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. —FEELBINEZ TR EY, TR & B MHEZ T IRH 12230 MERNZTA
R H B A5 B 7 FIISEQ 1D NO:20-2443MISEQ ID NO:2478-2483H4F—F (1) % /b
8.&/09. /010 2011 . 2012, 2013, 8014, 2015, 82016, 2017, 2018, 8 /019
B¢ /D20 SEAZ B I AZ T 7 771

2. WA E SR BT A, Hh Frid @20 52 T R 2 A A5 rid Wt 77
SEQ TD NO:446.313.321.1634f12309F /- —FH K /08, /9. 2 /10. 211, 212, %
DI3E14. B A5 16 F D17 F A8, F D198k 5 /207 14 L 2% W I 1K) K% il 2 P
Hllo

3. AR EE R LTk B4 A, b Bk 243400 1) S5A% B IR B A 27 SEQ 1D NO:446[%)
F£8. 59 . FA10. 2011 E2D12. 8013, 82014 8015, 20162017, 8/018. %
/1985 %2 /D 204 FE B AZ B I AR Bl L 7 771

4. BRI SR LT IR A4, Hodh ik 4200 1) 2 5 IR B A %7 SEQ 1D NO:313[)
F£8. 509, F210. 20112012, 8013, 2014, 8015, 2016201782 /018. %
/1985 %2 /D 204 FE B AZ B I AR Bl 7 771

5. QBRI EE R LTk B4 A, Horh Fr ik 243400 1) S54% B IR B A0 27 SEQ 1D NO:321(%)
F£8. 59 . F210. 2011 2012, 8013, 2014, 8015, 20162017, 82/018. %
/1985 22 /D 204 FE B AZ B X AR Bl S 7 771

6. IR ZR 1Tk KA &4) , Horp Brik 242 1 i S5 5 R B A 5. % SEQ 1D NO:1634
K& b8 209 2102011 212, 2013, 24014, 2015, 2016, 2017, 2 /018,
201988 2 /D20 7 S AL R N IR 7 7

T AOBURESR LR A E 4, Hob Frid 24200 1) 5 % B R 2 A 2 SEQ 1D N0:2309
K28 b9 2102011 212, 2013, 2014, 2015, 2016, 2017, 2 /018,
£ /01988 2 /D204 7 AL R ) R 7 7

8. —MASEBIMFZ T RNLAEY), rA S FEZ TR H 12230 MEZ R %A
R H B A BN HISEQ 1D NO:2444-2477MISEQ 1D NO: 2484-2565FF —F ) &
8. F 9 B0 B B2, B3 B 14 B 216 BT 18 B D
198 & /D203 B AL R AL AL 7 51 o

9. — PSRBT RIILAE Y, Tk 221 SEZ T TR H 12 2 30 MBI % A
RIF H B A E L FFISEQ 1D NO:20-2565H (1 —F [ /08, £ /09, £ /010, /011,
2012, 8/013. 2014, 8 /015, 2016 . 2 /017, 2 /018, 2 /D 1980 2 /20N 7% S T 2 1)
AL

10. — M0 & AR UM AL H IR AL G4, Pk A3 M0 S 1% 5 1R B 12 2 30 IE M A
BRIt HESEEEL8. 209, 2/010. 20112012, 2013, 2014, 52 /15,. 5 /016,
F17. FE D18 F 198 FE D20 HAMNTSEQ ID NO: 1A% H % 135783-135980 1 A & K
JEE 393 (1) T AT AL A A P 31

L1, — Mo & AR M A% BRI AL S , Pk S4B M0 S 1% 5 1R 12 2 30 IE M
BRIt HASEEED8. 209, 201020112012, 2013, 2014, 52 /15,. % /016,
FE1T FE 18 FE 198 E D20 T AMNTSEQ 1D NO: 1 A%H L 135853-13587 2 A & K-
JEE 43 () o B A 2 A A A )7 31
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12. — P B MERZ TR S, rd B S R H 122830 M SN 25
HEIFHESEEEL8. 209, 201020112012, 2013, 52014, 215, 5/ 16,
217,82 /018. 20195 E D204 T 4MF-SEQ 1D NO: 1 #Z Bl 135783-135929 (1 AHZF K
JEE 043 () T B A T A A A 7 81

13. — P &BmME R T RN S, Ird B s B IR H 128 30 M SN 25
HEIFHESEEEL8. 209, 201020112012, 2013, 52014, 215, 5/ 16,
217,82 /018. 20195 E D204 T ANFSEQ 1D NO: 1 #Z Bl 135783-135914 ) AHZF K
JEE 043 () 4 B A T A A A A 7 31

14 GnRCRE SR 4-T ek A & 4 Hoh Bl il A4S A0 1) 55 2% 1 B 10 Fr ik A% B A 7 1) 5
SEQ ID NO:1%E/b80% £ /081% £ /182% £ /83% . £ /084% . £ /185% . £/086% . &
b87% & /88% & /P89% 2 90% 2 091% & 92% B2 93% 2094 % 2 b
95% & /096 % . 22 /097% . & /098 % . 22 /99 % B 100 % H. £

15 AR SE R BURZE R Bk Ak &40, o HH B I A8 05 1) T A% E R 2L Rl o

16 WA SE R BRI ZE R ik Ak G40, Horh & /b — AN [R) S A 2 A A i 1 TR 5

L7 AR ZE R 16 T ik Ak G4, Horp 22/ — AN G A AT A% [ S D AR B8 R % 1 1)
B,

18. WAL RN ZLR 16 BT iR AL A4, o v AN G A8 A% 1 T) S D s A Tl PR s A% 7 1) i B
T IR — IR A 7 A

19 BRI R L R 18— T T IR AL &4, Horp 22 /b — Nzt (R S 0 T IR — A% 1
[F) 5

20 MRAE AR E R 1 R 18 A — TURT IR AL S 4, H v P AN 1 TR) 8 9 T PR — IR A% 17 1)
B,

21 ARAE AR E R L R 18— TR IR AL &4, Horh = AN TR 8 9 T PR — IR A% 1 1)

.

22 ARYEBUR EER TE 18 AL — TPA B AL 510 » 2o b DY HF 1) S O IR — B A% 1)
.
23 ARG BUR R 1 E I8P AE— TR AL S, Hevh T HF 1) S O IR — R A 1)
.

24 RPN ZE R 1 E 18T AE— TR AL 54, Ho b 75 TR B 9 IR — B A% 1)
.

25 MRYE BRI R 1 E 18 AL —TFTR AL &1, Hevh 2 oS AMZ AT H) B 9 B R — R %
I

26 AIAE AT S RITRUR ZER B i (K Ak 540 5 F v 22 20— A A ) e Dy T A O IR I 5 - L
DA BV TRIR —HREE

27 ANBCM R LE 1T AE— T IR B AL 540 » e rh RS 2B U R A2 1) S R B AR IR
Rz 1) 5

28. WHEFT S R BUM R I AL &4, Hoh 2 b — M B & B K A

29 . GIBUA ZER 28 FITIR A AL 540, H v Jiv iR e A WA 1 A2 Tl A D 5 P 2 Pz e

30 WHEATSG AT AU R Frid AL &4, Jevh prid B i SF iR b 20— M
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(R L C AL

31. QBRI EL R 30 BTk 4k &40, Ferb ik 22 /b — AN EASAT I B Sy XA R

32 WAL E R 3L IR AL &4, Horh ik RGBS AE Pk B0 27 A 547 fr 2 1816, 4k
SEEEL —CH2-N (R) -0-2" #F, Hi i RIM ST M gH . C1-Cl 2% R Bl {7 47 5k o

33. WIAUREE SR 3L R A5, Forb Bk XA B AL 247 —CH2-N (R) —0-2 #r , Herh R
SEHENHL CL-Cl2he BB AR 2

34 R E SR SUFTR AL &), rp B /D — N E 52 -0-F4A M2 1,

35. IAURIE SR 31 TR AL G40, o b Frid 2481 BB 45,7527 -0 (CHe) 2-OCHs 2 [4] o

36 . WA Fe BT AURIESR B ik BG4 , Horp ik 31 I S H IR 7 -

FH 10/ T4 42 1) ot 28002 5 4 RS ) s B 5

FH SR AZH AL S BB fi

FHSAME I A 3 BB s

Horp prik e g B T i s BB 5 prids” BELZ [ 3 H b A Z BN ZHE
AR

37 QAT e BT AR E SR ik BG4 , Horp ik A1 0 A% IR 7

FH OSBRI M 80 1 4 T T R B

FH SR AZ AL 5 BB i

S MMER I AZ A R 3 B

Horb prik (e b8 Be A T Frid s BB 5 prids” BEL 2 [ 3F A b BB A ZH A
AR

38. AAEART Je BT AURIE SR B ik B4 &4 , Horp ik A1 0 A% 1 IR A0 5

FH 7 32 22 1) Mot AU T 2R RS T e B

FH SR AZ AL 5 BB Fi

6 MMER M AZ T AR 3 B

Horb Frik (e b8 B T Frid s’ BB 5 prid s’ Bz [0 3F B L b A BB A
AR

39. WHEATSE R AU ZE R Frid KL &40, S p Brid &8 M S H IR A

FH 8422 1 Mo AU 7 L R ) T B

S AME R AZ A 5 BB s fl

5 MMER M AZ T AR 3 B

Horp prik (e b8 B T Frid s’ BB 5 prid s’ Bz [\ 3F B b A BB A A
B ZABRIRE .

40 . QIAEART SE RTAUCRES SR Ik AL A4, R Frid A1 ) F A T IR -

FH 8422 1 Mo AU 7 L ) T B

HAMMER I AR5 BB fl

6 MMERMAZ T AR 3 BB

Horp prk (e g B T Frids” BB 5 prid s’ BB 2 W) 3F A L h A E BB E
B ZABRIRE .

A1 QAT SERTRUCRES SR ik AL A4, R Frid A2 ) A H IR -

4
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FH 8 2 1 i A% 2L S ) e B

FH 6 A2 AL RS BB A

AN R R AL 3 BB

Hop prid e) (g B T ik 5™ BB S Prids” BBz aJF L h B BENES M2 A
B

A2 QAT S5 BT ZER TR (A 540 , e 2B VR ) 52420 1R Hh 201 B B % 1 4L

A3 WHEAT S5 BT R TR AL 54 , e ih 2B VR ) 520 R H 19 e % 4L

A4 QAT S BT ZESR TR AL 540 , e ih 2B VR ) 520 1R ] 1 8 e i i 4L

45. — M A, HAD S WHARATT e HI BRI 23R Bk (1) A A M0 B H Sh 24 % B 52 1
BAR BB 22 D —Ff

46 . — My, HAFE H BN i FH A0 AT S5 AT RCRIEE SR Birdk (K A6 A P B S 40

AT AR EL SR A6 BTk (1) 7732, Hep Bk s N2

A8. QBRI EE R 46 B ik (19 7732 , Horjit FH Fvidk A & W 1B V697 e T8 A AH OG0
TIE B IR B % H 3t J

49 . GO LR A8 FT ik (1) 51 » Fovh Firad S50 o B B IR A v 8 1 9 A8 BT JR 9k i R
T~ U i & (FTD) JFTDP-17 \ BEAT PEAZ b BRI (PSP) 12 PR % i A2 (CTE) \ ¢ i i
M ATIEAL (CBD) VN E Drave tZE A1k .

50 . QIR ELSRASHTIA 177125 » He v FIri 9 I RE SO IR AR ZR i B

51. WHATA 4 B BUFIE SR B b AL S 0 B4l & Wi B ag , S8 AT i B TR s
BRI PREBORIR I 25771 o

52 WA ELR 5 LBk ¥y s , e vp s 0 9 iE BORRIR 9 T8 19 A2 B R 9K 1 BR
T~ B iR (FTD) JFTDP-17 HEAT MEAZ b BRI (PSP) A8 Pt 4% PR i 5 A2 (CTE) 5 5T ik
PR ATIE 1L (CBD) VR B Drave t&E 51k »

53 . WIBUHIEL K5 1B () Al , He o B i 52 99 I hE BT IR A B] 7R 9K i B

54 . WIAUFIEE R 1-46 AT — TR (1AL B VB &1, A& FH TR IT PR B A PR B0 I
FEBIR o

55 . WIKHE SR BAFTR A A B &4, Forb BT 20 o iE BURIR M T 288 1 9 28 i)
IR PR BRI B g % (FTD) JFTDP-17 BEAT VEAZ b BRI (PSP) 12 11 Qi 4% 14 i 5 2% (CTE) «
S 5L JRE PP B4k (CBD) VB DravetZE & ik .

56 . WIKHE R BAFTIR A A B &), Forb BT 0 o SiE BORIR A T 288 1 9 28 i)
IR IR IR

57.— Mk &9, HEHISIS 6130994 ik

58. — Mk &, HLEHISIS 61336140 1%,

59. — Mk &9, HLEHISIS 61337040 k.

60. — PPtk B4, HLEHISIS 62378240 ko

61.— Ptk 59, HEHISIS 62399640 o
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62. —FLE Y, O N UH LB S B RA M : Ges Aeo Teo Aeo Teo Tds
Ads Tds mCds mCds Tds Tds Tds Gds Ads Geo mCeo mCes Aes mCe; H:H7,

A= HRIERS,

mC="5" —FF & ffa s

G=IZNEng,

T = fig fp s g

e=2 -0-F A LB IZ T,

d=2" - TT, Al

o =TI —ERAZ IR BE, DA X

s =T A B PR T Ak Y ) B

63. — ML S, AR T N LB L F R4 : Aes mCeo Aeo mCeo Aeo mCds
mCds Tds Tds mCds Ads Tds Tds Tds Ads mCeo Teo Ges Tes mCe; H:H7,

A= JIRIERS

mC=5" —FF & ffa s

G=IZNEng,

T = J fp s g

e=2 -0-F A LB IZ T,

d=2" -1, Al

o =TI —ERAZ A 5E, DL

s =T A B PR T A Y 1) 5

64. —Fh LA, AR T S 2R U0 SR AR AL Ges Geo Teo Teo Teo Tds
mCds Ads Ads Ads mCds Ads mCds Ads mCds mCeo Teo Tes mCes Ae; 1,

A= JRIERS,

mC=5" —FF & fHfa s g

G= 15NN,

T= [ IR E

e=2 -0-F A LB MMIZTT,

d=2 -5z,

o=THIR _MRIZ IR 5E, LA X

s =T TR BaAZ 1 A 52

65. — PG W, HARYE T XN A B S Z IR A K :mCes mCeo Geo Teo Tes Tds
Tds mCds Tds Tds Ads mCds mCds Aeo mCeo mCes mCes Te;H: 1,

A= RIS,

mC="5" —FF Jik g

G= %,

T= g Rz g ,

e=2 -0-FA LB WML,

d=2" -,

o=THHIR _MRIZ A8, DA K
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s =T ER Ba A% 1 A B

66. — MG, HIRE T XH LB FEZ FIRA N : Aes Aeo Teo Teo Tes Gds
mCds Tds mCds Tds Tds Ads mCds Teo mCeo mCes mCes Ae; H:,

A= IR,

mC="5" —FF & ffa s

G= NN,

T= iR eEne

e=2 -0-F 4 LB IHNZL,

d=2 -8z,

o=THMR —BRi% H F)5E , LA K¢

s = AT ER Ba A% 1 TR B

67. — Pl AW, HoB S WBUR £ R 57-66 H AT — T AT IR AL S B I $h An 2 22 b m] 2
S W BAR B R o 2 /D —Fifr

68. — My i, HAHE M BN FH A0SR 223K 57-66 HH AT — T BT ik (4L S B 54

69 . TIAUHIZLR6SFITAR K J7 7%, Herb ek sh ) 9 N3k

70 AOAURIEE R 6 TE 68 BTk 1) 7 v, Horbit F Fr i (& 15 i 97 OE tlE A A G R

T1 AR LR TO P IR 1) 5 i, Hevh BT i S50 9o i BB IR O T .9 A2 B R VK T R
o3 B iR (FTD) JFTDP-17BEAT VEAZ b BRI (PSP) A% 1t G145 PR i 5 22 (CTE) 5 i i
P22 TR 1k (CBD) VB Drave tZ5 &1k

T2 UBCRIER TR 535, He Frad R0 IR B IR B 2R PR e BRI o

73 QAR EL R 5T-66 T A — T Ir ik (1AL S B S0 i, Ho& AT ilid T8
PR IR PRI RE 1) 2477 o

T4 QIBSURIEL SR T3 FTIA 1 3 , b vk fih 22 3R A PRI 0 DN T 8l 1 9 A8 B ZR R I R0
WU i (FTD) JFTDP-17 \BEAT VEAZ B RRST (PSP) AR YL B ML % 42 (CTE) | K¢ 5T = e i
297184k (CBD) iR B Drave t4E A4k

75 QAR SR T3 TR 1) FH g, He v Bk Bh 22 1R A T T RE R ZR P B

76 WU EE R 1-458(57-66 "PE— TR I S WIBAH S5 1  2& FHT iR T s iR AL Itk

7T ANBUREE K 1-45857-66 T AT — IR 1) F TR 97 Pl 2 840 PR RE I Ak S 1 B2
AN, Horb ek ph 28R A MR RE 16 B 8 9 A8 B ZR R I B BRI i R (FTD) JFTDP-
L7 AT VERZ B RRE (PSP) 18 ME 4% PR s A2 (CTE) ¢ i & SIS #h 42 771 4k (CBD) i B
DravetZi &1k

78. WIRH) SR 1-45 815 7-66 H AT — IR (K AL A B S » 72 FT-16 977 Bl IR 9% i R
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ATt EERENEEY

[0001]  J7%15%

[0002]  AHiE IR 2 A& TR —ERIE TR R AEA20144F7 H1TH £
SRR /N A9 16K DK B BIOLO227TWOSEQ ST 25. txt [ SCRY « L F4% 1 7 71 2 (1115 B LA
2305 R 7 KofF A AR S

F AR s

[0003]  $R&it AT ARt & AmRNARNI & A A2 30 B SR IX KA S A7 LRl 7 &
T #  8 A FESh ) o I 2R IA SRIG YT TPy Bl w2 1B AL T s , B s T R AR
Bl /R K B9 (Alzheimer’ s Disease) AU %ix (FTD) \FTDP-17 . BEAT VEAZ b FRIR
(PSP) 1% M 61 4% T i 95 A2 (CTE) | 5¢ ot 2 i€ #f 42 7 1R 4t (CBD) il M Drave t 48 & Ak
(Dravet’ s Syndrome) .

[0004] EEAMELEIRRATES G HREWIENG 253 B mEEniiahid &
() A RS WA S A T 2 M AL M A T R PR+ E .
YENZER AR S RhdE I B AR PE SRS B2 SN0/ = A 1) B A R R = MK  FEEE A RN
AR b PR 72 13 2 BEFE0 L 1B 5 29 2 AL BRIV I8 14 45, I H. 73 7K J9 0N INBK
2NTEE [ o IX SeI0) T [ DI RE (I 520 AN 584 I, (H AT 725 UG AH B E ek A o 7
CA b 45 40 B 10 2 BUEHE AN B+ 104w A I T8 45 & 38 R O 7 v i 1 v oAt 7 47
FE3 N UE 45 6 580, Pr LAt 82 A R e f i (B4 A0 B 510) FRONARTEE H, Hi R 248
MES GBI EE P E /MR 100 TS AP ASRTE H UV E 208 45 618 (4R
FHECT3R) IG5 ME 4G, B ARt ABOE 2 W25 38 INTUE 456 M Be . 3R/ 4Rt i
AL K2 & B e, L g J LA SN R IR SRt EE A H e N RA N R B IS S =1
3R/4RTEE A o 5 3R/ 4Rt [ 1 TR bb 2 A P B A PEFTD T (9 A8 IR AIE o R 1 A& AE
R BN BE S B B 3R /4R 8 1 b 00 AT 52 e v B 1 R AL

[0005] 22 -5 R 4 T IO AL TR 4% v B L I 45 A Be 0 o ik JE I IR AL (R it 1
F S I CRIR T8 A B At 5% B JEAB A s SR T, X AR I B SO AS BRI TR ALY
PR RR AL 3Z R B Va4, T i J LA 2R A R Tl IR A R oy EL RSN TR B R A AR 22 o PR 2R Ak
PEBTRE I — MRy i IR A S i 3

[0006] TR WX 4 0 R A 4 PR SR 4455 400 L %) T2 25 R4 AR A as LM P 76 () 17 22 T 2 7R
(G5B h Nt E A S A E SRS R, FrbAtE A A fE N — L S 7
[P BR S A I H AR #2218 A0 P2 99 o 19 B TR 1 PR — 63X 6 0 SR 2 i 7 o

[0007] &R [ Al AER IR A PR R A AR B B — AN BB R R B B [ OB R K
B R P A 4E N S OB 53 SEBR b, B A YN Sk R R AL B T 1 R AR
1 o T A A BUE R IR B A () B — D , PRES 2F- 4k 9 S5 40 BT R PR B ) A 2 HL S0 4
E IR ZEMHIIRADFHI95% tE [ R I T M ol B b BN E RYEE AR Wi
FHIREE A B4 B s s ELTR il g 1) 5 1) SR AR B 5 1 1 R DA S e AT 5 fh 22 T B
PEAHRH R 75 T i
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[0008]  #pzt iR N S MIANCART /R K ERA , T H AR 2 i i/ (FTD) PSPAICBD
() L I o B 22 R AR . T 1 S PR 1B Ak 2 TR ) SR G . kBt i 1 2 R R AR 4 B[ i
FTDIP) - 2H 17 15 DA T[] o 3 26 38 A% 0 40t O 5 YR v 82 191 (19 3R : ARLE 2R 1 3 229 51 F DI 1
ZtEARTFECEAPELN, KRB AR 110, IF B R EURTE A3,
EETEASENEEN v A R R AR B B IR LB A e S R B A IR
PATHSR AR S o B B £ ZR B PSP P 55 4R : 3Rt 1 L 2834 TN AH R o

[0009]  AFEEN T v A L AR AL sz m, AT ARt E A B 3lF S 7105
M2 A &+ PP P AR JE R 7 AR B T — A PfE v 1 R (N279K) 1/ BRUAR Y o ] 72N 26
W, FHA T FRIAWT T A R IR, S /BB /R ARTEE FI I S & 380, I HUR e AT
BEh A U LR E BRI AT B B A

