
9 /
L
% y
o~ /
it k“-»,ﬂ
5 . — S
R — ™
Faul o
& e
#
&
ﬂ i iy ””mwwwwﬂ"‘r
g "-...“ ....:,u&*—_-.—’——-—.m-’._
. il o Amppm— —-xp— 1
"
e O 7 NI, Sobvloris bzt abritricted
/.,,. L
ey /
»
e~
“
******

2% 36 42 49 56 63 70 71 84 $0
g SICAPNS1, =-A-s SICASP2, ~—*e SIRHOA, = vt o= SIEGFP, = =9~ = $INOX3, - $ -4

K 5B

£ 16kHz F 3§ &) ABR

e -8
2% T . o o, /ﬁl‘ s
-~
o
W
g
-l
B
[~
o0
<
£ .
-
-2
29 6 42 49 56 63 70 77 8 90
o SICAPNSI, +~A SICASP2, —*— SIRHOA, — 4w = SIEGFP, - -8« - SINOX3, -+2-r- A4

K 5C
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7 32kHz F #-§ &) ABR

&3 ABR #{f (dB SPL)

29 36 4 49 s6 63 0 77 8 9%
e SICAPNS1, tiee SICASP2, o SIRHOA, ot = SIEGFP, - -#- = SINOX3, v+%o A48

K 5D
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i siCAPNS1

[ siNOX3

» —{[[THTIH

32 kHz

16 kHz

=

*
8 kHz

e U TR TR R LR

* : —

£ 1 | i i 1 H ¥
§ R 8 R 8 8 8 & &8 @°
{(1dS 8p) T/ i« YAV Ly
K] 5E
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ZHNHETN # siCASP26 774y
ey W -« E s : : /

H25 X10

EAEHZT X63

HRPET X40
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BRELT@RNER
(A imm2)

TR FT@MBYTE
(A~mpimm2)

PY0 af B4 4 i it it

| @ PhextY 3% /4% (n=8)
B Phex’Y siCASP2{n=6)

P90 85 87 B A¥ 29 it S

3500 g
3000
2500 o8
2000 - SRS« R N
1500 4B . JR— T %
1000
500 48

| @ PhexY 2k 41 45(n=8)
| W Phex'Y siCASP2(n5

K 9B
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