[0010]  HEE Bt E” O 5 2 MK i AH G I, 3 8 7 955 A0 K5 Ba] JR K i B0 0 s - i
AT PEAZ BRI L B2 B IS M e T IR AL B AR L 5 G B AR A IR 1) T 4 AR [QE
(parkinsonism) -Lytico—-Bodigdi (Lytico—Bodig disease) 245 5 L% & (tangle-
predominant dementia) IS 1 LS B IR  FH 20 75 20 o Jeg o 5 ML 4 98 o P U PR B A
T2 I 98 R EE I S 45 PEREAL S VR B - IH KW (Hallervorden—Spatz disease) 25
G (Pick’s disease) JWEAREIRIZIR (argyrophilic grain disease) 37 AL KiBALBL
BB AR A A B HAR 08 o i WIADI) v 8 A IO E 9 2 A8 A B L R R o AD S e 4
A TH1500 77 A FF HEFKRR 40 % #8185 37 o ADFAFE /L T P Al B 22 b i TER A P L 4F
YA S (NFT) MIBUERIREE A (AB) B,

[0011]  YHjEk= AT HE52 1) T ¥6 97 PR P 2218 A PR s (0 e T o PRt , AR ST — AN B A%
TR TR IT IR R I T V2

[0012] & B MLk

[0013]  ASCHRAL T U457 T Es mRNARI 3 FURIA B U7 V% A PRI G4 o A8 L L ST
#rh, AT F T 9 T B A mRNARITER 3 RIS KA YN e XA G 1) o A8 TR S 5 v, e S
WA N LFEZTTE o

[0014]  7ERLLL ST b , ] 72 20 M B A 23 AT I T o 78 L STl ), 2 M BRAH 24k T
IR N o AEFE LSS, BN NS o AE R S 45, B T2 A mRNA S & o 7R L e 5K
i 5 R S BRI T B 1 o IR P AT T A B ) 0ot P 7 e DA R g e T = I

[0015] &R T] F-T-FBS ¥ J7 R LR 20 o hE A IR 1K 7 v L B A & o AE S
S ST 8 L 3X T ER A AH SR o AR IR O R AR PR R o 7 L S A5 v, 3X P
IR 9 T e AR IR LS T B 1 9 72 L BT R R R L AU i R (FTD) JFTDP-17 3
AT MR LRI (PSP) 12 ME G045 PRI AR (CTE) | 57 & A4 iR 4L (CBD) B ADravet
LRk,

[0016] X FMPIR oAl AR IR ] LR AT — DB A RS R 2 PR B SR R e e iR
AT TP AR ) 2 XSS PR 2 s DR B A8 32 L B AN N BOSR 5 BUs ALt ) M 5 R e
AR A I E AH OC 1 FE LL R R AN 25 R R AR T A JE AL B O AR A R A YN
T AP DB FEAG ICAZ JIBEAR B ) D REFEAIC iz B B IR R AR AR &L

[0017]  FERLLLSTHE WG] F , v y7 T7 A ARG M A 75 W AME IR v A XA AE R s
S5 G 9T T AR R A TR B AME T TR A R CE TR -

9
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[0018] AR F AN ZEHe it DA T ARFR Hil {42 5 1 SEt 7 %6«

[0019]  SEJEJ7 %1 — P AT AR FEZ TR E Y, £ MBI TR H 12830 E
(K% 17 20 e LA 60, 8 JE FISEQ 1D NO:20-2443F1SEQ ID NO: 2478-2483 1 4F—3%
P08 209 21020112012, 2013, 2014, 2015, 2016, 2017, 2 /018,
2 /019880 2 /D20 7 S AL IR N AR 7 9

[0020]  SEjfJ7 %2: — P OSBRI FEZ F R AE Y, £B M EZ T BRH 12830 E
(KR 17 20 e L LA 60, & W8 JE FISEQ 1D NO:2444-2477MISEQ ID NO: 2484-2565H1ff—
e SRR SR e Il N SR P N el N S0 N I N Sl B AN S S I SR P LG N S S WA S0
18, 2 /198K £ /2012 S A I (1) A 3 /7 ) o

[0021]  SEJEJ7 %3 — P AT A B I FEZ F IR AE Y, £B M EZ T BRH 128 30N E
(K E R B A S L FFISEQ 1D NO: 202565 F—F I /b8, /9 F /10,
112012, 82013, 8014, 8015, 82016, 2017, 82 /018, 2 /D198 £ /D 204 & 48
IR 2R 7 1

[0022]  SEJfJ7 %4 — PO AB M FEZ F IR AE Y, B ML T BRH 128 30N E
M HHR LA SAED8 B9 B0 B EDI2.EDI3 B4, E D155
16, 2017, 218, 20198 £ D20 FAMNTSEQ 1D NO: L)% At 1 35783-135980 AH
SR A0 ) 2 S A R () A RS 7 1

[0023] sy %65 : — M A S ARSI TR EY, BB M FZ TR H 12830 %4
I HHRBaE S A28 B9 EAD10. B EDI2.E D13 B4, E D155
16, 2017, 218, 2 /0198 £ D20 FAMNTSEQ 1D NO: L% At 1 35853-13587 211 #H
SRS A0 () S A R R AR 7 1

[0024]  sLjifi 7 %66 : — M AT ARSI TR E Y, BB M Z IR H 12830 %4
M HHRBaS S A28 B9 EAD10. B EDI2.EDI3 B4, E D155
16, 2017, 218, 2 /0198 £ D20 FAMNTSEQ ID NO: L%t 1 35783-1359 29
SR B 3 1) T AL IR R RS 7 771

[0025]  sLjifi 7 %67 — M ES ARSI TR EY, R M Z IR H 12830 % 4%
FZHHRBaS S A28 B9 EAD10. B EDI2.E D13 ED14.E D155
16,817, B 18, B 198 H D20 HANT-SEQ 1D NO: 1A 5E 1357831359141 #H
SR 3 1) T AR I ) R RS 7 771

[0026]  Sjifa 75 288 WISK i J7 R4-THTR AL &4, Hoh &80 1% 1 IR I A% L 17 91 5
SEQ ID NO:1%/180% .5 /81% .8 /082% £ /083% . % /084% . &£ /085% . £ /86% . &
87 %  H/b88% & /89% . & 090% & 091% B 092% B /093% B b94%  F b
95% %2/96% . 22 /097% . & /098% . A /099 % 5100 % H.% .

[0027] ST 29 QNATART S il SE it T SR PR AL A4, L b B I AR A S A 1 PR ZE 1l o
[0028] S 77 2810 : WHEAT ST SC i 7 RETIARIAL G4, o 2 /b —AMZHE RSN A&

WA e B o
[0029]  SEHE Ty S8 11 WSk Ty SR 10T IR AL &4, Heh & b — D AR (8] S M BRAX
T PR I A ) B2

[0030] KTy 5812 QISEHE Ty S 10Tk AL &40, FLvh A AR 2 1 1) i D9 B A T 7R
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BE i A 5

[0031]  SEJfE 7 13 : WEATT SR SL i 7 TR AL &4, Hoh 2 /b — Nz A (R B 0 ik 1R
R B

[0032]  SCja /28 14« AR SR Wl K T R IA KA &4, o &8 /b — AN (R B N ERAR
IR la g H 2 /D— MZ A R SN R —BREE.

[0033]  SCja /7 R 15 R SR T Kt 7 RTA A&, o 2 /b — Mg E A & &g
(AR

[0034] ST %216 WLt 7 R 15T IR LAY, Hh 2SI AZ I 5 - B s g .
[0035]  SCa /7 R 17 AR SR Wl SE i T R IA KA &4, Hoh 21K iz w2 0
— M EA BRI

[0036]  SEJifi /7 5218 WSt /7 1Tk &4, Hod 22 /b — DB A A o
[0037]  SEJME 72219 WIsLi /7 R 1SHrA L&), Hh XOAR TR B 2 A1 547 fr 2
[0 AL 228847 -CH2-N (R) —0-2" %, HoH RIS M W H. CL-Cl 25 B B AR 3 2

[0038]  SEJifi 7 %820 : WISK it 7 R ISFrdk 4L A4 , Horp XA RS 54 —CH2-N (R) -0-2" #F,
HA R ST M AH L C1-CL 25 B AR 4P 3

[0039]  SEJifiJ7 %821 : WNsL i /7 R1TrR KA, Hoh 2 /b — M2 i 52 -0-H
AFE I,

[0040]  SEJfiJ7 2222 WK 5 R 1THTIR AL &4, Horh 24240 545,75 2" -0 (CH2) 2»~0CHs
HH

[0041]  SEJifi )7 4223 WAEART SC A SE Tt 7 STk A &4, Horp S8 ) A% R
[0042]  FH 1OAMEREM I S0 H 4 BT TR) R B

[0043] WO ERERI A RS BEL

[0044] 5L AR 3 BEL s

[0045]  Hr[ERGELAL T-5 BEL 53 BEE ) H R B RN M E A 2B MmN
W o

[0046] ST 824 : WATAT SC R SE 7 TR AL AW, H i AR AT TR 5
[0047]  FH O™ 422 100 I S AZ 7 2E S 1) 1) oh B

[0048] PR 5/ NS IZ AL RS BB Al

[0049] PR S/NEREMIZ AL RT3 BB 5

[0050] i mBEELA T-5° BB 53 3 Bz ) HH sh AN BB M % A S 2211
W o

[0051] S )7 4825 : WATAR SC R SE 7 PR A A4, i AR AR TR 5
[0052] 4 74N 2 1l A A 2E S ) T e B 5

[0053] PR A/NEEREMIZ AL RS BB Al

[0054]  PHO/ MR IZ A R 3 BB ;

[0055] M E g BN T-5° BB 53 3 Bz ) HH sh AN BB Mz A S 2211
B o

[0056] S )7 4226 : WIATAR SC R SL i J7 STk A, H i AR SR T TR 5
[0057]  pH 8™ 422 1) I S A% 7 2H 1l 1) 1) B B
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[0058] oSN AL T A 5 B EL s Fl

[0059]  HHSANEAEMIAZ T A R 3 BEL s

[0060]  HorpjEBE B A T-5 MEL 53 RE Lz (A H L AN BB A A8 2811
M

[0061]  SEjia /7 S227 : WA SE AT SL i 77 AR L&), Hh AR S R 5
[0062]  HH 8™ 42 ) M A A% 7 ZEL R ) ) I B

[0063]  HHAANEEAEMAZ T 5 BB s Fl

[0064]  HH 6L AZ T U S BEL

[0065]  HorpjEBE B A T-5 MEL 53 BBz [0 H K A BB A A8 2811
M

[0066]  Sjii /7 4228 : WA SE AT S 77 R ATR A& 4, Hh SRR 2% H IR
[0067] o 84N 42 1% i A A% 7 2E S 1Y) 1) e B 5

[0068]  HH 6L AZ T 5 BB s Fl

[0069]  HHANERNIZE A RIS BEL

[0070] e jEIBE Be A T-5" BB 53 BBz A H H A EEM BT A8 2B8 1m0
M o

[0071] S 75 %229 « QAT S Wi SK it 77 R BT iR B4 -A 4, o SAB M (1Y) S5 1% 1 IR 204
HEAE AL R

[0072] S 75 2230 « QAT S wi SK it 77 R TR KL -A4 , H R B 1) SR T R FH 194
HEAE AL R

[0073] S 75 2231 : QAT S Wi SK it 77 R BT iR KA -A4 , Hh SAB MR 1) S A% 1 IR 184
HEAE AL A

[0074] Sl /5 2232 — PPl &4, Fo A QAR S B S0 7 S8 Bk 190 A0 & i L R 24
52 AT I AR B B R 2 D —

[0075] S 75 2833 —Fh v, AL HE 1) B4 it FH 40 A AT S Wi S it U7 48 Bk 1 A& M Bk
HED

[0076]  SEZjifiTy 5234 NSt Ty R3SFTIRM I v, Herb e A2

[0077] st /7 5235 : WISE i /5 33P0 5 vk, Horp e FlAL B9 FBG VR IT Bt E A Al
RIFIA E B R B kG FL i

[0078]  Sijii /7 236« QUSK it 77 235 BT IR (1) 751, Hor s o i BURIR N T 8 1 9 A2 Bl /R
PRGBSI R R (FTD) SFTDP-17BEAT PEAZ L BRET (PSP) 12 14 G145 M 95 4% (CTE) 3¢
JRIE A2 AT IR AL (CBD) WU B Drave t45 A4k o

[0079] S 75 2237 « QAT AR S wiT SK it 7 22 ik AL A VDB & W0 Fag , L2 T il
T a7 P B PR E (K 24 771) o

[0080]  sjfE )y Z238: — Pk &My, HeEH ISTS 6130994 A

[0081] Sy 4239 — Pk &4, HEH ISIS 61336120 A% .

[0082]  SEjii )y %240 — Bk 54, HEH ISTS 6133702H 1

[0083]  SEjii )y 4241 : — Pl 54, HEH ISTS 6237822 1

[0084]  sijifi )y ZR42: —FL AW, e TSTS 62399640 i

~l
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h

[0085]  sijifi /7 %843 : — PG, oA & WISkt 77 38429 — T pr iR (1 4k & M) B 2
N2 2 b n 452 R SR BB R 2 2D —Fof

[0086]  siLjifi /7 G844 : — P U7k, SR M B4 W SL it U7 4 38-43 T — i pr ik [ fL &
IR/

[0087]  Sijifi 7 4245 WISt /7 RA4FT IR J5 %, Hoh s N 2K

[0088] St /7 5246 : WIS Ty RAAFTR I 5k, Horp i FlAL B FFG VAT SO T A A
R IEBURIRBUR e e .

[0089] S /7 5847 - WISt 77 A6 Fr k(¥ 7 v, o rp 50998 L o E BURT IR v 8 1 9 A8 LB /R
PRUEER I B R (FTD) JFTDP—17 HEAT HEAZ L BRI (PSP) A2 14 G145 T i 395 22 (CTE) 2
JRFLJE AL ATIE AL (CBD) B Drave t S5 A4k .

[0090]  sjifi 7 %248 : QS E38- 43T — T T A K4k S &9 g, 2T
HliE IR T A B PERIE I 2577 o

[0091]  PEiR

[0092] R Y fi, LA b — R A0 AR VR 4H A AR SR A 8 s M R PR 1 T AS PR fh o B 325k
(R R BH o AEAR SO, B AR AR UL, 75 D) R 301 158 L6 2 30 B AR S SRR , 75 0] 4
ASCHT B AT TR AR /B A, BRAE SRR, 1 W AR SR F L 4 AR B A
“H/EC AN, RIE “dE (including) ” LK HARTE A, ¥ 0 “B0 4% (includes) ” M “f0.4E
(included)” B fd A ELAT R il 14 o 3 EL, B AE 5 2 e Ui BH , 75 D3 240 3“2 44 1)
N R At M EAER £ TR G D N RN ED o et A @ S S EER 7 IEAE R

[0093] AR SCHfT FHIK 25 35 A AN FH T 4027 B 11 AS R A BIR 1 B s b X040 o AR 28 FF 0 51 F I
BT SCAFBCAT B8R 4 (BFEEEAIR T LR BRI HRiER A F ERIFIER . B &
% FIGENBANK & 53¢ 5 DL J ] 28 o 0 ds 72 (v [ S AR ) R (5 B b (National Center
for Biotechnology Information,NCBI)) ZRIGHIAHIR T HIE E) FIAEAR SCHEEE R AFH
i S ) HAR B B 98 G T AR SOl 19 SO0 43 BH s DA 51 B 07 SR AN AR SR BL B DA
2305 R 77 KofF AR S,

[0094] ﬁj(

[0095] [ k4 A i 58 S, 5 DG T AR SCHTIR B9 3 Ak 27 A A B 2 B S IR 27 R R
254k 27 B ) iy 2 R0 AR ST 9 40 BT A6 27 L B B LA 232 DA R I 2 N R 245 4 2 () R P A
AR TG A Hh e HL o R IS 28 o A s A BRAE R AR AT A0 2 B AL 22 3 B o

[0096]  [R4E HAMER, TP I ARERAG LR 5 XL

[0097]  “2" —O-FRARFEZ I (1942 -MOEFN2’ —0CH2CH2—OCHs FIMOE) F2: H& 15k I HE BR 1) 2° iz
(10— F A8 B - 2 B M 0 27 -0 FR A ik & B A I R R 2B A P 0

[0098]  “2” -MOE#ZFE” (#1492 -0- 4 3k 2. 3 %) BARE 52" -MOBAS i i 4 58 40 1 4%
o

[0099]  “2* fir & BRI B AR AERR IR IS BL IR 1) 27 A7 - A5 B HEROH LA 41 ) BUAR L 1Y
AT A S ST rh , 2 4 BRI B A A SR B IR AZ 1T

[0100] 5 FP Ji& v 2 415 448 % 152 22 567 110 P S A4 i 1140 JH e v 5 PP i s g SRy 2 4B 1
(AT s

[0101]  “Zy” B AFRAEAE £ 7 % YEFl N o, 5 U B e S g v s L i 22 4970 %7 , | 3&
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TN63% 1T %6 Y N T EE A AR B

[0102]  “AH e FH” J2& $8 0 P IR 25 24 57 DA L 70 38 1) 25 2 2R FAE B8 3 AR N (RT3 AA AT
e 77 2 3L ) it o AR i AN 75 P R R 25 25 77 T 2 — IR 2 A L DAAR TR /) 2L siod 1k
FHIR 25 25 3 720t FH - PR PR = 25 25 I AR FHAR & TE 75 (R 34 o Firid 1 FHAX 75 2 & — B )
1M G5 LA K,

[0103]  “fi ™ B AR M s AR 2524577, B AR T HIE =T i A E AT
it i -

[0104]  “Pi 37 JEFRIRAR Dk 2% L ¢ IR B R IR B0 i ™ B R 22 b — BB AR - TR AR 1™
P A I SR T A RN 5 O RN B I R

[0105]  “ZBh#” 248 NRBHE N30, AR AR T/ R B K 0 5, BLAE
NFER KL, BFEAR T EERE.

[0106]  “Bui&” EABIFAEAE T 5 Pt il DA — 2677 20U S PR S R 43, Hoh Bk S0 5 4% E
P 53 —38 K 58 X o FUiRml 48 58 A3k o+ BUCHATAT Fr BeEk X 38, 18 an 8% L 588  Fab X Al
FelX o

[0107]  “Je X3P BAB T T AL G105 3 B bRAZ iR 2 A58 B AT AT ] A 0 35 ] I =1
T T o AE RS Ty S, I SUE TN B AR IZ BR B B PR A% IR g bE Y 2R ) ) S EUR IS IR
b,

[0108]  “fx ALAW BIaREW 5 B M IZIRE H AR A T R ERILAY . = XAk
A S HE B AU AL G W AR S AZ TR s 1RNA L shRNA L ssRNAFIEE T 45 437 (1)
tEY)

[0109]  “Je A" BMABLE S B bRiZ B BLAMWY R A WIAEAE T B br iz & 2 AT 1L
AAEAER SUAEY T B AL & &0 Bkl .

[0110]  “Je WL NETA ¥ FAL G5 B FRiZie 228 BINL ], o 2458 (1) 45 R BUSS A
PSR AR BARAE 5 AT , PR REREL AT S M9 an % S BB 422 1) 40 B AT LA

[0111]  “KR EZHR 5B RS BARIZER AR X B 2R A8 I A% B 17 51 (1) 5
FIZHR .

[0112]  “Bg B FLAMA” Je 48 I XL E BRI AZINIE 5 B AR % B ) A SLAZ DL 1 AT v
Bl S TC o (BP 2%52) (88 77, I HL EH A SAZ AR S 1) 18] K0 9K A - v B 38 (Watson—Crick) G
(Hoogsteen) BUR E [IREAHL AN T

[0113]  “XUIRHE” 48 HH P B A AR AR R DR IR B B o LR R N A TR R A

[0114]  “XWIRAZTF” (W HFRNBNA) e H A 2 7 B2 0 B0 0 P N e S5 I A 5 G B
RGO 5 AZ A AR RS 7 R, MG MR R4 — A2 — Bk

[0115]  “WE&E M B Rl a” B O I TR XL EWT— R b 4k 2241
[0116]  “cEt” B “PR il 1 2, 5" B i5 A A5 44" -2’ — i A (0 B350 29 100U %
H, i A R34 -CH(CH) -0-2

01171 “BR&IME 2 HAZEH (B NcEUZ ) B &4 —CH (CHs) —0-2" M 1) R M 43
A% o

[0118]  “fr Al 7 X7 248 e AL G R LA 7 RAEA 2 AR TR — e A P
T3 X X 3 il , B2 -0- AR R I X E A B S B A Y -0-FE M

14



CN 108064227 A iﬁ, EH :FS 8/142 1T

SEAB I AZ A I X AN A

[0119]  “rE R XA BifHEG R D2 HR X R &Y, M BER A2
MR TC.

[0120]  “HL[A]jife F” i Fia 1) A A4 FH P9 bl 9 o DA b 2 265 2 591 9 bl o o AL [ 245 25 551
A AERANEZG A A Wh , BRT AR RO S 25 A o P R E R R DL B S 225 ) b R — A
A] 28 FH AR (R BAS [R) 25 24538 12 it FH o 6 [R) it FH ek 2[R ek B4 e

[0121]  “FAME BIa S — LIRS 5 LR LT 2 R FC Y BE

[0122]  “f% (comprise)” . “B75 (comprises)” Fl “f& (comprising)” WMIRfR AR~
FETIA D B E R BUP BB R A, (HAHRR AT KAt P BB R EOP B E R 4.
[0123]  “WELAZRIE BB 1 I B AR A »

[0124]  “Weit” B G W I 5 TG IR o 4 R R RS M E R AR T
[0125]  “FiRE5” MRl Wb B = 2GR 2435 T AH N 25 2 T R BT 75 1K 4« 9 4, 76
TS ZG T TR IR R, a0 3 KT VR

[0126]  “FI&E” B B IR 4 25 BLE I B N $R LR R 25 2 FUIK 48 72 & o A0 S B S i 7y 2
o, T A — VR FRIR B R LA B ik v (boLus) 7B S it 35 & o 49 4 , 70 5 e 52 e
T G AR BT R, BT A5 N R 7 R 5 B R R G R A A AR, DR, WIS IR
B IR DA b33 5 SR 38 BT 75 & o 78RR sty SR, IR 24 25 AR 0 K () R B g S
PR A RIS TR RN RER VR B AR AR .

[0127] 5 & & 76 VR 795 PR BA T BUIRR PRI R Serb = e A 7R BT IR YT R IR
(195258 DL R IR GRS B — R VAR — 56 5 T 2 B A 0 15 BT iR 208 , B 7 BB ¥R B
SRR = R 2525 7] AR, A A E RTALLL T PR 2R AR AL < Firva TN A I {8 R
ORI FITIE T AR 2 282 T2 L 415 B 100 S AN T 2= 232995 TR 1 VA 0 E A AH G [A]
[0128]  “ThAQ” mfe =P /E M &8

[0129]  “FRIK” A HEIE R B RS 15 B IE L B 4k e 4t iy b 477 ELESAE B 45 M0 BT B ThiRE o iX
P M) R ARANIR T4 S RN BG BRI =400

[0130]  “SE4F AN B “100 % AN B4R — BRI B I 78 58 A% IR v # R A B
WS  AE LS T B, B — IR AR AL B H B bR R N 5 A% TR

[0131]  “] k{4 (gapmer) ” R di A 2 A P T 12 HEAZ IR B HARL A X A% 17 10 P9 38 X dfor T
HA— A MZ RN X I [0 % S UGB F o R R P 38 X 4 ) A AE AL 27
SR BN X I AZ AT AR o P 38 X ST B A TR B X HARER X 3T R oA X

[0132]  “lHFE Sk Sfaik G R L EMAAM TR LIR6MZHRS 53 BB A H
KA TS A3 BB B AT TINEEL - A% I ) B B

[0133]  “[HIFEMTE” SAaik G R L EMAEAM TR LIR6MZHRS 53 BB A H
AL TS M3 BB EA 124 GBI 1 2% 8227 R AR AZ T 1) [ B B

[0134]  “Je2” B HAMZ IR 7> F R AR FL L Sl 5 R vp , FIAMZ IR o F A FE(HA TR T
A VI FIRR $EAZ TR o 70 FE LS 7 R, FLAMZ IR 7 F AR E AR T RO Z A R
AL

[0135]  “Y%s5 A TE AR s BRSO i2WiE TE A R BRI R TR
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J& T E A AR B I S o AR TR v i A IR i I AR 05 B kR B A A S R
() — B 2 A KU PR 2R A, Bk KU PR = R A8 22 L B N 32 VB FhER 2 il
TER [ A IO IR I I A A M o K 5 5 ] I AT AR 7 v R VAR M BRI S A AR AE
I PRI B PP Ay (o f et A% ) SR Is

[0136]  “EKZAFIR” B da K AR M AAELEN N

[0137]  “AME” mABE T RITBUTER AR EE N2

[0138]  “yltdE " B FERE R A FAmRNART /B 8L (A i i & R R IA . fE R Bb s )y v,
HETAEAFAETE L R XL EY) (R R Tt EmRNAM/BUE A R R IA
=, TE EAmRNAM/BUE A TS AR v E AR R XAEY (GFEE R v E A R R
M8) f7AE AR BIHH o

[0139]  “YlIhil R IA G T A2 15 P AR B BE W R A B M HR R 7R 58 A TR SRR BOE TE

[0140]  “IZH RS 2B B MBI B

[0141] 4RI B8 HAZ T ) S 2 8] — M AL 1

[0142]  “BiZIL” B “LNA” B LNAZ H” BB fE R BB u 4 hr 52" fr 2 i B &M
AN 5 DT TR S A TR AR () % 22 (1) A% B A o OUA i ) S 9 0 5 AH AN PR TA) a- L FR 4R
(4 —CH2-0-2" ) LNA; (B) B-D-V FH 4 & (4° —CH2-0-2" ) LNA; (C) .2, FL 48 5 (4° - (CHo) 20—
2 ) LNA; (D) S % (4" —CHa—0-N (R) —2° ) LNA; F (B) %805 J: (4° —CHa-N (R) ~0-2" ) LNA, T T
SCHT S o

O, Bx § 0 Bx
[0143] 0]
! -——O w ‘R
(A) (B) ™ © D) (E)

[0144]  fnASCHT I LNAML S B AHANR TAERE 94 A1 52 fr 2 [ 2 20— ekt
(K4 & 4, Horp AR L S 7 A B LA B2 B A ST R G B DA BOERE R A - [C (Ry)
(R2) JTn=+=C (R1) =C R2) —+—C R1) =N-.=C (=NR1) =.-C (=0) =.-C (=) =.-0-.-Si R1) 2--S
(=0) x~AI-N Ry —; Hrb :x N0 1B8 250 4 112,384 s KR ROFIR I ST M W H AR 47 38 VB 3E .Co-
Crobe 3 BRI C1—Crale 3 L Co—Croli 32 L B Co—Croli 2 L Co—Craoble L L BAC K] Co—Croble L |
Co—Coo 77 31k  FUART Co—Coo 77 Ja « RIS L AR Z B L | 20 7 ik L BUARUR) 2% 75 21 L Co—Cr g B 2
EUAC I Co—Cr IR PR L L G 25 . 001 NJ1J2.SJ1.N3. CO0J1 B 3 (C (=0) —H) BV LAY B I L ON T
3 (S (=0) o= J0) BOPTEGE L (S (=0) =Ju) 5 I HAEEA TR 23057 1 9 H, Ci—Croke 22 W U R Cim
CrobE ik \ Co—Croffii 3 UK Co—Croffii 3 L Co—Curafe 3 L BUAR K Coa—Crof 2 L C5—Ca0 75 JE L ERAT Y
Co—Coo75 2\ i (C (=0) —H)  EUARHI MR | ZR BRI L BUA ) 2 PR L Cr—Crozdl e A L BT
Cr-Cro B S AL B R 2 .

[0145]  LNAFSE LN PRI E5 (147 27 Mt 2 B I sE B AR HA R T R b —3 .- [C
(R1) R2) Jn—+—[C(R1) R2) Jn—0-.—C (RiR2) -N (R1) —0-E%-C (RiR2) —0-N (R1) —o k&b, LNATE X
Bk 55 1) HAMREFE N4 ~CHo-2 4~ (CHp) 22" .4 - (CHy) 3-2" .4 ~CHa—0-2" 4" — (CHy) 2~
0-2" 4 —CH2-0-N (R1) -2 14" —CHo-N (R1) —0-2" —# , He tP &R IR I ST s g H AR 47 FEBR
Ci—Crofidi
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[0146]  FRIEA K B HILNAL & S ARG Q0 R LNA, Hrp i S IR 1 2 - e e 2
4 BRIEF, IR B4 3L (4 -CHa—0-2" ) M T T AU 38 43 o MR et ] 32
AR5 B E 1 B (—CHa-) 6 T HAT RS W A0 0L (47 —CHa—0-2" ) LNAG L 4F, 7
TUAr B B A 2 F g e A I SRR 3 B A 0 T 3 ARSI 2, 55 5 (4 —CHoCHa-
0-2") LNA. 7E 214 SCHT AR LNARK 52 S ik 25 a1 -3 B4 3E (47 —CH2-0-27 ) , HoA I 4
H (4 —CHo-0-2" ) LNAI SR

[0147]  “RPC” B “dF B AMZIREL” & 18 58 — IR AL 2L A B 5 58 5 B bRz B 1 AH B

ARBEFE AT (15 750 o
[0148] "L AB R % 18] $87 5 45 5 R ARAF AL IO AZ 1 0] B (ROR IR — R A% ) ) AHEL A7
FE BB AEATAZ AL o

[0149]  “SARMHAZ MBI B A8 AT AT o IR EEng: | s g | S R0 | 007 B R s g A 41 () A% Tl
H o REAB MR AZIEIE” 58 S Tl IR L ng (A) FN BI04 (G) 5 LA Je e g T 2 i i e v
(T) Mz Rg (C) AFREERE (U) -

[0150]  “EABURRIAZ T B4 Mo B A EAS 0B A0/ B AB U ) L A T
[0151]  “EAZIIZ IR B 48 M 7 B AT S A5 R B RE 58 5 B0 0 1 W) g A/ B & &
TR AZ BRI AL T IR

[0152] “ZREIHMFERTR B8 20— NEBURN T W8 LA /B0
A IZIEE I AL AT IR -

[0153]  “ZABMGI A AR 5 R IR EL 0 AL A7 AE A AN/ BATATT A2 4

[0154]  “PRAR” BARSE RN BB IT AR EA R T RIBAEAEBEAB IR A% fi%
TR

[0185]  “BLf¥” mAR S XA & REB R A B H R A

[0156]  “RAEXBEH 77 B FEDNA (27 —H) BLRNA (27 -OH) HAFEAERIBEHL 43

[0157]  “RINFAEMIZ RS Z483 25 B e,

[0158]  “HEHAMZBREL” 2 48— AR I AT s SR B DA FoAh 7 =0 ) T 2 A I AR B AL
[0159]  “RXIL” JE 48 HH B ARAZ IR AW RN 40 F o B R O FR AHAN IR T A2 B AZ R (RNA) < I 250 1%
WEAZIR (DNA) \ H AL IR XUBZ IR /N THAZ BB RZ B2 (s1RNA) A4/ NRNA miRNA) o

[0160]  “RZHEEL" MARBEWE 5 Iy — X BR B B PO 1) 2R B0 47

[0161]  “RZBlIE B ANME” AR IR 5 O — RX W B AT Dl R O o 45 4, ZEDNA T, Ji
IR (A) 55 s g (1) FL b o 452, ZERNAHR , JRPEERS (A) 55 PRIENE (U) TLRb o £EHEEE St 77 48
W, BAME IS 2 8 e X AA Wb Ge % 5 3 B R A% IR I AZ DR L 1R AT DR e X () A e A6
Wi, AR XALE I S — A B R AL R 5 B AR AR BRI R — A B A AT A
FREEDS, WHEARBREE AT AL SEZ IR B AR %R < 1A i Sl s g & A B E 2 A BLAME .

[0162]  “REWEE 7 2)” B AR S AL B IR T, TS5 AT B L SR/ BUZ IS I TG K
[0163]  “RxH” mAREEIE L 2.

[0164]  “RZHFEEI” B4 F TSRS — B2 AL B F B b SO Fms L H.
RN W BRI B LL 45 44 , 1 G LA P ORRA A L 0 2 L B 0 2 DU SR e 2 L U B = PR A A
TN, 450 G A = PR el R AR B T ) A T B A% IR A LA B R B T S R AL A — N EK
ZA BB B R S 25 i R IR AZ R B IR A (FH-N (H) —C (=0) ~0-BLH Atk
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ARTEIR —ER SR R A IRAQ) o HE A S S 2 AR A AR A A — 2 (H UK
TR~ B T (RIEREER) o A SCHR A VY SR g 22 20 U AR 2 A 1) S 451, R v R T
A L A DU SR e PR 2R G0 B 9 o RSSOV o 43 O A Tl R/ B ) B Y 2 ] o —
B = A A B AR O -2 1 (R S 20 &, JF YRR e DL 5 i AR AR s .

[0165]  “BHIR BiRHATIMER BRI 2 I BER BRI 2 H

[0166]  “fli #LARL” & 45 5 TR TTER FIUE B ARIZ IR BLAT ) 5 LA (U RNABR 1 RIB AT R AN
T E AR

[0167]  “FERAMAGW” BCFRY B fa R SR iRk ot HRe 5 2R 0 r i =0
— XA RS

[0168]  “SEZTFIER” B4R HA & B IR UL Lt A4S0 1 BUR S8 MR I R 12 5 I 5%
=

[0169]  “ARZ: Mt HI” AR I i v 4 (19 G PRI V) Bcan v fte P o Al it B 5 BT i
FH 5 1k P e S UL P T P sl bk oA e P R REE PAY it P B2 P R e S 91 38 P B = P e
H.

[0170]  “BK” X4 b 22 /D PO U2 R HH DA i T 2 1T 2 ) B 0 7 o AE TR BR RO 15 00T 5 4
ARSI HI PR A& 45 22 BRRTER 1 5o

(01711 “BRZG 245" B AR = A P B2 06T s AL RO P o B, 72 2L B ST
B TR A ) SOSCF T RN 225

[0172] "2y &1 EARE T i 52 i I iR &4 a0, 29 S Vel 5%
e SCERZH IR AN TE B /KT WL o

[0173]  “Z4% B R EZ AT AEY) s A SO IR AL S 255 Bl B2 i 8 S5 540
R B4

[0174] 22z Bl i b BAR R A SR AR B 5 EANZg e B rl sz (¥ 5k, RIORF £F
RS BRI P e AW VE AR Y HA G 75 2 2 22 A F R 2

[0175]  “BRACEERRERSE” EARZH L0 (05, Hoh R Bt 2l i — D AppnE A e v 4
Tt S B R T A U o AT PR M ey 2 A PR A )

[0176]  “HR 72" BARZIR h 02 40 B (38 LE (RDEHR) Btk o 78 5 2L Uy S8 vh , #7
B I v i 72 B R SR AL o AE SCLE ST Ty S b, B R U & b w2 B E 1Y
HEALIZTRIE .

[0177]  “Fip); (Prevent) " B “FilB)j (preventing) ™} 45 HEIR B IS PH LA I AE B IR
RARB AIE o bk B HOR, BUR RO, BUER A BL.

[0178]  “Hir2y” B4 LA PR A 26 ELAE B3 A BCH: 20 M A 7 P 5 B At A 224 S5 A/
BRI FeA RGE PRI X (RIZ59) BT 7).

(01791 “Biy a7 R & 2 1R = 25 255117 Zh VR LBl v BB A (Y &

[0180]  “IX” 5 SCA B AR H H A 2 /b— AT IR BIE ) ThREBURFIER 4

[0181]  “BXMEZHIR” AR E RIS 2 (02" A7 BAT B L IR - 2 M H R m]
AT 2 PRI .

[0182]  “3h” BAR S AL B AT 22 B AZG 22 BTS2 i L, BIOR KR BHA SERL T IR Y P
5 A TE H AR T A G 7 2 S 2R F .
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[0183]  “X B 5& SN B ARIZER P X 3/ 40 B899

[0184]  ARSCATE TR CEZ IR “4a K B Bk A — A AR A DL A
7N

[0185]  “HIfE A = 4RER BT 5 AE F LA AN AT IE DR T V87 1 AR 3 SN o 7R RS ST 7y
BIE I AFEANR Ty 5 3007 SR A Zh BB AR 7 B TR = A 8 B R B TR AR
ARG AR o

[0186]  “PRPZSEIZ R Bia R 5 H MRS %R .

[0187]  fiAR SR IR “br i 58 SR B ARIZ IR N () MR A s L fr

[0188]  “YkZZidh e BRI IIR R .

[0189]  “PIHEFPERAL” R fa R AL BT IR SUEZH RS BbsZR 2 M2 28N E
AN DL B R PR A TR T BRFEVS AR 2 A RYE T MEAL FE (PR N T AR B4R T
V5 PR AR AL, 0 EE B ARIZ IR R IAR /N B2 I BTG R

[0190]  “FPAK JRAZ 45 F” B TR S5 1F RARER AW S H B As 7 522 2 5 D4 B
[ At 5 31 24 A8 I 261

[0191]  “3Z{E” BIRIEH TRITBUTER A KBEEANRENY) .

[0192]  “bR¥Em & ZEIRTHIEA M.

[0193]  “E AR & IR gmhdbr S S A .

[0194]  “Efi|q] (Targeting) "B “HE[4] (targeted) ” B AR R I AIEFN 5 B bRz Fr M 44
22 B SR R LB 75

[0195]  “HARZER” . “H FRRNA” A1 H FRRNAKE 7407 UL K IR brl” B B AR R 8 = U1k
A VDR ] AR

[0196]  “EARIX” ZfE B brAZ IR B —FhE 2 P XAk &2 BT SR 191 (35897

[0197]  “HARER” E45 B bz R AL S TSR R R B 3. 5 B ARbr s 245
EARERI5 BRItz R . “3 B hrhr £ /& fa B hr B3 SR AL IR -

[0198]  “tEE 7 EARH AL MO E A it EE ) MAPT) , 56 A R oS B2 A e
H=H MAPT) .

[0199]  “tEE AAHICIRE B AR S ATAR v (A% BR B L 30K P W AH DG (1) AT ART 76 o S b I
A HE PR AR Ak PR T 0 o I% Bl 22 AR AL PR P 908 T 08 v 8 1 995 A8 L B R 2K i BRI AU
& (FTD) \FTDP-17 AT A% L RT (PSP) A P A% PR o5 A2 (CTE)  J¢ 5t B i e v iR 4k
(CBD) I ADrave tZE 5 4F

[0200]  “tEz FAmRNA” B i 4T 82 (A (I DNAJT B ATAT {5 ERNAR IS 724 o

[0201]  “tE IR BARHAS TE AT R B 0, AE SR EESE T B, tEE A IR A
FE AL T (A FIDNASF F1) [ 4G T8 1 (¥ DNA (CELHEAL 5 A 75 o0 211 JE R 41 DNA) # 5%
[FIRNAJE B1]  F 2w b v 2 () FImRNAJT 3] o “v 85 A mRNA” B FE bt T8 [ (mRNA .

[0202]  “tEE " BARTEAZIRN 2 KRIATY.

[0203]  “YHyT AR BARE A A M MARRIR I T S I &

[0204]  “Y&4TF (Treat)” BL VAT (treating) "Bl “VGJT (treatment) ” &4 jiti FHA G LATL
AR B R R o

[0205]  “REABIIAZIRIE” B2 i W24 T 2L RIS (A) FHWERS (G) 5 LA e s e g ik i flie v

19



CN 108064227 A iﬁ, EH :I:S 13/142 1T

mE (T) fmgng (C) FJRmEnE (U) .

[0206]  “REABIIZ T B B A6 HH R SRAT A (W) A B 2 L Wl 308 0 A0 () S A Rl 1) %
W% o AEHE e Sl 7 R, REZAS R % R ARNARZ R (D B-D-RZ M A% ) BRONARZ TR (]
B-D-M AL E L ) -

[0207]  “EEY” AR 2 DA LA T SE 0% 1 1R LA v an s 1 3 o 6k B AR IR ) 45
Ao A 3SR BN R AR P R BRI 5 R B AR LA DR R I R T

[0208]  HLULsZyfi &

[0209] szt 7 S FR AL T 01 T 28 (A mRNAFN R (3 A 1 5 ik b S Al &9 . 5
b Sty AR AL B TR AR T2 I mRNAFIEE (1 B & &1 A S A 549

[0210]  BEEesuji 7 RIR LA M B A IR I R XA AW AT SL T T B, T A R
9L R GENBANK B35 = vh BT ) IR 11 )5 971 : GENBANK & 3% 2NT_010783. 15, I A% 1892400005
93810007k 45 (fENSEQ 1D NO: 13 A SCH) s GENBANKE: 5 5-NM_001123066. 3 (fEHSEQ 1D
NO: 23 AASC ) s GENBANKZ 55 5N 016841 .4, Bkid /1 i 7-3.4.6 .8 101 21 4% F:mRNAJF
B (FENSEQ ID NO:3FE ANASCH) ;GENBANKE S5 NT_010783.14, HiZH 12624000 %
27610008555 (fENSEQ 1D NO: 43 AA ) s GENBANKZ: 3 5-DR002467. 1 (fEHSEQ 1D NO:
53 AN CH) sGENBANK &3 5 NM_ 001203251 . 1 (fESNSEQ 1D NO:6F: A4S SCH) 5 FIGENBANK
SN 016835.4 (JENSEQ 1D NO: 73 AACH)

[0211]  BLEe sy 77 R4 TR T Pl Bl A 75 M MAE R S5 v 8 A AR I B S i
E AR IR G 5 ¥ o 3B i 55 T 148 F 36897 TR B 38 5 o 8 A RH 20 R 009 99 i B0 IR
(025 7RI 775 o T ER A DB 0 0 i A IR 46 R IR A T e g o 7 SRR S Ty e p L TR
1 AH < R A4S B R AR BT R M B AU iR (FTD) JFTDP-17 \BEAT PEAZ b AR
(PSP) A% 1G5 P95 A2 (CTE) B2 5T Jis p e a8 4k (CBD) VB Drave tSR A ik .

[0212]  HEEesLi )y SRR B BN SEZ BRI &Y, BN SE R H IR FH 12530
ANERE A R I HEA 5203 7 5ISEQ 1D NO:20-2443F1SEQ ID NO:2478-2483
HAE—FZME 8. 29 . 21020112012, 2013, 820 14. 2015, 8016, 270
17 5 /D18 & /198K 2 /b 204N B A% L O AL 7 771

[0213]  Hubsifi )y R4 A S LB SR RN A Y, A3 FAZ TR H 12430
MER A I BRGS0 T FISEQ 1D NO:2444-2477FISEQ 1D NO:2484-
2565 E—H M B8 B9 B0 1L ED12. 2013 . 2014, 2015, 82016, 58
1T E A8, F /D198 /D 204N B T I AT R 1)

[0214]  F-u6sujif 7 R4 LA S LB SR RN AA Y, A3 FZ TR H 12430
MG A RO B BA A5 FFISEQ 1D NO:20-2565H T —3 [ 22 /8, 22 /D9,
/10,8011 2012, 82013, 2014, 82015, 24016, 2017, /018, 2 /D198 % /20
AN SRR IE AL IR 7 51

[0215] UL )y R4 LA S LB SR RN A Y, A3 FEZ TR H 12430
MEFENZ T AR A S EHE LS E 09 ED10. 81 ED12. 813 EAD14. 8
15816, 2017 . 218 B D195 & D20 HAMNTSEQ 1D NO: 1 it 135783~
1 35980 (1) AH S5 K 5 38 40 1 3% B AZ B 32 (V) A% Bl 22 ) 1)

[0216]  HLECSL 7 SRR & AR U SEZ H IR INAL &1, BRI SE X H IR FH 122230
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MERERZHTARIF LSS HE DS B9 BA10. 811 EA12. 813 B4 F
15,216, 2017, 2018, /0198 £ /020 H AN T-SEQ ID NO: LY A% AL 135853
13587 211 AH S5 K 5 30 73 (1) 7 A% M 2L A A i A ) 7 31

[0217]  HLECsLy /7 RIR A B BN SEZ B IR &Y, BN S H IR FH 12430
MERER AR LA S-S HE D8 B9 BA10. 811 BA12. 813 . B4 F
15,716, 2017, 2018, D198 £ /D20 H AN T-SEQ ID NO: LI A% WAL 135783
135929 [ AH S5 K 5 30 73 (1) 7 B A% i 2L A A i A2 ) 7 31

[0218]  HLECsLyf 7 IR B BN SEZ B IR &), BN SE R H IR FH 12530
MEREZHTARIF B S8 HE D8 B9 BA10. 811 B2, 813 . B4 F
15,216, 2017, 2018, D198 £ /D20 F AN T-SEQ ID NO: A% WAL 135783
1359141 AH S5 K 5 30 73 (1) % A i 2 A A i A2 ) 7 31

[0219]  fERLLLsijif 7y e rp , AR A% T B AZ AL /7 71 5SEQ 1D NO: 12 /080% . &
b81% & /82% & /83% & /084% B /P85% B /086% . B /08T %\ F/b88% \ F /b
89% . 5/090% £ /091% . 5 92% £ 093% . FE94% . £ 095% (F096% £ 097 % .
% /198% . & /099 % B100% H. b o

[0220]  fERELLSLE T S, AV BRI RAB R SE LT IR o

[0221]  FEREESfif 5 Rrp , AR SEAZ T B b 22 /b — AN A% 1 0] B O A4S 1 I 4% 1 1)
o

[0222]  {ERLLLSLETT S, B /D AN EABR I A% (7] SR A QR IR e A% 7 W) 2

[0223]  FERLLCSLE Ty R, R NG AB ) % 1 1) B A B A U R e e 1 ) 8 o

[0224]  FERLLGSLE Ty Rk, & /b — N IR B O IR A R B

[0225]  fERLELsiE Ty rp, 20— AMZAT R SR R RS B 2 D — M s
Wil EREE.

[0226]  FERLLGSLE Ty Bh, B/ — PN IZH A S B A .

[0227]  {ERLLESLETT S, SAB TR AZBIE 5 FF s g

[0228]  FEIELLSL Ty R rh, ZABMN AL T IR 2/ — MZ A S B B .

[0229]  {ER-Sbspfi iy b, b — AN EABIHR B AU

[0230]  fEHELLSE Ty R, WIAFEAERERI 2 A1 547 7 2 [ A5 L5284 -CH2-N (R) —0-2’

M, Her R ST s g H ., CL-Cl 25 BBl AR 47 3k

[0231]  ZERLUbszj 7 2o, SR 54 —-CH2-N (R) —0-2" #fF , HhRAA7 b A, C1-Cl 245
FEE R

[0232]  FEFELGSL Ty Brh, B DNEBIGHRI RS2 -0-F A L 5.

[0233]  7EHLULszjifi 5 =, BRI S 2 -0 (CH2) 2~0CH33E 4 .

[0234]  7EHELLSE Ty Erp , ZABURN SEAZ T IR AL &

[0235] PR 1OANZE MY B SR 1 4 R i) 1D B

[0236]  PHA/NEEREMIZ AL RS BB Al

[0237]  PHA/ SR IZ A R 3 BB 5

[0238) o ) B 5" TBLSS' TLBLZ 113 L op A FLBR RE B P  4  AH

RIHE o
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[0239]
[0240]
[0241]
[0242]
[0243]
g8
[0244]
[0245]
[0246]
[0247]
[0248]
g8
[0249]
[0250]
[0251]
[0252]
[0253]
g8
[0254]
[0255]
[0256]
[0257]
[0258]
g8
[0259]
[0260]
[0261]
[0262]
[0263]
(B o
[0264]
[0265]
[0266]
[0267]

FEREESE T S, BRI S H IR B0 15 -

FH O 22 40 it A% T AL S ) B

F SRR AL H AL R 57 3B A

SRR H AL 3 BB

HrplalfgBeh 5" BB S BELZAIF HE PR BB A A5 221

FERLESEIG T SR, BRI S H IR 015 -

R 7 22 0 it S AL S ) B

FH SRR AL H AL R 57 3B A

6D EE R RZH AL 3 B

HrplalfgBeh 5" BBt 53 BB AIF HE PR BB A A 5 a2

FEREESEN T SR, BRI S H IR 15 -
FH 8/ 22 0 it S AL B ) s B

F 5D EE R AL H AL R 57 3B A

S EE R AZ H AL 3 B
HrplalbgBeh 5" BB 53 BELZMJF R PR BB AR S 21

55
2=

FEREESEI T SR, BRI S H IR B 15 -

FH 8 22 0 Jld S 2% AL B ) i B

AR AL AL R 5 3B A

6 DM EERR I AZ H LR 3 B

HrplalRg Behr 5" BBt 53 BB AJF HH A B B A2 A 5 A2

FEREESEI T b, BRI S H IR 15 -

FH 8N HE 42 1A I AR AL RS T B B

FH 6D EERL AL AL 5 3B A

AR AZ AL R 3 3B

Horp ) b B A T5° BB BB ZHDIF HEh R BB R H B & 2B

FEREL ST S o, AR SA% T IR R 20 M IE A AL R ALK o
FEREL ST S rh , AR SRR IR 19 M E A AL P ALK o
FEREL ST S rh , AR SRR IR R 1 8 M E AL TP ALK o
RLE STt 7 SR PR S ARSI AR T AL A M B £h AN 24 2 BT 32 I 3R B

k=l e R LI EERE 7/

[0268]  JLLbsiji Ty S 4R MRS R B e A SR IR AR AT AL S B S 1 T3
[0269]  fEICECSCHE B, Sh AR,

[0270]  fEJCEL Sty G b , b AL TIPS BT T B0 T8 OGRS e B IR B
ZH Bt
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[0271]  7E FEEE STt 7 22, S0 o i B IR DA T8 [ 99 AR L B] R R i R R T R R
(FTD) \FTDP-17 AT PEAZ E IR (PSP) A8 M Qi A% 14 i s A2 (CTE) iz 5 Bk Ji pih 42 17 1B 4k
(CBD) SR Ik Drave t4E A1k .

[0272]  BEEesLja 77 A AR ST A I AR A VI &9 F T il F TR T iR 1k
PEIPEAE ) 24 77 1 FH s

[0273] LSty R4 LR T X (Ta) 4L 54 -

[0274]

(Ia)
[0275] B2 BT 2 (O Eh o AERL e SE Ty S, SR & B T X (Ta) HIAL S Y
AW -

[0276]  REds sty e de it iR T X (1Ta) AL 54
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[0277]

(Ila)
[0278] R H2% b ATHEAZAG . AE RS HET SR L B LA R AR (L) B AL A0
L.

(0279 ERES Ty S ARGERRAR T 28 (11 1) FO AL 44
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[0280]

(I11a)
[0281] B Z4%% bl A2 1 o o AERL MRSt 5 S b, iR & HAT Rl (T Ta) (A &)
IESLEERE LY/

[0282]  RLeesijifi)y S HRURYE T3 (1Va) AL 54
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[0283]
(IVa)

[0284] B Zj2% LAl 4EsZ (1 #h o AR B S 7 b, SR it & B A T (TVa) b 5911

WHEY)

[0285] sty SERPURYE T3 (Va) AL G-
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Qpb-o s-p=0 '
[0286] g ' ;

(Va)
[0287]  BILZy2E B lHE2 10 #h AR R Sl Ty b, SR A H B T U (Va) BIALA
A
[0288]  Jx XALEH)
[0289] EEMAGWAFEARTEZTR . EZT  EZHT RN . TR .
R AAE R CFERZ TR M s iRNA SER WA A T B FRZ IR n] 8 R S, BiRgeg 4
HEEA 5 B %R R .
[0290]  fERLELsiE Ty R, R UG R A /LS 23 J7 B 5 A5 H it mE ) br
WZER ) B bR B B2 18] B AN 51 I AZ R 7 B1) o 76 0 Rl SE it & b, I R IR LA
FEFE 23 J7 [a) 55 I E FC BT EE [ (1) B AR IZ IR 1) B AR B B 1a) AT 2 I AZ L 7 51
[0291]  fERELL S 7 S rh , B ) TR AL R I R U A IR K FE R 12 8 30 MR BT o 7R HE
BE S T b, B ) T R IR ) R XA A AR FE N 1 288 254N IR BT o 7E R B8 S it T B8
v, B0 T2 AR IR S AL B I N 12 88 22N R BT o £E HE L S 5 22 rp , B ) TR
IR S SAL A N 1A B 20N IR BT o 75 R B S i 77 7P, B e) TR (A R 1 S LA
AR SE 152 254 R BB TG AE RS 7 S, BB ) viE R IR B R AL BRI N
18F 22K BT o 71 HELL St 7 2 v, B ) T AR AR BRIV R XA S K E N 19 B 214N K B
TG o AERE B S T =, I S AV K B N8 AE80. 12850, 13430, 1385014530, 145
50.15%230.15%50.16%230.16%50.17%230.17%50,18%30.18% 50, 19%230,19% 50, 520
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230 IEFEIR B IT

[0292]  fEALdlsii 7y e rp , SR T AR BRI R UL A I K B 1 2R BT o 7 R B S
Ji 77, R Al TR AR R R A MBI B L3R BT o AE R EE S T L B Al iR
FZER I S S A K R LA IR SR TT o A R S il P, B a) v (I LR I R UL &
MR B 15 MR BT o AEHEEE ST 77 2, S ) T3 R BRIV R AL A IR KR 164K
BTG AE R S 7 SR, S T AR R I R A MR S R TAN IR B T o £E R B S it
JrE T E I T E E IR RO A VIR E Y L8R BT o AE R S 7 22, BB ml v
IZBR R S B ST 9ON IR BT o AR SR EE STt 77 v, B ) T8 L BRI R UL B
(R4 B 20N IR BT o 71 HEEE St 77 8, S ] T2 1 R R V) R AL A R R 214 Ik B
TG o AEHEE STt 77 G, S ) T 2R [ AR BRI R XA A WD A B R 224N IR BTG o £ S STt 7
Zerb, B TS R I S AR B IR K B N 23N IR R TT o A SRS STl b B ] TR 1 R
BRI A A I BE 24 UK 55T o 7R R RSS2 7 S, B ) T8 (UAZ R IN I LA & 1
K PE 25N IR B TT o AEFELE S 5 v, B0 1) i VAL R 1) R AL A I A B S 26 IR R
TG o AEHEE STt 77 S, B 1] TR [ AR R I R XA WD B A BE N 2T AN IR BTG o £ 8 STt 7
e, B a) TS R I S AR B IR K B R 28N IR R TT o A SRS STl b, B ] TR 1 R
BRI S A DI B 29K 56T o 7R R RL S 7 v, B ) T B (AR R IN I AL B 1
KRB0 K B TT o A FE L Sty 2P, B ) TR AL BRI R UL A I B 3 1A 324
33434 .35 136N L 3TN L 384 . 39 L 40 (41N L 424N 434 444 (45 (46 L 474N .48
A A9 5O B LA 524 53 BA 55 BN LBTAN B8N B9 60 61 624,63
A L6465 66 6T AN 68 B9 TON LTI VT2 T3 TAN T T8N TTAN T8
AT BBOANIE LI IR 70, BUAL T HH AT AT P AN Py 57 7 () S ] P o 75 B St 7 48
W, AR IR AT IR , HOEREIIR ST N

[0293]  fEHLLECSLE Ty S rp , S ) v ER R R 1) S SCTEAZ 1 IR P R 440 40 B A 8 e X3 %
TR B, B NR TR A5 sk (57 #i50) , B3 B 3 imEh sk (37 #0) 4B vE 1 IR
(1% 246 55 BRI 2 e LA BRI A N IR BT B OUA YIS sk, BUE AT A RS R
TCH R SUA IS sk BLE , S A% m U T2 O E P, Bl nTes” s
—MZHE IR ELS s MR R B R LS

[0294] 45N F AR IR B ICARAE T K B e XA AR I, S54RIk B oo ml 7 T e Ak
A5 a3 i b MAFAEPIA B A LA B RS AR B TTE , BTSN VK 5T R4 AT
I, e R USRS s EEs A PN R T (57 s ) B3 v s i PN IR R T
(3 I 1 S A B B BT as I IR ST m] BUA T4 e LA S B 7ES I
AN — MR ITIE ALY s BRI — NIRRT R U S

[0295] 5 AT REIINERIR b S SUAL A Wi W S X SEAZ AR 1O K B RN /B8 BN O el 2 1 AS
TR VEME o 51 701, 7EWoo 1 £25 A (Proc.Natl.Acad.Sci.USA 89:7305-7309,1992) t, Wik &
JER3Z 25N AZIHAE ) — R I S BR AL BRI BEAH Mg S A b 15 5 H FRRNAZRAZ ) e
77 A JE R 25 IS HAE I IR ST AT BRI R v b HL AT 8B L LA R FR L 1 I U5 #%
HEREEWS T 5| B ArmRNARE 5 R 2, AEFE AR T AN B AR BC I i SRR I o (RIS, A S
PR RTATE FH B A 3R 1) e SUSEZ R (B FE B A 1B R BL ) 18K o

[0296]  GautschiZE A (J.Natl.Cancer Inst.93:463-471,20014E3 H) £ 5bcl-2mRNA
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HA100% FAME H 5bel-xL mRNAFL A 34N 2 e 1K) S 4% 1 PR AE 15 A4 70 FITE AR A 92D be 1-2
HMibe1-xLI & RIS HIRE 77 o Hhah , I TEAZ R e IR R R0V A 3 470 e e v 2k o
[0297]  Maher#iDolnick (Nuc.Acid.Res.16:3341-3358,1988) 4 H & — R 7 H A 144
TS (1) HR K S ST A% B TR DA S A0 5 I o A3 TR e SO A% IR v 1 9 2 B =3 1 e 2 | L
A 28 R4 2B EE ) I SCSE A% B8 AE S8 G IR 20 1 3K 43 B A BEL LB A SDHFRES 1) B
3N B A 1A I I USSR IR 25 1 S b R e J ) 4 3, (R B AR T A3 281 Bl42
AMZIEE ) O BRI & BUdE .
[0298]  J¢ XA AW
[0299]  FERLLLSLE Ty b, EE Rl TEE AR I R XA E B A HEP R — 2 LS B P
SRR B0, AR T e XA P DA G4l 36 12 39 558 X B AR AZ BRI 45 AR A1 )
SRR BSOS B A Y AZ BRI 51 S ) B A B A B R R e
[0300]  {RA S XA AP0l E &7 2 /D — AN ZAB M B LA T 18 55 K A2 BRI P4 A o 1 338
() 4 O S BG SR KT A B BRAZ IR ) 45 6 25 A1 77 R/ B3 () U PR T IX o R I A B )
1) 55 — X AT A 1 FHAE 40 B A% B8 P 70 A R A% B P HLIE) 52 J51 5 P s T2 A RNA : DNAXSURE g ¢
[FIRNA o
[0301]  ELA TR B A& P 1) e XA E MBI & R XA &Y AERIBE AR T, B 24
A RT R 2 R B U 1 R B R ) W A DA T W 2 e B SNz H A
7] 1) A T B 1) A/ X 38 1) o A5 B AT 1) B AR 2 7 1) I OB T R A 490 1 5 ) e B — e
VERZ R P9 VIR 245 10 52 o, 1 38 B B S B AR A% 1 o 7 SEEE St 77 2, 1) B A4 1) [X FH A4
FSC B 7 X PR RS 9 B 2 ke (X 43 o FH T IX 4 ) R A4S 14 X PR30 - () IS 2R A — LS S 7 8
HR] A REB-D- M AT B-D- IR A .2 A BB (X Rh2 £7_E 28106 %
H AL HALHE2 -MOEFI2” —0-CHs) , LA SO RIS () A% 1 (I B0 XU HEAS A0 4 A% 6 P A 4%
HA4 - (CHy) n-0-2" #F Gihn=18in=2) M4’ -CH2-0-CHo-2" (A% FF) o 7E F-Lbsfifi J7 &,
HIX AL T AR B 2, A% B2 -MOE . 7E Fsb s iy ey, BX A 55 T4
A ) RN AR EAB R R 40 o AE L LE S 77 2, BIX AT 45 2" -MOBRZ 1 A2 — B A% 1 (1)
HRAA
[0302]  FpANAH 7 X AT AL 38— WSS 4 L AR AL B B B R R 4y o 31X () X - 3R X
IR N “X-Y-77, Horh X" RoRn5 BIX A JE, Y FoRalbeE X K, B2 %Ry BXHK
JE o X777 AT AL 1) — A B B (B 4 o AE SR LS Ty Ze b, XD MY Al AL R — A
A2 -AEZ . Y A A2 - LT A ST TR IR A “X=-Y-77 ()R] b A B A
— ML DAE IR X 2 A i 55 X RS BX b ) — & AT R, 7557 3 X 58] b
X 2 (8], BRE R X 53 B X Z [0 AFAES AL R « A& SCHTd AT s AL &P B
V) B A I e o A S e s iy ey, <X 5 77 A s A Hofh Sy = b, B AN .
[0303]  fEHELLSL T S, AR SCHE A1) 1) B A4 A0 45 1 a2 A P 5-10-51 20 A% .
[0304]  fERLLLSLE T S, AR SCHR AL 1) 1) B A4 A0 45 0 a0 B A P 5-9-511 19 R 44
[0305]  fEHLLLSL i 7 S, AR SCHE AL 1) 7] B A4 A0 45 49 0 2L A i P 58511 185 4

]

]

[0306]  FESCEESLE Ty S b, A SCHE A 18] B A4 C0 45 0 2 AT L Fr4-8-61K) 18R 1K
[0307]  FESCEESCHE Ty S b, A ST 18] B A C 5 B A 2 AT 2L Fr6-8-4X 18R 1K
[0308]  fEJCELSLE Ty S b, A ST 18] B A4 E 45 0 A B AT 2 P 5-T-6 11 18R 1K

29



CN 108064227 A iﬁ, EH :I:S 23/142 5T

[0309]  EFriZER . B br X MIZH IR T 5]

[0310]  YmbdrEE AR L IR 7 AR T LT : GENBANKE 3t 5NT_010783. 15, H %
19240000%29381000#% %5 (fENSEQ 1D NO: 13 AASC ) ;GENBANKE 5 5NM_001123066. 3
(fEZNSEQ 1D NO: 23 AR SCHY) s GENBANKE 355 NM_016841 .4, Bkid 7M. +3.4.6.8. 10112
177 SEmRNASEH) (FENSEQ D NO: 33 A A SCHY) ;GENBANKE S 5NT_010783.14, A %R
2624000 % 2761000857 (fEASEQ 1D NO: 43 AA ) ; GENBANKE 5 5 DR002467.1 (fEH
SEQ ID NO:53F AA ) s GENBANKE 5 SNM_001203251. 1 (FENSEQ 1D NO:6FfF AA T
H) 5 FIGENBANK & 3% 5 NM_016835.4 (fENSEQ 1D NO: 73 AACH) .

(03111 |7 T it , A SO B & 19 S 4N SEQ TD NOHH Bk K] e 51 5 0 50 43 A% ()
Bl A% B I K A AT B A TE 2% o IR TG, FHSEQ  TD NOSE LI e SUAK & 4] b Sr A0 5 3 40 %
) B BUZ T 1 — b B 2 A B o FH Tsisdm's (Isis No) BTl e SUAL AW 48 7~ 1% Bl it
SR RIHE .

[0312] 7RSSt Ty b, HARIX N B AR BRI 45 14 B B 10) IX o 45140, B AR X Al i 25 37
UTR.5 UTR /M F W& F AN/ W& FHA S Inbs X R IR X e PR 1k X B
fi EH A RZ R (X o T [ B 25 R4 B IXRT R B Z0EHE 2 (V8 QONCBY) 18 5% 53818, IF
Hix#pE B L5 7 I AR AT L 77 2 b, BEARX Al s 3 BEARX B —1
EARENS Birbr s 2 F— B IsX NI 73— BEAREINS Birbr i3,

[0313] R\ FEWHE 20— N5 R G YZRAS, A H I 75 75 I B A5 B o AE 5L 28
SEHt T S, BT AR L UmRNA B FRAZ IR & S AR AR R sty S, P A it B br
ZIRgmAS I o EERECS AR A R R MR .

[0314]  EHAXAI&H —APEEZ N EIrE . EAX W24 BB ] HE 803, BT A
FHE B AR ST T R, HARIX W B bR EBCHHRE 2 2 29300 MZH IR - 78 3 L STl 7 22
H, BFRX W B PR BOAHRE E ARz E— BB R E R, 2 E N AL AEZ N2 Y
2504112001 1504 . 1001 .90 . 804 . T0N 601 . 504 404 . 300 L 20N ER 1O KL AT R
BN HH T IR AT ART P AMEL BT 57t e I ) o 7R RR L S 7 2870, B AR IX N I B An BOAHRE B PRz
M F 22822 A5 ML TR AR LS 77 B, B AR BONIESE 5 FH B A AR SR
FIRS B AR B3 B bR s o AT — 38 B AR GG I R 1 Y8 R BT 5 5 1 B ARIX

[0315] A& HARBCAIAF/ET5 UTR S IX .3 UTR\ W & F INEFBUMNE /N & T4
B RN A IR B B L BRI B AR B 2 A B AR B A& B bR B AT G
HERR R — 5 R AR X, 1 WIS A 3 b B 2% IR R 1

[0316] s GE i B AR Bl BFRR B AR IZIR I 751 -5 AN e DR 20 rh 1) At e 31 B #2 1
1, WIS FIBLASTARE AR AAS [FAZ R >4 i B A AL PRI X o b b e mT By b e P mT e DA
RS 7 S B AT ik B ARz R LA AR 7 71 (BR R B ARE 48 7 51) 2858 1 AL ST 51
[0317]  Jx AL EWAETE TR B AR X N & (Bl B B AR AZ R & =R a2 b Br e S0
Al REANIA]  AEREBESE R T R, TEE I mRNA T B AR 4R R e B L R IB M EH A
P E RS AT 4R/ XS B ARmRNAZE L I 6 1 A o ik BER PR Ab T 28 1 PR ME e L 4B e i) 1 4 L
(B AR 7~ A T8 [ AR R HI IR FH o i Ah , R AR 38 78 0 v 8 1 SRR I 4 A FH o e 2
B L3k 4R 78 o0 T 8 1 R IA I AE FH 02 N2 3 D Re etk e s ) i 1 R IA A R A
PR YE N B BT E 0 T A SR AT E
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[0318]  Zu7%F
[0319]  fE—LLsZjfJy b, ASCA TR R UL &Y 5 Tl A IR LT R AR TR A HRAC ) B
W AL SRR 71 BAMZ iR < [ ) S st & (Bl ik A - vl o ERBUREREA

HER) o
[0320]  ZRAZAIAEA A6 AF N BEAT oM 26 AF AT P BRI E HLHR 5 J8 S O RZ IR 01 [ 1k
JRANL B AR 5E o

[0321]  #45E 7 B2 15 ] 5 B ARZ IR MR R A8 I T iR AR A U BN o 78 28 S0 it
TR AR SCRA R AP 5B A IR R R AL

[0322]  H %M

[0323] & L ALEWh AW E B M ZIE ] 5 B ARz IR AH RO B S B AT S BB A, A
1 I B AE ) (ol anxs B bRz iR GE it AR R SCGTIERD i, R UG5 B
FRAZBRAR I T A o

[0324] Al AEVF R XG5S vE A KK R AE B AMEZRE , 74 5544 8 R UGG )
Tiges 5 B FriZ R st R 28 o ook, R XA Wl e EE AR I — P B2 A X B B o
A2 DRI NBUAHAR X BAANEE SR A8 Fe AT (B PR &5 4 R ICEUR R 45 14) .

[0325]  ZEREBGSEf Ty S, ASCIR IR S XA VB AR E B SrE R IR B FRIX
HirEe g Ed o AAsAAE 2 /070%.80% .85% .86% 87 % .88% .89% .90% .91 % .
92% .93%.94% 95% .96 % .97 % . 98% .99 % B 100 % FAME X U AW 5 B ARZBRIK B
M 43 B RIS R R R E

[0326]  Hiltn, J¢ XALE W) I SUAL AR 20 B2 038 Hh A 18/t 5 B A X B H.
DT IG5 e 12 2R A8 5 3R 7R 90 %6 LM o AE SR ] v, AR R L AMZ RS 7] 5 FLAMZ B AR
S HAS T 27 St AH A0 -5 B AMZ B AH <8 o PRI, A A 18 il it I H B4 (7U) A
A FAMZ I IF BT A AE BAMZ I 5 B PR R 58 4 TAMY R A XAEE ) e A&
5 EWZBRGHATT. 8% AR T AMEI BN M E T AR KIHNEEN R XA 5 BiriZR
) DX RS B AR E 40 b AT R S FH AR A O RN BLAS TR Jy (B AR J=y 7S b ooy 38 3 T2 R
(basic local alignment search tool)) flPowerBLASTFE 7 HK I E (Altschul ZE A,
J.Mol.Biol.,1990,215,403410;ZhangfiMadden ,Genome Res.,1997,7,649656) . [@] Y54
J7 51— B 3R KM 4 b R sk 46 4048 A Smi th fiiWaterman (Adv. Appl.Math.,1981,2,
482489) W H E:HGap ey (B EEE 5 D&M (Wisconsin Sequence Analysis
Package) , H T-UnixiI it 48,Genetics Computer Group,University Research Park,
Madison Wis.) {f T 15 B KT .

[0327]  FEFLLLSLE 7 b, AR SCIR AL S SUAG S B HLAR 2 # 4 5 B PRz R BCH 46 7€ 8
Sy 54T (RD100% LA U, 2 SUA A 9T S5 1 BRI I B Ao L ARER B I b
7356 4% B AR QAR SCHT I “58 4 BLAN 248 R A VI BN 2R #T e 8 5 B bR iR
V) A LA i 5 AT VR B B TAC %o o 9 201, EL AT 20 ML 1K I Ak & 5 K B 400 12T
B B bR r o A BAN, RELE PRAZIR A B 20 AR BRI AH R 4 5 s U B e 4
FLAMAP AT o 58 A RN RO 58 — R /B R R V) 4 8 B kA o 45, A 30N A
B AP B 20 AN 8RR 1) 3 43 P 5 K 400 R ER 1) B AR 7 51 e A L
o B AT 30 ML BRI 1) T AZ AT R HH H AT 20/ B8R (1) 50 75 78 B AR 7 21 BT 5 20N It
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Hop NI S ) A A P B 20 M AZ I 1) 35 4 EL AN A RS A IO 1 0 T 5 B b
JEF 5E A AN RIS B 30 MMZ A Y I UL &5 B br 7 71 n] B 58 4 TLANBUR &
SEAEAN , MR SO A E A L0 ZBEE f& 5 1 5 B AR5 BAN E -

[0328]  HEH RMZBRIL A7 B T 4TI AL SIS mEks kb . 503 , A B AMZ IR AL B
BOE A b T I XA AN B b U RPN EO A BL 3R BAMZ B, AT oy
T (RIEHD) BB LR AL — AL 7 B, A FLAMZ ISR A7 TR bR A4 e A% R (1)
HEh.

[0329]  ZERESLszff F R, KENBCAEZ 1IN 12D 13D 14D 16 16 174, 18
AT B0 B 1 e X ALEPAEX T B AR iZ IR (i it A AZ IR Bt fe e 3 B &
LA B EZIN B LN R LI E I AMEIE .

[0330]  ZEREELszff F R, KENBCAEZ 1D 12D 13D 14D 16 16 174, 18
AT 20 L2148, 224 L 2348 L 244 L 251 L 264N L 274 L 284 L 29N B 30N RE T L 1) I AL,
AV T B ZIR (EtEAZR LR EH B2 26 225N 224 22
3B LN E Z I HE R AMEZIEE .

[0331]  ASCERULRY R AL AR S B SRR 5 — 33 TAMY R U A A SCHr
FHE) “Fi437 72 18 B AR Z BRIV X B IX By N e 5 E i 2 (RIS Bt . T4 T H8
SACE VI e A B IS AR ST T B, R LAY S B AR B B A B8
ANLTRAE )38 7 T b o AE LS 7 b, I A Y5 B AR B BT 2 /DA I 1 8
7 BAN AEFELESER Ty R, I A S5 B B Boh B 210 B A oAb o AE S
YEsEit 7 rp, UL A B AR B B 2 D LA R (1) 56 4 BN o 70 RS2 7y &
W, AL A B FRBOH B D1 2N R I B FL AR o A RE L SR T =, I UL A
Y5 B br B B 2D I3 3 TR AR SRR ST b, R A B AREL
H B 214N IR R A AN o AE RS T R, R A EY S BB A R
IO 3 70 B AR o IR 52 5 B A BOh A 2 D9 V104 LI 12 134 144 15
ASVT6N LT 184N 19N L 20 BUBE 221 (B EH 3 8 i A A AT AT TP 20 Py o (140 91 L) A Bl s
[R5 BAMY R LAA D

[0332] ik

[0333]  ASCHRALI S UM AW AT 555 8 1% 1R 731 SEQ 1D NOBRH 5 E Isisthi's KR
(940 A P 0 43 LA S 1 — B0k T 43 Bl o A SC T S R s A A LA R TR A
BN RE 77, W H 5 AR SCAFF PP 51— 04, 782 B 22 FF R DNA T 21 o 5 4 PR s W T < 1
A RNAKGATAE S5 DNA 7 51— 0, DR Sy R s e AR i 347 5 J e 4 FE %o o 380 25 AR SC BT A I
SAGE WD A 50 ARE R Y DA B AR T A SChR ) e A B EA A — B E .
AN SO T A8 I AH AT BRI T8N R A o S S EPII — B0 1 5 b 2 AR P A
ST 5 HEL B e 51 EL AT — SO0 X 1 B e 1 0 okt 5.

[0334]  fERLLLSTE T R, R UGB 5 A SCAFF I — PELZ Pl U & P)EK
SEQ ID NOERH:#E7 B E/D70% .75% .80% .85% .90% .95% .96 % 97 % 98 % .99 % ¥
100% — &t

[0335]  fREHLULsTE )y Rrp R S BV — 30 5 B PR AZ BRI SR K5 AH L B AR HE
BB S 7 2 B B A8 VO O VLI V12 13 14 LI 16 L LT 18 L 19
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205\ 2145 224 234 L 24 B 25 MMZ B K35 93 5 B AR BRIV 25 K5 o A EL 32 o

[0336]  fERLELsLE Ty Rrp KR R IRIN — 505 B bR Z BRI S K5 o M LL B 7
B S T R B8 O VL0 LTI 12 13N AN 1A L 164 L 1T 184N, 19
204210 2245 L 234 24 B2 M IR M R 4 5 B AR AZ IR I S KR AL

[0337]  f&/4

[0338] AT ABRHE-HEA A AL ROAZ IR (AR ONBEEL) T2 85 N IR SE 5 4 o 1%
B Rt 0 ARG A 1 A A D R 0 4 T Tl R I P A o 6o A0 R 32 M AP 11
SEAZ AT, RS BR S A IE R B2 .3 BUS BRI Ay o AT R I A AR AL AR I ) L
TR R VE TR A TR Y TR 0 TR Bl o 0 S5 A% R IR 45 A6 N, Tt R T 5 e 5 AL T R S AZ I BRI 4%
7]

(03391 J SUAK A W) AG Vi ok 25 2 7 ) 5 L 9 0 o R i 5 P AR B e 7« 84 i 1) I S
A e IR B A v % DL B4 BT 75 4 e i 00 T DR A T 2 0 R A 394 3 XoF A B o B 1) 552
FNF IR AL FRBEATAE T AR T 35 B A3 PR SR 3

[0340] 224k 2 A M A At M P T 3 i 4 o S e 2 eSS R T 0T L B AR AL R 1) 45
AR T7 o R I, 38 PT DL BT X PR A AR U (A% T BB R XA B RG4S

(03411 2 A& A% R 4

[0342]  RNAFIDNAMK KARAFAERIIZAT MBS 225 BER - Fade AR T B RRFAEN 2
HIRE M S A, B — s 2 a1 QIEAERIRFLE) MRz S = U&7
W2 R A BT TR R G 015 40 B R A B8 5 B AR AZ R 1Y) S5 A 7 34 5 AN AE A IR R A7 AE T
(¥R e ME3EE) gL e B

(03431 HLA5 248 1M 10 A% ) S 11 S A% 1 B 0. 8 1 B Tl JA 1 P A 7 ) B DA B A LA Tl
FIRIRZ Y R B o AR T A ) S L S EASPR T W IR G O 1R — I P L IR R R =3
T 1 T P AT R T o ) % 5 Tl SR AT 5 TR 1Y) 7 VA RN 1) o

[0344]  7EREEL STy b, S0 ) T VAR IR I R AL B AS — N AN BB A%
(V1) B o 75 HE L S 75 G Hp , R AB M B A% () S 40 FUAE B I XA A ) R o A R e ST Ty 6
H, B A% () S AR A B R B o 7 SRS 7 b, I UL A I AN A% ) A
T A Tk PR T A I

[0345]  ZABMHHIBEHS 7

[0346]  Jz UALA WAL & So b 3 O 2B M0 — AN ER 2 AMZ T - IX Pl 4811 )
A% AT T S5 S A 1 DA B 1) A% BRI s o P SRR 1 45 45 S R g B — 2 LAt o R AR s
VE o FE R LE S 7 B P, A% A B Ak 22 A AR T R IR AZ M PR 50 43 o A S A A ) R MR A 7 2
fiy Sz 451 A 35 AN PR T 78 I BOAR L (] 9% 5° M2 BUAC I | 3R (8 A7 3R J5 5 3% T B XU % 1%
(BNA) 5 #Z AR L PR A R 28 S N (R) BRC (R) (Re) (RWRuFIR24% H b7 AH  Co-Craofie S Bl AR
) B DA A BRI 1 SE A2 -F-5 - F BRI AZ T G T HAh
ANFHIS 2 A B &I A, 2 W848 H21H A FFMPCTHE fr Hi 1 W0 2008/
101157) ; BUZ B LIRS R TS B H H2' A7 B4 3B U (2 00200546 H 16 H A 4
FEE LR HIE 2R US2005-0130923) BEBNAKS 7 _EHTEUR (3 07411 H22 H AFFIPCT
[ Br H B Z2W0 2007/134181, HrP LNAZ il t15° —FR LS - 2 4 3L BUAY) o

(03471 HA5 LAB 1 B HE TR 2 B A% B SE B AR AR T 55 -2 .5 —F 3 RAYDES
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) .4 -S.2 -F.2" -0CHz.2" —0CH2CH3.2" —~OCH2CH2F 12’ —0 (CHz) 20CHsEXARFE % H .2 A7 |
(YA St A 2 1 0 TR 2 L At L B A L 2 L O e 2 . 0—Ca—Cro it 2 . OCF3 OCH2F . O (CHz)
2SCH3.0 (CHz) 2=0-N (Rw) (Rn) ~O-CHz—C (=0) -N (Rw) (Rn) F10-CH2—C (=0) -N (R1) - (CHz) 2-N (Ru)
(R » HHEEANRL S Ro AR ST I A HER 28 AR B R 8 BUAR A Cr—Crobe o

[0348]  tnASCHT I XU AZ 7 4800 & AR B BRI B IR A% 1 « SOR % A (1 SE 41
BAFEAR T4 52 ZRER G Z RS RN AR ST B, AR SCHR R
R EMARE DM EL 22 HIIMZ A X M4 227 M DA% 1 1) <2451 49
FEEARF IR —3F 4 - (CHz) ~0-2" (LNA) ;4" - (CHz) -S-2" ;4’ — (CHz) 2-0-2" (ENA) ;
4" —CH (CHs) —0-2" 114’ —=CH (CH20CHs) —0-2" (& 344, 2 W.20084E7 A 15 H Mifn (£ H &
HF]7,399,845) ;47 —C (CHs) (CHs) —0-2" (e H: AN, 2 200941 H8H AFF K A El br g
ZW0,/2009/006478) 4’ —CHa—N (OCHs) —2" (Fz He24pldy, 2 W.20084E12 H 11 H AFFHI A FFH
b 11 2 W0/2008/150729) 54" ~CHa~0-N (CHz) -2° (Z WL.2004429 H2 H A F )~ F 355 [F £ H)
H1iE 22US2004-0171570) ;4" —CHo-N (R) —0-2" , e RAH. Ci—Crok LB AR 47 3 (3 W.20084F9
H23H miAi £ EH £ H7,427,672) ;4 —-CHa—C () (CH3) -2" (& llChattopadhyaya®s A,
J.0rg.Chem.,2009,74,118-134) ; Fil4’ ~CHo—C (=CHy) -2" (Jz H25B , 2 W.20084FE12 H8H
N FFI A B B 135 28W0 2008/154401) &

[0349] 5 XU PR % H AH G I HAR R 38 R v] WT A H SCHkh (W : Singh 58 A,
Chem.Commun. ,1998,4,455-456 ;Koshkin% A, Tetrahedron,1998,54,3607-3630;
Wahlestedt® A ,Proc.Natl.Acad.Sci.U.S.A.,2000,97,5633-5638;Kumar® A,
Bioorg.Med.Chem.Lett.,1998,8,2219-2222Singh% A\, J.Org.Chem.,1998,63,10035-
10039;SrivastavaZE A, J.Am.Chem.Soc.,2007,129 (26) 8362-8379;ElayadiZ A,
Curr.Opinion Invest.Drugs,2001,2,558-561;BraaschZE A ,Chem.Biol.,2001,8,1-7;fl
Orum® A ,Curr.Opinion Mol.Ther.,2001,3,239-243; 2 H % H)56,268,490;6,525,191;
6,670,461:6,770,748:6,794,499;7,034,133;7,053,207;7,399,845:7,547,684; 7,
696,345 ; 3£ [H L FI| A FF 5 US2008-00396 18, US2009-0012281 ; 3£ [H 4 F| 551 '5:60/989 , 574
61/026,995:61/026,998:61,/056,564:61/086,231;61,/097,787; F161/099,844 ; AFFPCTH
R EIEW0 1994/014226W0 2004/106356 ;WO 2005/021570:W0 2007/134181 ;W0 2008/
150729;W0 2008/154401 ; FIWO 2009/006478 FEA IR XUIFAZ FF ] £ 1] 4 i B A5 — Fhek £
FSLARAL 2P AR A B, A0, 5 461 G - L—PoR MR R A FHB-D-PER MR RZ A (3 L 199943 H 25 H A FF /W0
99/14226 1JPCT [ B FH i PCT/DK98/00393) .

[0350] 7 Bt B St 77 2, BNAAZ () XI5 4 A0, 475 H AN R T 76 136 PR Mg i B 5 350 4 1)
4 A1 52 fr 2 [/ B & — MR G, g i P Bz A 5 1N B2 B 4 T
Moz B AR HEREIE R - [C Ra) Rb) Jo—+—C (Ra) =C Rb) —+—C (Ra) =N-.-C(=0) -.-C(=
NRa) =+ —C (=) =+=0-.-Si (Ra) 2=+ =S (=0) xFI-N (Ra) —;

[0351] M,

[0352]  x MO.18%2;

[0353]  nAyl1.2.384;

[0354] MR ARGIR AT AH AR A R FE L Cr-Crofie 2 B A Ci—Crobid L Co—Cralfi 2t L B
AR Co—Croldi 3  Co—Crob JE L BT Co—Crofh 3 L Co—Coo 75 3 BT Co—Coo 75 JE L Z AL L HUAR
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1) R IR 3 | TR 7 5 AR 1 2 55 2 L Co—Co IR 3R 2L AR Cs—C B PR AL L 7 252 01 NJ1J 2+ S J 1+
N3, C00J 1. Bt (C (=0) -H) U B  ONVEEBE S (S (=0) o= J 1) BUEEBESE (S (=0) -Jv) 5
JFH

[0355] AN Ju AN Jo S AH . Ci—Crof5e At  ERAR 1 C1—Crokit 2  Co—Caohi 2 L AR Co—Crofdis
F Co—Crofi 3 BRI Co—Crabt FE L Cs—Cao 75 3t  BUAR T Cs—Cao 5 25 L B 3 (C (=0) -H) JEURHY
P e PRI AR 20 IR 2 L Ci—Crol R e B L A Ci—CroZd A be AR B AR 2

[0356]  fEFELCSLIE T 2, XA FERR 4 M 29— [C (Ra) (Rb) Jn——[C (Ra) (Rb) Jn=0-.—C
(RaRb) -N (R) —0-8%—C RaRb) ~0-N R) —o FEFELL ST T7 2, MR dE 94 —CHa-2" 4" — (CHo) 2-2
4 —(CH2) 32" \4 —CH2-0-2" .4 — (CHz) 2-0-2" .4 —CH2~0-N (R) 2" 14’ ~CH2-N (R) —0-2" —, H
HR AR ST AH AR P FE B CL-Crabie 3

[0357]  FERLLLSTE Ty 2 , ORI — 0 HH R A AL 58 S an, 0547 -2 - -
AIEM IR AZ ] B a-LA B B-DAY T a—L -V B4 & (4 —CH2-0-2" ) BNASE R & 3F N\ IR
R TEVER R LB B (FriedenZE A Nucleic Acids Research,2003,21,6365-
6372) .

[0358]  FERLMLsi )y &rp , AU H AR EAR T (A) a-L-YEF &2 (47 ~CH2-0-2" ) BNA;
(B) B-D—3F FF 4 3& (4 ~CH2~0-2" ) BNA; (C) WP 2L FE5 FE (47 — (CHz) 2-0-2" ) BNA; (D) A &4 Ht
(4 -CHa~0-N (R) -2 ) BNA; (E) & & JE (4" —CHo-N (R) —0-2" ) BNA; Al (F) FR 3 (W R4 J%) (4 —CH
(CHs) —0-2" ) BNA; (G) P HP HE—fi L (4 —CH2-S-2" ) BNA; (H) WV A -2 & (4° -CHo-N(R) -2")
BNA; (1) B A5 ER (47 —CHa—CH (CHs) -2 ) BNA; AT (J) P A ZE 8% R (47 — (CH2) 5-27 ) BNA, 1R 3C

Friizz
§ 0. Bx g O va
09 Bx \ \
el/ L
§ ' 0 -~0
N, an,
(4) (B) ©)
§ o Bx N “‘B'x E 0. Bx
[0359] E:Z_NZ/ N-/- 4 H3(?1;\?)7/

Yo,
o ®

(F)
% 0. Bx E O. Bx §
(G) (H) R

[0360]  JH:HHBx A AL 43 - FLRA A MG AR HE B Ci-Cralie ik o
[0361]  FERCLLsLyE )y S, SRt B A I XORZ AT -
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T,~0,

T, |
[0363] Hir,
[0364]  BxJyZR B AL HL 43 5
[0365]  —Qu—Qv—Qc—H~CHz-N (Re) ~CHz—.~C (=0) -N (Rc) ~CHa—+~CH2-0-N (Rc) = ~CHz-N (R¢) -
0-B-N (Re) ~0—CHz;
[0366] R ANCI—-Crofe B AR Y 5L F A
[0367] T ANTw % EH A ST HUNH., FR SRR 3 5 45 A S ] S R PR 2 L Bl R o0 B S S HE A TR

B R 2n s
[0368]  fEILELSLHETT S, ROLEAT T XA H -
T,~0

[0370] gq: :

[0371]  Bx 7RI B AL HL 77 ;

[0372]  TaANTo S EH AT HUONH, FR SR AR 3 5 45 5 JE ] S R PR 2 L Tl o0 B S S B Tl
(RS i

[0373]  Za N Ci—Celtdik \ Co—Coldii 2k \ Co—Colbf 3  HUAR 1) C1—Cofit B2  EUARK Co—Colii 22t  EAR 1
Co—Ceo 2k L IS AR B 22 L A I i o B B A R I A 2

[0374]  FE—ASEHt )7 Srh , B B B ST 22 a7 b 178 B BA T 5 ARG B B RER
ZHUR i Z IR I 00 NTeJdSTe N3 0C (=X) JMINTC (=X) NJoJa» HerP &4 Jou Ja
A JHRNTH A H . Ci—Colie LB AR IR Ci-Ce it i 3 HXWOBEINT e

[0375]  fEHLLLsf Ty e, SR B A I T IR BORRL 1

Ta
|
O

0. .Bx
0 (6]
[ TII
Ty

[0377]  H.rr.

[0378]  Bx A Z&IAHHIE T 435

[0379] T AT H BRI H, F2 AR L L 25 G B A | S B MR Bl I L B 0 40 B S5 S #%A1 i
(RS R
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[0380] 7y NCi—Colk 3 \ Co—CofiiF  Co—Cooh 32 L HUAC T C1—Col 2  BUAR Y Co—Cofii At « BUAR Y
Co—Cop LB EUR B (C(=0) ) »
[0381]  fEdtuesiyE s Kb, SO B A X IVE SO

% a
T,~0—X _ _Bx
[0382] ae/ N
4a N
OR,

[0383] ,E;EP
[0384]  Bx A ZRIAHHIE TS 75
[0385]  TaAHITu# H SR HIONH, F2IELR YL L 5 A SE A | e b MR Tl 22 L 1 350 40 B0 5 S #% A
(RS R
[0386]  RaMC1—Colidd  BUARIKICi-Colse I . Co—Coli it . ERAC K CoColi 3 . Co-Cole SE B BUAR M1
Co—Cehe At ;
[0387] 454 qasqbqo o ST H A H 5 25 L CrCoki 2 BRAR 4 C1—Collr 2 L Co-Co i i L LA
[ Co—Co s 5 | Co— ColRBE BN AR 1 Co—Co e | Cr—Cofym 8k U Co—Cooe 022 L I L HUARKY
IS | Cr-CoZ J e 2L BUAUAR K Cr - Co T A e i 5
[0388]  fEAELLSL Ty S, SRAEEA VI XA -
9% g
T.—0O P

a

[0389] _
e~
q5”

[0390] H.

[0391]  Bx A 2R IR 455

[0392] Ty [F B ST g FRIEAR I L 45 G JE A L S R VR AL 0 0 B 5 S 0 i

(RS e

[0393]  qa.qbqeMllqess [ BT A L K R W Cr-Ciobi 5 AR Ci-Crake 3 L Co—Croldi 3 L BY

AR CoCaoffis 22  CoCrob i AP CoCrabi 2 | Cr—Cra S 2 AR Cr-Cralit 5 25 . 0 - S T 5

S0Ji+S02J 5 NJiJkaNa-CN.C (=0) 0]+ C(=0) NJjJk-C (=0) Jj.0-C (=0) NJ;Jk-N () C (=NH)

NJ3JioN (H) € (=0) NJ3JkERN (H) C (=S) NJ jJk;

[0394]  Eiqei%[Flqr—#E N =C(qe) (gn) ;

[0395]  qullqnf [ ST J9H . B 5 L Ci—Croki dE BRBAC A C1—Croki it .

[0396] WV F 4B (47 ~CHa—0-2" ) BNA F 44 JIRIGE RS | R g | B2 NEERAr | 5— FF JEE— fHa ek g | I flig v

WE R R W WE 1R A Bl A ) 2% DA S SR IR IR R s M O A B ik (Koshkin%F A,

Tetrahedron,1998,54,3607-3630) -BNA A H: il & 5K TWO 98/39352H1W0 99/14226H .

[0397] I FR4A 2, (47 —CH2-0-2" ) BNAFH2' — B £ -BNAM AU L 22 fill % (Kumar %5 A,
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Bioorg.Med.Chem.Lett.,1998,8,2219-2222) . ¥4 i VE A% BR 58 & B 1) 57 Jo ) 55 I 2 %
1% TR XM AR 1) A% H ARG 1] &6t A B il (Wenge 155 A ,WO0 99/14226) . IL4F,
2" —ZHE-BNA (— P S AT 52 R 1 w51 25 A0 7 A% B AU 1) i AE ARS8 . B
ik (Singh%E A, J.0rg.Chem.,1998,63,10035-10039) . 3 4b, 2" —Z FE-BNAFI2 —F J 4
HE-BNACL 28 fill 25 H AL 55 HANRNAFIDNA RS 1 BUME Je A4 1) #AAe e PR G A BT 3o

[0398]  fEHELLsLyty S, SRAE A VI DA%

T,~0—

[0399] Gi~ '

[0400] .
[0401]  Bx N ZRIAHHIE TS 775

[0402] T FITe S H SR HONH, FRIELR YL L 65 A SE A | e b MR Tl 22 L 1 350 0 B0 5 S #% A iR
RS R

[0403]  FEANqi~qi~ aeflqudS7 s A X 2 L Ci—Crakie 2k - B Ci—Crafie i  Co—Croffis J VB
AR Co—Croldi Fk L Co—Croffe i VBRI Co—Crabfe 3 L Ci—Crofie S8 3 VBRI C1—Crolie 83 . 05 S T 3«
S0J3+S02J 3 NJ3Jk N3 CN.C (=0) 0J3.C (=0) NJ3Jk-C (=0) J3.0-C (=0) NJjJk-N (H) C (=NH)
NJ3Jk N (H) C (=0) NJ;JkBEN (H) C (=S) NJ 3 Jxs 3 H.

[0404]  qii% [A] qiBqui% Al gx—#2 N =C (qe) (qn) , FHeHH qeflanss B M7 HENH, 1 2R C1—Crob
FEE AR A Cr—Crabe g

[0405]  —FhE A4 - (CHo) 32 MRAUMG LSS (RIMrIE4" -CH=CH-CH2-2" ) HIBR IR XA 1%
HOEA P #EIA Freier® A ,Nucleic Acids Research,1997,25 (22) ,4429-4443; flAlbaek
%N ,J.0rg.Chem. ,2006,71,7731-7740) o ik PR XU AZ A (1) G B 1] £ UL S LB R A D)
R A O g (SrivastavaZE A, J. Am. Chem. Soc.2007,129 (26) ,8362-8379) .
[0406]  fASCRT IR “4 -2 WIRREE” B4’ B2 WG BP0 5 & A S B R R
(2B SR (RIFEREREIR I 2 BRS04 B SR M P PO e A R ) SO AT

[0407] A SCRT I “BERAZ A & F8 A5 A RO BE S 43 ) AR U RS o A% 1 o 7
SO Ty Z A RS 3 BB 4 AU AT AEATAT AL B EAAZ R Y B LA

[0408]  uASCET IR “2° A7 FABMREIRE BT 22 A7 [ Z MBI (1) Wk e A7 A 7 BB sk
Jiti 5 R, IX PS5 DL R U A RRE AR T 2 L BT R B e S 2
HRAR R A AR B Aot 22  EUA QR AR A ) B 2 e s« DA RN AR A R ) e 22 B R A AR AR
A7 TR 2 DA B IR AR BAR R b e o AE B BE St 7 S8, 20 A ifind B B (HANR T RU R
H A3 : 0 [ (CH2) n0]wCH3.0 (CH2) nNH2, 0 (CH2) nCHs O (CHz) wF 0 (CHz) nONH2, OCH2C (=0) N (H) CHs
A0 (CHz) nON[ (CH2) nCHs 12, HenFim Ay 1 £ 10, HoAh 2" —HUAR I Al 3% [ « Ci—Crofit 3 HUAR
[Py de 2 Ji 2 L R IR L e A | I e | O Je 5 2R B 0- 75 5t 2 L SHL SCHa . OCNL C1 \BrCN\F, CF3.
OCF3+ SOCH3 SO2CH3 ONO2\NO2Na NHz Z& FRJe 25 2 PR I5E 75 226 G i e e 2 SR e 2 2k AR
Fek e 2 A RNAZE A 2 [A] L ik 5 B2 ] RN ) e R 2503 1 2 r e PR SR ] B R e LA
(1) 24 2350 2 P 1) 2 T DA R Aty LA SABURR P ( BAR 2 o 7 R M S it g e p , B M ) A% 1

38



CN 108064227 A iﬁ, EH :I:S 32/142 T

f152 -MOEMI%E Baker®E A, J.Biol.Chem.,1997,272,11944-12000) .ix 2’ -MOEEUAX.C,
AR A BT R AAB 0 B 1% 5 H A 22 0 A% G 2" —0-F &R L 0- TR 2 R O-&= A A
F) TR GBI TH e « B 2" -MOEHUA S [ J5 2% 5 IR A1 O e o R DR 3R AR 1) e X
sk BB A 7558 T3S 8 I HRAE Martin, Helv. Chim.Acta, 1995,78,486-504
AltmannZE A ,Chimia, 1996,50,168-176;A1tmannZ: A\ ,Biochem.Soc.Trans.,1996,24,
630-637; fIAl tmannZE A ,Nucleosides Nucleotides,1997,16,917-926) .

[0409]  tnASC R I “Ze A2 m i) VU SR I A% 1 B B 0 ) THPAZ = 48 B B
A% R 1 I PR R R R R () 7S Je DY SR R W CREES AR IR A% A8 1 ) THPAZ AL i
{BASPR T 76 A S5 Fr O B B 4% B8 (HNA) vanitol B8 (ANA) . H 2 FE 2 (MNA) (300
Leumann,Bioorg.Med.Chem. ,2002,10,841-854) . fHNA (F-HNA) & B¢ IR LA VI THIfL &
W

[0410]

VII
(04111 Horpoph ST o6 T ik 22 20— Qv LT DY SR I A% B 2R i B — 2
[0412]  Bx R ZRIRHRAEE 43 5
[0413] T FITo % [ Jh 7 1b e VU SR W 2% 1 AL 422 22 I SUAL B W0 I A% 7 ) B L 1]
B Ta I T ) — B H DY SR W A T A e 12 22 S A B W) A8 TR B L [ 1 HL T AT
W) g — 38 NN R R R R RN 45 A AR A B B3 i dt
[0414]  q1.92.93-q4~q5~qeflqr 5% H 7 NH, Ci—Cebig 3 BRI C1—Ce i 3 L Co—Cofii 2t L B
AR CoColfis 22  Co—Co R LB HR AR Co-Coft 2 s I HLAF D RUFIRaIE H &L FR 2L L 1 2 IR
EUAR I bR 3 WNJ 12 ST1.N3.0C (=X) J1.0C (=X) NJ1.J2.NJ3C (=X) NJ1J2HICN, HHhX A0, SEE
NJ1, 3 HAEEA o Jo 0 T a3k 37 i A HER C-Colie 3
[0415]  FEHLEL STy R, 2RV TR 2B M I THPAZ 7, Ho g1 g2+ g3 qs~ a5~ as Fllgr 5%
A H AE RS 77 R 5 1,92+ a3+qa~ a5~ as Flar 1) 22 20— B A H AE R EL S 7 S
q1~02+q3+qa~q5~qeFlqr i () 22— N B 3L  AE S s sl g 2, JRAEQVI T THPAZ 1, H:
HIRUFIR2 Y [ — 5 N R o AR EE S 7 22, RN R H R H Ry FR 2805 HLR2OAH, FIR A HL
Re ol FAE 8 2L 58 L o
[0416] A SCRT IR “2° 47 E2ABMR 8“2 A BB R B8 e 7 B A FRHE
OHVA AR 1) BRAREE IR IO AR 1 o 27 A7 - 208105 (1) A 7 A B AR AS IR T 32 0 B 1 T A Bl i - 1)
MRS EREIR 2 k5 5 — BRI R AZ AT LA S A W BL R BRI 2 SRR A%«
PRI B 2 RS L O~ M TR L L 0-Ci—Crof5E 5k . ~OCF3. 0~ (CHz) 2~0~CHz+ 2’ ~0 (CHz2) 2SCH3-
0- (CHz) 2=0-N (Rw) (Rn) B0~CHa~C (=0) -N (Rw) (Rn) , HH R RuFIR I 3730 g HE HUA B AR HY
R C1-Crokedi 27 7 ZABMR I % AT i — 0 e Y Fofh A7 B AN/ BR7E Az -
B HARAEA
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[0417]  WIARSCAT AN “2 -F R IE &2 i L aS AN Z .

[0418]  fA LT FHIK 27 —OMe” B “2° ~OCHs” B “2° -0- 1 7 & [ 6 S e R 2 £ |
A7 -OCH 2 A B R B 17

[0419]  fmA ST FI I “MOE” B “2” -MOE” B “2” —~0CH2CH20CHs” B, “2” -0~ 40 L 2. 1 &% 1 2
TS AEREERI 2 A7 B 5 —0CH2CH2OCHs 32 A (I BB () A%

[0420]  fiA SR IR “BZEH R 2 RS 2 N EENZ T RA W AR SE T &
L, 2R —ADEEZ D REBN AR S B, R TR S — M E
PERZH (RNA) A1/ AL % (DNA) o

[0421] 5 2 HoA XA =FR A &5 AR 3R RS AR AR B2 L k00, HomT - THE M F N
R XALE Y R (3 04 FAR SCE : Leumann, Bioorg . Med. Chem. ,2002,10,841-
854) o

[0422] WX IXFPIR RS AT & Fh 7 A B PSR E PE

[0423] il SABMRI AR 712 A AU RN 53 BT #4501

[0424] £ A LMK 2 AZ B IR BB 0 CRIR VB M B ) 4E5F
Al 51E YL FRAREE A AL

[0425]  fERLECSLE T B, R XAEVAE — AN B A B A 2B B A% AR
sty Rrh, ZAB UK RE RS2 N2 -MOE o 76 3 e sz 5 22, 20 -MORME M 2 HE A T
(1) B A 2 e v o FE B L St Ty B v, AR R 4 LA (47 -CH (CH) —0-27 ) Mvide B A 1)
KRG o A FE LS 75 &P , 48 (47 —CH (CHs) —0-2" ) B 1) A% EE B T A 1) e A 32 e 3
X

[0426] 20 AW ARCHIZG MDA A T7 14

[0427] SUSERZH R W] 52525 b ml 252 6 PEBUIE PR TR & DA fill % 20 W 4 & ) B il
3o 2H AW FNTC R 25 A D ) 5 VR B TV 2 4R WU, A FREAELAS IR T I 72 R i P P B
e I 7=

[0428]  &fija)vEE LR I I XA A WAL I XA Y5 A& 255 B Rl 52 A R
FIBLEL A A i T 2 S o 25 5% b ] $2 52 00 7 R 70060 Tl 1R 6 2% b 2B 2 K
(PBS) o PBS s T AR Wi ik i 4 S 1) v O A R 9 o PR e, 72— AN SR 7 S8 P, 7E AR ST
R () T7 3 AR AT AL B S 1A TR AR BRI R UAA N2 2 AT S R R R 25 A
W AEFELCSL i T B2, 295 b RS2 (R B R APBS o £E RS St T B2 v, I AL B R
N -

[0429] 0,5 J AL B W 25 46 Wik 5 AT it Z0 9 (45 A2 I R 3 it (B #2s8m)
1) HAEDIE AR B AR W ATAT 2425 b mT 352 1) 6 L BR O RS ) &, B304 HoAth 55
IR o PR, 491 01, AR A FFIERER 1 AL BRI 255 FR B2 1 3h VRT 25 X PP RT 20 2
5 AT I SR AHAR A S RO - BE B 245 AT EESZ  Eh AL H AN TR SR AR ER
[0430] i 25 PT A4 76 S XA A YD — S B P I b I N AT EH A4 P P 2 A R il 2R At 1T T
FSGTE T S SA A ) 3 AR

[0431]  ZEA 1 AL S

[0432]  Je XACA PR IANTESL 2 — DB A RT3 R S TR % TR I 14 40 i o AT B
ST B AL P 350 43 BR A A 0 o 1L 70 5 5 Sk )00, 5 I T 250 4 AR T B 4o D A I 5 A A A
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FEAKAL AV NG VAR WG (I R SR VBRI e R R T (rhodamine) (F
SERMYEL

[0433]  Je XALA Pt T ziim 2 A — B 2 Mg R, ik — DB 2 AN e A
A — M2 2 R A A VIR — S B v DA 38 9 o 05 AZ IR I8 A 8 PRI e 14 7E R E (AR A
Hh AL FE I 25 1) o 3R S R S A 0 OR 47 B AT A m A R 1K) S AR & W) S TE A IR AT B R ik, 9T HL
AH BT R/ BE S T AU IR F7E 5 i (57 ) 3(3° uim (37 ME) b, BRI F/E T
ity b o MR 25 MO AE AR AU A S8 BN 1 I EL B 461 4 s 2 T AR TSR I 5 A ] T i Ak
AW — v B I 3R AT o v DA TR T R BR B AR OE TR 3 AIS R AR A1 8452003421 H16 H
ANFFIN003/0046025 BT A FFHI AL

[0434]  Ziffu iR XA A VAL 3R

[0435] W] 7E Z P Mo 2 AL b g AR AR I S A SV T B R IR I & & TS TEBUR A
YE o B T3 Blogy B 19 20 B 28 B0 AT 3R H i ol ik N RS (Bl i American Type Culture
Collection,Manassus,VA;Zen-Bio/A &),Research Triangle Park,NC;Clonetics/ ],
Walkersville ,MD)  FLAR 4R {5 62 5 i v BH A58 A T &5 nT 43 891057 (@0 Invitrogen Life
Technologies,Carlsbad,CA) 5557 . Ui A T4 41 g 25 0 A0 45 (H AN PR T-Hep G241 Y, . Hep 3B g A1l
IE )i

[0436]  JEAARSMINA R UL IR

[0437]  ARSCHIAR F e SCFEAZH IR AL BR AR MK 7532, Bk 7 i nl 8 3& 8 e LA T F oAt
RAA AT

[0438] W] 440 AL B3R A I 2160 % 80 % VLA FEI , Fl S U BEAE T IR AL FE 41 0 .

[0439]  — i I TK e SCSEAZ IR 51 N5 7% 41 i Hh i3k 770 B 48 BH 25 2 I Joa 2 il 71
Jig Fif& (LIPOFECTIN) (Invitrogen,Carlsbad,CA) . M]3 [ X AL 8 5 g i A4 /EOPTI-MEM
1 (Invitrogen,Carlsbad,CA) VR A AT B LSS R 1) i /5 8 249 A AT AE 5 100nM
R SCE AT R 251 2ug/mL G N PR g AR MR 1

[0440]  5j— F TR I )CEEAZ 1 IR 5| N 55 57 48 i b 1l 77 0.5 Jig 44 iz (LIPOFECTAMINE)
(Invitrogen,Carlsbad,CA) . ] ¥ SCFEZ IR 55 HE Y e AEOPTT-MEM 115 o /D A % 55
(Invitrogen,Carlsbad,CA) HiE G LAIK R CSEAZ AT BRI BT 75 < FEATR] 7E 55 100nM e S35
ZAFIR2% 1 2ug/mLYEH N IR HE YL R ik

[0441] 53— H T S SUCTERZHF IR 5 NG SR 4 i b ) BEAR B v 28 1L o

[0442]  JE 38 510 PR U IR AL B AN M o W] AE S XTGP R A B8 516 22 24 /N i
AR 2N M, I P 8 I AR AT L T AR SCRT IR B 777 B E AR AZ R IRNAB U R A & & . — )
ME 2R R HATAER W 5dE 208 2 A FE 151

[0443]  Fir FHI) S SUSEA% T TRV S AT 41l 2 2 (R A7 BT AS () o 16 0 A T 8 0 i 3R
SCTERZ A BRI JE 1) 7 VAT AU N BRI o 2 P Gl g e, 3 3 FH VR B 7E InM 2
300nME [l A ) S SCIEAZH IR o 24 1 PR 2 FLIHEAT B Lt , £ FI625nMZE 20, 000nMYE [ P (1)
BRI R AT R -

[0444]  RNAZ 5

[0445] W] %of A S O RNABR 2 (BREFIR) +mRNAFEATRNAZ H7 o RNAZY 125 11 5 Vo AE A AT v Sy 328
SN o RNARE A HIAS U b #5725, 4 a0 FITRIZOLAA7 (Invitrogen, Carlsbad,CA) ,
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MR il 1k oo 3 () 7 2ok il 6

[0446] 43 XHbr S8 EERAL I HIHI/E

[0447]  f 85 LR 1) 5 E BCR IA I /E AT RL A8 2 40 5 2 Bhos 2ok 754 - 4
Wi, B AR B & i andk 7 28 m b S8 e SRS I RE I B (PCR) BT & SERPCRKR 2
& A0 A I RNABL B (IR 8 +mRNABEAT RNAZ BT « RNAZS B3 114 5 VA8 A AT Hh SRy S50 1
A6 77 58 fU 0 A AR AR AU 2 K S & SEIRFPCRA] g {8 M {8 F T 5 RT 43 (9 ABT PRISM
7600770087900 7 I 24t (A] 3K [HPE-Applied Biosystems,Foster City,CAfF HAR
P8 11113 7 10 I A5k A5 ) 52

[0448]  XJ H FRRNA T 21 8 &L PCRAM T

[0449] W[ 5E &SR PCR, {f AJABT PRISM 7600.77008%7900 /5 %1 #: Il & 45 (PE-
Applied Biosystems,Foster City,CA) MR¥EHIE R UL k% EFrRNAS BT EE. &
2SI PCRIV J7 VA LE AR ST P 2 BT

[0450]  7ESZEFPCRZ BT, £ 73 B I RNATEAT 100 5% S 1 (RT) SR, 7= A2 T KRDNA (cDNA) , Hid%
% HAESEISPCRY 3G 1K 52 51 o 78 [F] — 1% it AL o AR 7 BEAT RT AT SE IS PCRI BE o RT AT SE I PCR A 7]
A3 H Invitrogen (Carlsbad,CA) o RTSEMTPCRI A Il ik Sy A STk B RN G2 8y 7 v 3k
17

[0451] 3 i SEIFPCRIRAF [ 2 [A] (BURNA) A 88 & 2 3 FH R A H T8 1 B[R] (G QR SR RA
(cyclophilin A)) B IA S &8 iE 4 FHRIBOGREEN (Invi trogen/A #) ,Carlsbad, CA) E &
SARNASR AL IE o SE IR R AR IA & Tl SERFPCR, 3 1 5 b 88 F) I 4« B A AR B4 R R oK
E & o MRNAZ T FHRIBOGREEN RNASE &1k 7 (Invetrogen/s 7] ,Eugene,OR) 3k & & . H it
RIBOGREENSE &RNAI] /774 Jones,L. J.Z¢ N\ (Analytical Biochemistry,1998,265,368-
374) A T #LS o/ FICYTOFLUOR 40001 #% (PE Applied Biosystems) Il &RIBOGREENTE
I

[0452]  HREF NG MA BT S T AR AR A BTt SEIPCREREL H 51 I 1B AE AR AU
g BT, I AT AR B, 3% tPRIMER EXPRESS# 4 (Applied Biosystems,
Foster City,CA) .

[0453] SithEASE

[0454]  xfvEE AZEREY R LHHIEH @ M S EAEA FERG. EANEA &
& 0] DLARSTUIE R 2N 22 BT ORVEARTECE &, v a0 S PPk VeV V8 77 38 i ir (e 58 Al
) BRI G % R B 43 B (ELISA) 0 &8 Bua B 85 1 B PR 4 A (40 - 30 25 1 ity 2
AIHT) I A 2R 5 | G % A Ak A BRI A A i 43 182 (FACS) o B FRER [ Pfd m] 22
A H 3R E 2 FkIE , 1 IMSRSHiAR H 5% (Aerie /A &), Birmingham,MI) , BY ] 28 fH A< 4
SN )i BB PR B 22 BRI ™ A D7 ke il 6

[0455] v AAe py IR s AL B9

[0456]  £EZ)H W8 01 e SCEEAZ T BRI S XAGA D LAVEAl L4 w85 1 3R 08 Hm AR 3R
AR A (i A FURTE B D e Cidh) I BE 77 o A8 FELe ST )7 S8 v, 3 1 B s AR O R AR
AT R E Ao AEFE L S T b, @ I AE B AT AT A 51K 40 B e AT V3R 77 e
FF 23R A JE TR BRI &2 3 Th 8 o 78 SR L8 st ity v , 72 304 I 41
W SCFEZAT BRI S SA A PICAVPAl e B AR P R A T A RN RP R 41 4 g 25 1A B8 7T . 7
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LS Ty S, W A0 e SUEE A R I R A A M A VT AT FLAE A DY e (PTZ) P51
ST R AR ASE 2 o T R R A R/ BRI R AR ) T EE I R

[0457] W] 7 1E ¥ 340 BRAE S 06 2 o A AL EAT UK X Tl s DA 245 el 4
IR, v A0 R Sh O AR B Eh K R BT R AR IR - i LR R A Wi A2, v
WG R BRI P R B T o 1 B3 e ST T B 77 A it P A 26 A2 AR U RN A B T I
I ELER e T e g 2 A sh i s 1 DR 26 78 U U IR VA T — B A2 5 5 ACNS
Y1 2B CSF 43 BSRNA HLIN & 8 I R R IL 1 A8 1k

[0458]  HLLLIE BiRE

[0459]  fERELL ST Ty b, ARG T ME R T iE A S A A Y, A5 T FH— FhEk
Z AR SCITR I 23 A G AL TS Ty Z2rh , M A M IR A PR o 7E RS SK T
ZErh MR T R e A 1R AR R I RV T, S 1R AL P PR AL FE AR Tt S 1w AL
BJ JR 9K 95 B 995 « U 1 S (FTD) JFTDP-17 (3E4T MEAZ L JBRBE (PSP) 18 1t B1) 45 1 i o5 A8
(CTE) ¢ i EL e #2538 4k (CBD) VI AiDrave t 45 & 4iF o« £E L Le SE it )7 22, MA D % 52
N B TEEAHISRN AR B ST T R, AR ST T Pe TR I MA TR B B R IA
()77 V2% o S S it 77 S A% T ik (7] AN e F VR 9T B R E R R 1R T B AU Z IR 1 I AL Aok
BITH R EZRME.

[0460]  fE—ANSKE 7 &P, il VR YT A SR I B8 ) T 8 VR R ) I AL A P Bt A e
AN ) e 1 DA AR i A R SUAR S RS o AT it R SUAR B ) R
AL EH R T8 1697 A AN SRR S ]

[0461]  fERLEC STy S b, il SR ) T B AR I R XA S E A RIAFEKE D
15.20.25.30.35.40.45.50.55.56.57.58.59.60.61.62.63.64.65.66.67.68.69.70.71
72.73.74.75.76.77.78.79.80.81.82.83.84.85.86.87.88.89.90,91.92.93.94.95.96
97.98.995%100% , BLAL T HH 1% LE {1 H (I AFART P 38 By 9 0 IO 98 Rl N o 7E FE L8 S 7 S8, it
FHEE ) v 8 LR I IR AL A4 T B 1) 12 Bl Dy R Lk o 78 FE L8 S 77 9, il T8
A YEE Zh DhRE i %2 /0 15.20.25.30.35.40.45.50.55.56.57.58.59.60.61.62.
63.64.65.66.67.68.69.70.71.72.73.74.75.76.77.78.79.80.81.82.83.84.85.86.87.
88.89.90.91.92.93.94.95.96.97.98.,998 100 % , B AL T FH ixX L4 {8 b () 4T P 25 T 5 22 1)
ENEE IS

[0462]  fEREECSLE Ty 2 rp A BB A TR I R XA I 25 & M Tl & TR
I W AR B 7y SRR A MR I () R (R 2 7], PR PR o8 045 T B 1 A2 BT R B
I3~ DU & & (FTD) JFTDP-17  EAT PEAZ BRI (PSP) 12 % T i 22 (CTE) \ f¢ R
ML FTIRAL (CBD) U AlDrave tE A1k

[0463]  HLaLHh fi[X

[0464]  1.SEQ ID NO: 1/ #ZHFE135783-135980

[0465]  fEALuLsiiJy R, )k LE TR A BT AL SEQ 1D NO: 1 (GENBANKXE %5
GENBANK & 3 '5NT_010783. 15, [ 1 89240000 2 93810004R457) 1) #2585 135783-135980,
FERL LS i Ty g rh , AL 135783135980 A #4 i [X. o £F Hh e 5 jifi 7 &, i Bl FE 135783
135980 FH J52 X SE A% R 4 1] o 78 RoME STl 75 Ze 5 I SUSEAZ T BRI K B D 18 198 204 1% Tk
S PEREME S SR, S SRR IR N () B A4k o 7 SRS ST it 77 2 v, [ B 442 95— 10-5MOE ]
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b 44 . 5-9-5MOE 7] 7 44 . 5-7—-6MOE 7] {7 44 F115-8—5MOE [ B& 44 o 75 FELE St 77 22, I L%
R ) A% 1 HH I A R s A% 17 () B e e o AEFE LS STt 7 P, IO IR ) A% 1 FH T 1R
TR A B AR R S T R, e TR IR B A% R B A R IR R A R R X
HRRIE g% B R CEETRAA RE 82 .

[0466] ¢ dLdb sy &, A2 135783135980 LA R ISIS%% 5 Fr i) : 424879 .
424880.548937.613114-613120.622096-622150.,623988-623996.664511-66454 27!
664661664819,

[0467]  FFEdbseifiJy &, BBl 135783135980 FH LA RSEQ ID NOFT&E[H] : 56,57 248
462-467.1668-1698.2025-2048.,2301-2309.2331-2443H12478-2483.

[0468]  /EbEbsy iy 22 b, B[] A D 1 357831359801 S X 3% H FRIA L A 4 A/ BY
TEARN TEEmRNAR/ BEA RS ERKEL12% 2 013% 20 14% B0 15%  F b
16% 2 /017% . 2/018% 8 /019% .20% « /021 % . 5 /022% . 52 /023% . &2 /024 % . & /b
25%  F026% B /27% F28% E29% FE30% B A31% FE32% . E033% .
#/034% .2 /035% . & /036% . 2 /037% . 2 038% . 2 /039% . 2 b40% b1 % B b
42% FE043% B 044% B 4A5% B 046 % FE AT % B D48% (FE 049 % E/D50% .
2/051% &2 /052% . B /053% . B /b54% B /055% B /056% &2 /b57% & /b58% & /b
59% F060% £ /061 %  F62%  E063% (F64% . E065%  FE066%  E067% .
2 /068% &2 /069% B /AbT0% B AbT1% B bT2% B bT3% b T4% BT % B D
6% /D T7% B/ 78% F/0T79% B /080% . F81% . £ /082% . F/083% . £ /084% .
#/085% . & /086% . 2 /087% . & /88% . & /089% &2 /90 % . & /091 % & /92% B & /D
93%,

[0469]  2.SEQ ID NO: 1H#ZHsE135853-135872

[0470]  YERESOSZG T =P, I EZ IR B LLEERISEQ 1D NO: 1 (GENBANKE 35
GENBANK& 3% ‘5NT_010783. 15, [ #% 17 #£9240000 22938 100048 457) (1) % H ik 135853-135872,
FERLE S 77 S, A% 135853-1356872 0 # i [X o AE R L St 77 S v, A% £ 135853~
135872 [k USE A% BREL ] o 7E F- L S 7 S, I XCFF A% BRI K A 18, 198 20 M A% B
B ARSI T R, R LSRR IR N AR A4 o 75 HEEE St 77 2, 1] B 448 A5-10-5MOE ]
ke 44 . 5-9—-5MOE 7] g 44  5-7—6MOE &) b 44 5%, 5 -8 —5MOE [F) b 14 o 78 - e sz it 7 &= vy, I U A%
T BRI A% T HH R A IR R A% 17 () B 422 o AE R BE S 77 R, I X% IR 1) A% 1 HH B IR
TR A A B e o A L S Ty B R, RO TR BRI A% ER B AU R IR AT R R
TR %4 (B R LFEZTREA RAE 8 .

[0471] AR MRSz b, B Mg dE 135853-135872H LA R ISTSH 'S Fr 14 : 424879 .
424880.613117.613118.622114-622125.623993-623996 . 664522-664542,664676-664713
664729-664766 F1664783-664819.

[0472]  fFFEdbszif 22, BBt 135853-135872HH LA FSEQ ID NOFTH#R[A] : 56,57 248,
464-465.1668-1673.2039-2048 . 2306-2309 . 2345-2443F12478-2483.,

[0473] 7 JEeLsi Jy G2 vh, B ) AR L 1 35853-1 3587211 [z X S AE HF IR IA A A4 41 A1/ B
JEAR N TEE FImRNART/ B A RS BRI R D36% 2 037T% B 38% . B 039%  F b
40% FE 041 % B 42% B A3% B DA4% B A5 % (B ADA6% BT Y% (FED48% .
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#/049% .2 /050% B b51% B 052% 2 /053% B2 /054% . &2 /055% & b56% &b
57%  F/058% E/59%  F60%  E /061 %  F62% . F063%  F64%  F065% .
#/066% .52 /067% . 2 /068% . 22 /069% B2 T0% BT % H b T2% H b T3%  F b
4% FE075% B DT76% FHDTT% B /D78% FHT79% . E/080% . F 81 % . £ /082% .
F£/83% . /084% FE/85% . F /86 % E £ /8T % .

[0474]  3.SEQ ID NO: LFZH2E135783-135929

[0475]  fERELLszir Bvh, )k EHERZ BT LLEE R SEQ 1D NO: 1 (GENBANKE 3% 5
GENBANK & 3% 5NT_010783.15, [ ¥ H 1924000042 93810004 55) (14283 135783-135929.,
FERLLL S =P, AR 135783135929 A #A i [X o 7E B Sb s it/ & vp , Il FE 135783
135929 [k UL BR AL 7] o /E F- UL S2E 7 B2, I OCEZ H BRI K 18, 198 20 12T
H ARG S T R, R SRR R N AR A4 o 72 HEEE ST 7 2, 1] B 448 95-10-5MOE ]
k445 . 5-9—5MOE (71 B 44 . 5—7—6MOE 7] B 442 5% 5~ 8~ 5MOE [H] 8 1 o 75 S b szt iy = v, i A%
TR () 1% HH I AT R s A% 17 () B e e o R FE ML STt 77 R rh , IO IR () A% 1 FH T 1R
TR ) B  AE R S T R, e TR IR B A% ER B A R R R A R R A
H IR IE SEREE: B R CFEZEREA RE B

[0476]  FFdLdbsr iy &, i L 135783135929 LA R ISIS%% 5 Fril /) : 424879 .
424880.548937.613114-613119.622096-622138.623988-623996.664511-66454 27!
664661664819,

[0477]  FEEeseif 5 &, ML 135783135929 FH LA N SEQ ID NOFT&E[H] : 56,57 248
462-466.1668-1686.2025-2048,2301-2309.2331-2443H12478-2483.

[0478]  ZEREdbsz ity g2 b, B A) A% DR 1 357831359291 S S 5% H R IA B A4 4 Al / BY
TEARN TE AmRNAR/ BEA RS ER KR L12% 2 013% B0 14% B0 15%  F b
16% 2 /017% . 2/018% 2 /019%.20% « /021 % . 5 /022% 52 /023% . &2 /024 % & /b
25%  F/026% B /027% F28% B 29% F30% B2 031% FE32% .  E/033% .
2/034% .2 /035% . B /036% . 2 /037% . 2 /038% . 2 /039% . 2 /040% (b4 % B D
42%  F2043% B2 044% B 4A5% B 046 % FE AT % B2 048% (F 049 % VB /050% .
#/51% 8 /052%  F/053% B 054%  F 55 %  F/b56% B2 A05T % Fb58% B /b
59% F060% £ /061 % F062%  E/063% . F64% £ 065% . F066% £ /067% .
2/068% &2 /069% B /DT0% B ADT1% B T2% B bT3% B0 T4% BT % B D
6% 2/ T77%  B/078% FE/0T79% B /080% . F/81% . £ /082% . F/083% . £ /084% .
$/85% % /86% . £ /087 % . & /88% . 2 /089% &2 /090% & /091 % & /D92% B 2 /D
93%.

[0479]  4.SEQ ID NO: 1K #ZBFE135783-135914

[0480] 7R ALubsiiy B, )k LE TR BT AL SEQ 1D NO: 1 (GENBANKX 3% 5
GENBANK & 3 '5NT_010783. 15, [ H 1 89240000 2 938100048457) 1) #2585 135783-135914.,
FERLL S T R, IR 135783135914 M #4 f IX o 76 FL b S it 77 e vp , Il FE 135783~
1359141 & UEEAZH BREE ] o 7E FL LU S 7 S8, I )OFEAZ BRI K FE A 18, 1981 20 M A% B
S TEREEE S T SR, S SRR IR N () B A4k o 7 SR S8 S it 77 v, 1) B 442 95— 10-5MOE ]
B8 14 - 5-9—5MOE 7] i 44 . 5-7—-6MOE 7] ¥ 4 B 5-8—5MOE /) ¥ 4k 75 FLue St 7 e v, [ LB #%
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TR ) A% HH I A R s A% 17 () B e e o AE FE LU St 7 P, IO BR ) A% 1 HH T 1R
TR A B AR R S T R, e TR IR B A% R B A R R R A R R A
HRRIE SR B R CEETRAA RE 82 .

[0481]  FEdbdbsr iy &b, i 2135783135914 LA R ISIS%% 5 BTl ) : 424879
424880.548937.613114-613119.622096-622133.623988-623996 ,664511-664542.664661—
664819,

[0482]  FFdbsiifi g &, BBl 135783135914 FH LA RSEQ ID NOFTEE[E] : 5657248
462-466.,1668-1681.2025-2048.2301-2309.2331-2443H12478-2483.

[0483]  FE by &, i 135783135914 LA R ISIS%% 5 Frl ) : 424879,
424880.548937.613114-613119.622096—-622133F1623988-623996 ,

[0484]  FFLdbsifiJy &, BBl 135783135914 FH LA RSEQ ID NOFT&E[E] : 5657248
462-466.,1668-1681.2025-2048F112301-2309.

[0485]  /EEbsy iy g2 oh, B A) A DR 1 3578313591414 S X SEA% H FRIA L A 4 A/ BY
TERN TEAmRNAR/ BEA RS ERKEL12% . 2013% 2 14% B0 15%  F b
16% 2 /017% . 2/018% 2 /019% .20% « /021 % . & /022% . 52 /023% . &2 /024% . & /b
25%  F026% B /27% F28% B 29% FE30% B 31% FE32% .  F033% .
2/034% .2 /035% . & 036% . 2 /b37% . 2 038% . 2 /039% . 2 b40% (b4 % B b
42%  F2043% B 044% B A5% B 046 % FE AT % B D48% (F 0 49% VB /050% .
2/051% &2 /052% . & /053% . B /b54% 2 /055% 2 /056% &2 /b5T7% & /b58% & /b
59% F060% £ /061 % F062%  E/063%  F64% B 065%  F066% £ /067% .
2/068% &2 /069% B /T0% B AbT1% B bT2% B T3% B0 T4% BT % B D
6% /D T7% B/ 78% FH/bT79% £ /080% . F/81% . £ /082% .5 /083% . £ /084% .
#/085% . & /086% . 2 /087% . & /88% . & /089% & /90% . & /091 % & /92% B & /D
93%,

[0486] s

[0487]  HERR i ME 2 H AL 51 FI 7 09

[0488]  H AR OO R A L8 St 7 SR 5 R AR SC T IR Y SE AL S0 A R T i AELEA
I SEAFA AT B A SCET IR (A A Wi AS AR BR il o AR FR S S TR BT IR B BN 238 SRR DA A
SCHI AR TR S

[0489] <51« H MOE 7] B 445 % He pG 248 . 7 1) A K v i 1 (19 e LA

[0490] 5 v 8EA) v AR BRI S SCSEAZ IR I FLIE A4 1 I 6 o 25 Y mRNAFK) 5200 o 15
I o k0], FH100nM R SCSE % 1 BRI Y1 77 M He pG2 41 il o 7E 29 24 /NI I AL ER I JH 2 )i
M2 B 53 BSRNAJF FL I 52 2 SEIPCRIN & 28 AmRNA & & o AR5 MR EHRTS3104 (TE[A]
JF HIAAGATTGGGTCCCTGGACAAT, fEAR CH H5E NSEQ 1D NO: 10; [ 5 %
AGCTTGTGGGTTTCAATCTTTTTATT , ZE AR S H ¥ 5% NSEQ 1D NO:11; & 7%
CACCCACGTCCCTGGCGGA , 7E A L 45 58 ASEQ 1D NO: 12) AT il EmRNA S & AR 4 frid i
RIBOGREEN® Il & [ S RNA P & 1 8 25 (AmRNA & & o 45 S 2 IR AE T A% b 26 B4
[ONiOR g S E AL AINEE s

[0491]  FRHP I BRI IR B S XCTEA% A B 415 TE 95— 10-5MOE 7] B A4 o 7] B 44 1) 1< &
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N0 % H , HoepL A R BB 5 10412 - Uiz 5 9T HAES Jr M A3 Jrlal B & HAES
MZER R BMZ.5 BB EMNMZHE NS BERPHEMNMZHEREA2 -MORB . /£ 584
B (1) R A 1) A 1 ) B A T A T PR R B o 1 I () B A (%) i PR s e B 2 35 95—
L s g o R s T N SSEE DR 7 Z0 o o TR B 4 B B 1) ) B 520D B 1 - “2¢ kA7
s FRR NFEEE R 7 51 v TR) B A4 By 8 9] 1) e SE U 37 BORZ AT T 3R LA BT 2 16 R A [R) B A4 28
5] £E A SCH 4R 5 ASEQ 1D NO: 1 (GENBANKE % SNT_010783.15, HZH FRI240000 %
938100045) 1) NS vHx 1 H: KA e 21 BRCEE ) /£ 48 SCH 45 78 N SEQ 1D NO: 2 (GENBANK 8 5%
SNM_001123066. 3) ] ASETEE HAmRNAIT Bl ‘n/a’ RN FEZH TR A LLA100 %6 T AR A EE ) 2K
FF 3 R 250 FRFE) - FUAS LA 100 % B AMAEEE [ISEQ D NO: 1882, it PA#ERISEQ 1D NO: 3
(GENBANK& 3 5 NM_016841. 4, Bkid 4 5 F3.4.6.8. 10F11 2/ 28 F:mRNAF %)) BESEQ 1D NO:
4 (GENBANK & 5 'SNT_010783. 14, H #Z%H 82624000 % 27610008 %) «

[0492] 1

[0493]  HHEE[AISEQ 1D NO: 1F12f) 5-10-5MOE &) b 44 X w25 4 mRNAF 1 1
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[0494]

S
3
L9,
I

FTROTAGALCTATTTRUAL ALY

LACAMCABATOOGRACOUY

ATt

TGUETGHAGACAALGALATICT 33
CCATCCOUTARTAQTTAQA 33

e e

CATGAGUOUTTGOGATON NS

b
%

48
Y

y

GTGATCTTCCATCACTIIGA
§ SGLCE

ok
ol

i‘? PR B

resaast

PREIW
3

2 WTQOTOTTAGUANG 38 S8 a0
3 GGCAGTETOUTTHCUGGUEAL &8 YL 89T Lo
CREIRTTB IO TTOURRIALIRAL 3 IR TR 3

S THACTGALCTTIGGROITEAL 8 iy Wy oy

G167 a1 i ne |32

43 3 3

o

SR

Aty
X

v
L3
s

ATQAGGHUAL

55
o IR BB

R X H3 R WA 35
AUCATOCOAGCTOATARANTY 4 % %R I
; DI
HHE26 | AGRAAGHTOULTUOTGGU 73 1643
NG | O ROGARITOHROTOROTTOTY &t} nw

GUILGGAGTACGOACCACTOT

SAERLOGHUGRAUTIGUGTGS

167 TQUTGUTPCAG T DUAGT 4 .
POERRR L TRATOTGUROUTTING TGS 4 N e 43

orlatiaatanoracy

GUTPCTTATTARY

LU TGUTAAGATOCSGBUTTT

0, 4 g 3 SN
v

3 L GARCTACAUTTERIATT LA

S | GITORCGERGGUTACATA

T ORI AT

AGTCAL

v 48 3% 5
Lpa 3 SN

o,
SRR

- ACAGGGOTACCTQOTTTATG X3 B R
ATTTTALTCURCCOTHGUT A i) I3 LAWY g
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PINISN | IR | GOACUCARATOTIOUANTONN R A3 0
5 '_ ASAR | TPOUOTTTUAATITOUAALIA 34 W 5%
135893 | OELARCTTOIRGEITICAAY 14 EERE $®
P69 L GRTURCAAACUITGOT GG &4 2638 @
PISRAT L OTUATTTTON &4 pth a8
PASRTR L ATCACTGATY $4 Wi &7
26032 § L \{M\»’xm AT 38 INVG a3
AGINT OTTTOTT «:‘;‘{zs AL 37 S
3 AL xizm rmu“{x«i &7 &
3 67 &1
Hmﬁ"»@ 4R £3
660 K 4 63
s | : \s\&(‘f’{ HER 39 &3

3
o

LITET | €

LRl : ; 34 4 88

PITRAE | TGOARHC TG TR i*ﬁ(a{ \ 33 N 33 &9

H”*m ARAR m({ &TH ““u & 41 S 3

[0495] 3 4057 | 467
M da84 1 AR 1w

3R STI ! OSIEY o

TUAGGUAGUAATGTITTQUA

0
TR i{.;#‘ FOUCAGCAGATOLN 34
%
3y

ARG T PCTGHECUAGAGAL w0
AGESAGAGHESATCHESEOTHT 38 £
TOTTAGQUPOGTOCTAALAL M 81
TOAAY o OUAGIROY S

83

"{i T \}‘I AAGAT {\MA '&{3

AGHY Iﬁ\.“\\;i’ ;

N
SER L Al w7

AT s
CIUTAGUSARTOTORTIEAA 3 AHEY L 8IS 1 oW
SGUUAMTGUUTGUGASAGL B §241 1 ome
34 ";3 TROAGUEARGEAT i.:{ i &8 b
139308 STQUFTOTGC da $1
FEAS R GAAATCATGL a2 SO3R 1 A08T P oW

ARACTAMKT \A\&&T(:AT‘( M BEEY b oATHE o
BUASUALTCAGTOTY 43 H76% L ATYE Lo\

PR RSN R

i§2~'§?§§3 HSSR

[0496] 22
[0497]  FHEE[AISEQ ID NO: 3F14[115-10-5MOE 8] 4 % T 2 [ mRNAFK 417 il
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B 47 g 47 3. | SE

e | " T Fp ;_

ISIS | SEQ | ., . ; s | Q

gﬁl . _%_ ID /7{%')11; }’?’ 7 ,] j(j D
NO | &% 7* 1 NO

[0498] 421;91 3 968 TTGTAGACT{?:TTTGCACCT 51| 95
ZB§¢7 3 443 TCTTCAGCT{?CAGGCCAL: 63 | 96
43351 4 13551 | AGAAGTTTTATGAAGCCGC I i
| 9 A 13 | 97

[0499] 524512 : F 5—10~5MOE 7] [ 44 X6 HepG 2410 i 7 1) A 288 v 8 (1 114 7] 24 i 1k e SCH

[0500] ek B AT e I 2 TR AR AN T T A mRNAR) [R) B A 5 HLAE & Fif & T
FHepG22H B 7 0 LA IR o K- 40 M LA 7L 10, 000/~ 20 (i 25 3 e 3 LA i g o 2 e ik 741,
T R4 2RI 12.5nM.25. 0nM. 50 . 0nM. 100. OnMBZ.200 . OnM¥K & 1) 2 X BEAE B e
FEZ)16/NEF (K AL 3R B2 5 5 AT 4 BIRNAJE FL I 2 & SEAPCRIN & T2 FImRNA & & o fif
IS 51 AR EF AR TS3 1040 EmRNA 25 & . AR 4 2@ 1 RIBOGREEN®™ Il £ [ S RNA T &

VAR TER I mRNA T & o 45 SR 2 U AE 0 T 2R Ak FE G R4 B 1) 8 L M o bl o AE e B

TR A M, T8 AmRNAT & AR E AR 1 7 200 2 P AR

[0501] %3

18IS 45 % i Ii\ 2*\{} %{Ei} I i‘s :{}sm
uM M M M ald

S24R62 17 4 41 el B
4 I4REH id a3 47 &3 84
$3340K 7 42 &1 9 83
RRRWHL 25 3 33 Bt 83

[0502] $33317 I3 3 37 2 fi
SRR IX R 38 & 6
43477 23 31 hE N 80
433473 i¥ 33 37 T 83
S33513 4 3G bt 7 77
$I34E3 23 28 41 38 74
433827 ig 32 3 & 37

[0503]  SE463: FH 5—10-5MOE 7] B 44 % SH-SY5 Y4 it v (10 A 28 8 11 1) e S Al

[0504] 5 v §E ) TR R BR K 3 AN R OSCEEAZ IR I HIE A4 20 I H X T 2 I mRNARY) 52
WA o 7 B AT AU TR AR — BRI LI P AR CEZE R LR SEREM TR
TN SR b AT FTHL 5L, 7, 000nM I SCSEAZ T BRI e 15 37 1K SH-SYS Y 4TIl o 7E £ 24
JINEF P AR A S5, M2 BERNA G ELE T 52 B SE A PCRIIN & T2 FAmRNA & & o f8 A2
SR E ARTS3 10491 EmRNA S & . K45 03 ik RIBOGREEN® I & /1 M RNA S B 8 i
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FImRNA T & o 45 3 2 BN AEX TR A E 0 R4 B i w2 B 301 1 43 bl

[0505] "R 3R AT IR TR R A R U R A T 5 10-5MOE [H) B A4k o 1) B 44 ) 4
N0 IZH , HoepL A R BB 5 10412 - S 5 9T HAES J7 M A3 Jrlal B & HAES
MEH I RBMEE .5 BB WEEMZE NS BB EEMZH B2 -MOEE i . 76 34
P TR g A v (1) A2 ) S A T A T PR B » 7 3 1A 1) B A o 11 BT B e e i 340 A5
R g o R LB A7 27 FE N N SSIEDRE 7 51 v e 1) B 44 i 08 ) 1) B S 0057 IR o “4 1k Air
s PR N SR R 2 b e D) B AR BT S 1) (1) B FE 1 3 A% o T 3R HR B B B AR A 1) o 4 8
6] 76 A SC 8 5E NSEQ 1D NO: 1 (GENBANKE S NT_010783.15, H ZH #29240000 %
9381000457 1 NS T8 [ 2 R 41 )7 2 B 0L ) 7E AN SO 48 @ WSEQ 1D NO: 2 (GENBANK % 3%
SNM_001123066. 3) ] ASETEEHAmRNAIT Bl ‘n/a’ $578 IROCTEZE FRAN LA 100 %6 B AN EE 4]

HEA I B FE K 51
[0506] %4
- SEQ
e
8y KO
o)
[0507] L
RIS HEY
SERH TOPTCOATCACTH m\x{“‘ﬁ . Wt 12
SdaI ST R s \& Aurmasass A4 383 182 H
SSENEE $ TG B 5 ed N
R E e ® ¥ 341 16N
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TR | ) TIOCTGRICOCEAALCOGTS R e 168
IO | The GIOTCCCAMTLG 8% 374 B
e | 14 R Y

.,""“{ &3{“{..‘3{ 4
393 CCCRCOTGATCTTRCURETC 33
TRe3] | SGUUOCOUTGARUTTIRICTG 33
I EACOOCCTGATOTT IO &2

11

TERLS 43 311 114
FTRET R 413 133
T3 R £33 FED
TS | TG fs itm POTAL A 417 iy

W 418 118

LGTQC 5.’?\3(53 i

Yn Yiomrn

2
f8 40 333 1230
&7 346 4258 i
™ 334 434 332

{*}VU (< i}”
LOTY IS TR T @Y

N, (\ P

33 jdae
PTG § 3 f3 1451
LEETQUTTY “\€ T{ KCCAT Hi 433
G “§"1‘ _ }‘ 1 ‘s «X(‘* SIALIUA & 1ass
3 § S0 3T
48 3458

[0508]

: i 43 1483 138

RERRY THOTTY 37 {463 31
SRR | GOTTOLAGTUCUGTUYTIGH 33 ian? 132
FASEN ‘i”{‘f?;{‘.‘;“i‘{f{“ -X"'?‘{;‘s‘f{‘-{*{?’{*ﬁ‘? 38 FE N 133
JR&GH e 34TE 14RG B
&3 47 1493 35

: TOCC | s 178 | 1ant
TUTEITCATOOUTIUCALTE |+ 3% WY | igen
2 | GGCCCTTETGUOCTOGAGON | & {768
103043 | ETHOLCCTICTGOCETUOAG | 20

19046 Y

W30

ol
B

IA e,

o i ey P

v
5
3

g
A
2

rrs

TEEIHOTGHAK ‘i‘(‘(“’?-i}&? WG 0 N 3
GUUTTTGUTGRARTCCTGOY fal I HEN {44
LTI TGO T QAN TTOU (J 31 186 10% 13

3 COIWTOTTRGHAL § & 34 IR iRIR HREN
38 \s“’“ 1) W\*n GTGUIGTOTIIGGAGLOGUC | W FRNEN HE a4y

i~
g
3

10308
FEERIEATS

%
s
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HOE | GOOITOGTOTOT T TGOAGEGG 38 Rt
N CTGUOUTGOTOTOTTIEAGE | W FRSEaN
FLARE RN fxi‘(‘ ‘}‘{"§{§€‘3’ E‘{i{‘i“i'{i'}‘(“‘“E“i"«\i'i(} X 33 jRoT

SN

T
%

B
£
53

JISCRE PUOT: DISTE 9
il
pred

103164 i} RO 3
353'”?4% S3 i

27 1 1T
v f}MM\

foat

%
R R R S R
oo
P43
Ay

& 4

244

RS
1834
1938
44 FREN
iy R
0 s
3% A

PARAL AL
o5

(R IR R

TGRS
TN

L7
oot

[0509]

AGACGHE

& IR
QARGACGHIG “&i:" i

PRI HRN
2048 8
M8 Ry

GRS {}ir SAGALK 3¢ 17}
COGCTUTTRGIGGAARGALGG iR 2WIR T
GOUOQUTOTTOOUQOARQAT | 38 IR 173
SOAGTYVCRRGOOURGAGAL 83 468 8

[0510]

QGUATATIUTTFCAGUUCAG | & At Eid

GAGUTTTORGTTRAGSGACE | i ¥R 3TS

[0511] {if\{?('ff&‘ff{‘sifi‘.é&Ciifi"s‘”s‘"f’{};ﬁi}?? 13 ‘N\* R
TROEVGALCKTHCE 33 1444 £

423 &3 ¥

‘.-238:?39 R 306 130

TIaes “‘”{ X V(\"’\i( "‘“Msi‘" 34 K3 18G

ES | GOITAGTCATUOTR U
R | GOTIOLTEAGATCOLTOOTE o =
s ISOTGOTUTTAQUAT |

381
18X
183

\W, i

%
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[0512]

REFRE

RasE s

?T{rﬁs AL

TIASALET §S\~{J 5«{; AOTHAAS \

T §r\&ﬁf{;&*sti.-z'&.3:&{3&3;\'\\&2}‘

RS

ARGGCAAGLCCTATITITI

TGOATCACACOUTCTOAGLT

18 463

GTOGUTUIGQOCAT AR <‘\

Ly §a

Py

GGRGTROERACAT
QOTQGAGTALE

i

Nt‘

Yk g ey 7 Lk A
o

Hgers

TCTHCAGQUGOTOTPGRCG

Ride

i z}"d\@\

TG \T\‘“‘?w{z ACTTG

BRI

IRREA

ALY

NN

CTCAQTOGRALCT is\ SR

1NTS3

TTOVCAGTTQUEAGLOGATOTY

HEre

TOCOGOOTRGTEOTICALGGT

P60

1217287

21758

X.R.‘:?‘.i%

fRaN i

""h‘i%

N

~v\& 3‘{> § i 3‘ T\{\z“ L4

wm‘{?

S

YOETA :
LG TTOCCAGIROTATN R
ATAGTGOTIOOCA ?{t(i § 3y

CECAGHCOUTTATTORAC &G

LCETGCTCAOGGTOAACTOOTY

IRV I &8
isﬁzm& STUUAL =<\£\‘ CARTOTTON 87

RS ERANS

TPEIBUALGHACRIARTCTY

B3N
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SN 2
3%

18 &

a8 333

i3 R

44 WY 38

n AT 0nE

33 R R

[0513] T 2

3 Rl

34 248

£ A4y

R MW

W 333

£4 46

oy m W*;\( GAOUGANICAUCY & A7 1wy

AGATTTCTGHOGULCATALAL 34 MaE | S48 T4

[0514] 2454 : B 5-10-5MOE[W] B 44X SH-SY5 Y 21 g Hh 15 A S v 8 1 149 7] & A4 i 2 Jse. ST
[0515]  ik$Ek B IR FT Y e DA i 5 V5 A AN i T 2 A mRNARY) 8] B 4 5 HLAE & Fhf & T
7ESH-SY-5Y 40 i v n AR o K 2 i LA AEFL 20, 0007~ 40 i i 85 A e o FL A B el 5 L,
ﬁﬂ??@qﬁ‘éiﬂ’ﬂl.25uM\2.50uM\5.00uM\10.00uM5FH20 00uMIR JE I I SLFE IR H IR L 4t o A
2916/ [ AL PR B2 J5 A 43 BSRNA T FLIE 3 52 & SEm PCRIV & 185 FAmRNA 7 & . i
NEBIREHARTS3104 U EmRNA ¥ & o AR 9 il it RIBOGREEN® Il & (1) 8 RNA 7 & 1A
T FAmRNAS & o 5 5 SR T SR A P St B 400 L 1 o 2 1 3 bl o FE S SRR
PR AL TR A 20 A, T8 FAmRNA S & DA SR S A P U7 2 2 A1 o

[0516]  #6
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M{? 1.35 58 S48 {308 R
MY M M M M 1M
334/ R 54 7 X3 HE
$33477 8 { i 33 S8
$33408 { 18 M 33 i
SRTRG Q el 21 &6 82
S4R7R7 B a3 61 NS L)
JRTRR 3 A1 3 73 4
[0517] i 4% &2 8 hE

A 38 T bt 4 Q8
21 42 Hid i Q4
""""" 47 39 6 77 91
{} a2 32 &2 1
"""""" ) S0 60 &7 93
i1 a2 57 88 98
1 Ix 44 s 91
4 43 B X2 21

[0518]  SZ465: FH 5—10-5MOE 7] B 44 % SH-SY5 Y 2 ff P (1 A 2K 88 11 19 e S A

[0519] % i1 $E ) T8 R BRI 3 A0 ) R OSCTE A% IR I HLVE A4 1 I H X 25 A mRNARY 52
A o 4 3% 5% 1 SH-SYS Y 4H g A5 £1L.20 , 000> 20 Mo 1) 25 152 i B 9 5 A F %2 AL, 6, 000nM
SUBEARZATFREL Y o AL 2924/ N 1 Ab R HH 2 F5 5 AATII 43 S RNA ST FLIE 3 52 & SERT PCRIN & T
H AmRNA S & o 1 A 51 EREFZHRTS3 104U EmRNA F & . iR ¥E iE i RIBOGREEN®)

D= S RNASS = 1 B T B A mRNAS 5 45 2R B I AN T 2R Ak F 0k HEL 40 Jf ) = 2 19 10 7
ot

[0520] "R R A R SR R AT 5 10-5MOE 8] B 44 o [ B8 44 11 K 52
0%, Horr o [l g Be B 3 1002 - AU 1 9F HLAES J7 | A J7 ) B & 355
MZAF MR EMZ .5 BB RSN ZEMNS BB E A2 -MOEE I . /£ 8
T TR B A v (1) A2 ) B D B A Tl R B B o 0 A A 1) o A v 11 T e e e i 340 95—
L s g o “HRAB A7 237 FE 7N N FSIEDR P 51 v e ) B 44 i 08 1) ) B 23 5° IR o “2¢ 1k Aor
S AR 7N NIEFE R 7 20 A e () B A4 B 8 (a9 B SR 3T (AZ . T 3R B B () B A () Bl 4 42
6] 7E A SC R FR 52 NSEQ 1D NO:1 (GENBANKE S 5NT_010783. 15, HZH 9240000 F
9381000# %) M A KA LR AT 5.

[0521] =7
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[0522]

K&

el ey
A
2B SR
B3

NG

4334

GTGRATOTTCCATUACTTIOGN

Y

a4

TGUTTACACACCATALALAL

249

278

INTRG

A

ATGCTTACATAROCACAREALA

I604%
26763

O

Jahal

CATGUTTATACACCATRAL

£}

N

SHy

TROAGATATRTOATTRONTG

s
s
Yot

R

Y2

[

R4S

GTACAGARTATATGATTGUAY

S

N

FGTACAGATATATOGATIONRA

FHM

S1i47

ATGTACKRBATRTATGATION

R

SEI4N

FATGEAUAGATATATGATT.

RS

Siida

TTATGTACAGATATATRGATY

LIS

ATTRTGTACAGATATATOAT

GATTATGTACAGATATATGA

2
o
Lns
<

S

ok

SIINE

IS TTATGTACAGATATATG

i s VS
i Lyg

-
et

R

NEIRR

TOOATTATOIALAGATATAY

28t

RABYTS

%
ok

AR ENTs Rres RO R IR
% :

BB

Pec
L

ATOOATTATHTACUAGATATS

SEBisg

STREI RN

ko
S
3

AATOGATTATUTAUAGBATST

v
44
e

g
P2
#
e,

g
b SR

AL ek
G i

g

2

L GAATC

AATTATGTACAGATA

J6d

P
5
e
¥

S
TG

QS
DS
$Tp A e
HEIST

AGAATGOATTATGTATAGAY

283

.53

L g
Lpk § a3 T

b6 53
P

ARVSATGUATTATOTARAGS

it G ook

“
poss
it
5,9.?
21

GARIAARTOLATTATETACARS

497 %
woit ¥ oods L ot vorn §weds 3 ande G e e | ey Ltten G vede § ets G ks v e vee. G s s v
oo rows.

&

ot
.
~n

% 340

o5
ol
Ssb
P

| SOAAGAATGOGATT AT AR

57



CN 108064227 A

w B

51/142 7T

[0523]

[

2Hisd

Ly

NS

iz

slisd

GOGARAGANTGRATTATGYAD

wig

S

N4

giia?

AGOEAAGARTHGATTATOTS

M

Ridad

siidd

AR 2

GABGOGAAGRATGRATTATOT

i

RN

21061

g3

SHind

COAGRIRAGAATORATTIATG

&

S

RS G

559100 COAGGEAAIAATOOATIAT | 1 m
W e aries ] CEUACGRAAIAATRIATEA X
Satpets ;’?:‘ § {3\';4 S } i}{":‘% N N TN N P v AN samayer N N

SReA ACOGAGGUAAGAATGOATTA | 12 | o3

®ling

Sioad

REinY

AACCHAGERAAG AR EHEATT

S

R BRI

GAADCGAGHIAAGAATORAY

i

AR08

SHiaw

TUHAACUGAGHIAALAATHON

{

BNGEREIAS

RI0R7

LERIE

STGARLNEAKMAARAGANTES

&

XN

R

RN

LR

GATOARUCUAGGGAAGAATG

8

¥

K3 edt

Sy

REE R

BT

COATORRRUCGRGGGAAMIAAT

&

SRl

R

R

TOOATOAACTOAGHGRALAA

i

SaRIE

2T

SHER

STOOATOAACUGAGGRAML

&

GATGGATGAAMUGAGOGLSRAG

GORATGHIATGAALUGAGGGAS

s

TGGATHGATGAMUGALHA

Ee
LA

ATGATGHATOAACTUGAGRS

pood
27

N

CATOOATOOATORACCGAGG

§

%5
A
%

et

SHER

it

GUATHOATGGATGARLDGAG

&

e

STH04

§LINR

AAGGATGASGOAAOGGATON

&

P
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[0524]

SERGT

R

SHET

LESA

HLHW

SENY

GAAMBIATOSAOGAAGGGATG

e,
S

G

SSRROR

REHE

RELET

K0

GOAAMMEATHAAGHGAAGOGAT

IR

SIS

wEY §“

’§§ §\§“

TAEAAGGATGRAGGAALGY

LN §s§§

RI254

ATALGARGEATEAAGHAAGG

g iz

RS

GATAGGAAATUIAAOGAAG

NS

N TOATAGGAAGUATGRAGLAA i IBX
RS
81104 T T -
oI ATGATAGGAAIATGAKBOA $ 296
NIRRT T GATGATACGRATATRAAGG § 27
i 4 i s S R, T o s
NSRS sy GGATOATAGGAAGGATGAAG & RN
SN J} -
RS Y TOOATEATAGGAAGGATHAL 8 NG
SRREIT S i e } ATOHOATRATALGOGAAGUATEA {4 R
{3y
e | BMIGE 811N i e e x e . y .
S [I21T R1337 GATGGATGATAGGAAGGATG i Kt
(.iwih
KL 8II2Y S SRR AR Y g N 4
SR e :%;z"} —ed GUATGGATEATAGGRAOGAT {8 AR
B [ERIL

b7 1

S0

5 TOOATGOATOATAGGARDGA & R

FiBN

SERIN erpag L TTOGATOGRTGATAGHEAALD & i
hRRE B
N ATTGGATGOGRTGATAGGARS {3 X
NRRARY

Yo G ek GG § e

21l
[T

GATHHGATOGA TR TAGGAA

A

74
244

[

TUHATTGGATOOATGATAGGA

Kol K
Pt

i 3 el sees § s

| ATOATTGOATCOATGATAG

S
Eooo

SIS

7
P
273

G G AR A G A e G A G e ey G e

TATGATTGGATGGATEATAG

\me )

RI48

| ACATATOOOTOUA TGN TON

TS
SRR

SUR I

SACATATGUGTGGATGGATG
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81493

SGUEL
$i433 J493
BV T U B, T
S8 TR Py ACACRTOTTOATTIACTIGYC B 33
INER2 UROGH
RPUIE
GROG
GROIG

GAAGATATGOGTOGATGGAT & 33

SATACACCTTOATT ALY 38 I

ARALACADCTTOATTTAUTG 3% 33

CRAACACRUOTTCATTTALY &1 Ri&S

TCAARCALACOTTCATTIAL 23 R

TTICARAATACALOTICATYY Ril JIR

RN
QRUGE
URQGT
QR

[0525]

AAF,
Lzk
b
B

s

TUTRIAAAUACATETIONTY

QRN
PSR
QRUHY
RN
RUSSHEE
RRGEF
THRN
PHINN
$38813

GUTTTCARRACATCTTOAY 32 3¢

GLTTTTOARRIALATCTTEA i 3

TOETTTPCAAACALCACCTIC 87 332

S0

CAAAAMAGAGAAAAGTALAR 32 333

BRALFS SIS SGAAGIGATATATARICES §3 R
SHOHY ot AGAAGTOATATCATATOCTA | 63 &
SR 3N : AAGAARNTHGATATUATATILH B RN

FR A0 FR SHAA

[0526] 5416 : FH 5-10~5MOE 7] [ 44 X5 SH-SY5 Y 241 g, 7 ) A 2T 88 13 1Y) 57 = A0 g 1k e SCH
[0527]  EPesk B IR A 78 00 e IR 5 25 v A4 A M il v 2 I mRNAR [ B 44 I FLZE & Pl & R
£ SH-SY—5Y 24 ffa o LAt o 45 40 B LA A £ 20 , 0004 41 o i) 55 132 3 il o ELASE Al 28 L, 1T
WTFRPFEEN0.625uM, 1. 25uM. 2. 500uM.5. 00uM. 10. 00LMAI20 . 00LMHK B 11 iz X A%
P e AT L 167N (R AL RIS A2 F5 5 40 M 43 BSRNAFF: FLd i & & SE A PCRI & T 2% I mRNA
BB AT NS T AR AR TS3104 I EmRNA £ & o M 45 f13 i RIBOGREEN® | & (1) 44
RNA T & VA2 TaE FImRNAT & 45 1L 2 DU AR T R b 280 B AT e 4 © 2 o b o 7R
SRR AR A, TE FAmRNA S & DL A R AR E R A AR

[0528] %8
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§.6238 138 58 309 WO | opa
M g uhd wM uM aM
17 R 33 T3 X1 8K
30 A8 &7 K1 92 a4
8 6 26 44 Hix 83
10 12 23 38 82 9
10529 3 10 2 3% ) &1
& 16 :F 3 R3S R
o ix T 7 6 K
& 47 &4 84 8X 43
{ {8 34 &1 74 A
,,,,,,,,, 13 20 23 47 CLTR R .
[0530] S8 7« b AT B A Bk 2 T R T PR — Wi A% ) SR PO MOE 7] B 4 o SH-SY B Y 24 Jfd v 1)
N8 A e ST

[0831] ot afnl vis AR I I L SEA% H R I HLIE A4 40 it Hoxk v 28 I mRNA ) 5208 o 75 2
HRURFR XM — BRI EL IS WA SOGEZH R AL 4 R BT LU SRy &
PR R o AF A H 2 AL, B8, 000nMI SUSEAZ A B 4 JL 35 37 (1) SH-SYS Y AHI Y o 71 29 24/ 1N ) 4k
FR A 5, GH 4 B RNA S HA L 52 & SERFPCRIN & 188 (AmRNA S & ofF F A5 519 4R %
ZARTS3104 90 EmRNAS & . HE 48 i@ 1 RIBOGREEN® I & 1) S RNA S & 18 % 182 (AmRNA &5
B o 45 5L 5L TN AT R A 38 X M A ) T B 1 3 b

[0532] "R R A R LR T 5 10-5MOE 8] BE 44 o [ B8 44 11 K 52
N0 % H, Hop bl ] R BB 5 1012 - U B 9T HAES J7 A3 i el B & HAES
MZH R B .5 REP S MZE NS BB P RESMZH R G2 -MOBB i . /£ 84
T A ) B A o (1) A% 7 ) S A o A O I I S S Tl I T B o 7 A 1 1V B A v %) P A i
WE B 35 b FR L g o A2 AT OB AN AL T IR A% ()5 o °s™ Tt 4 QU 1R I
FH O fanEIR RS . AT f FR AR N SSEER F B H ) B A BT SR 1) (1) S SIS ()
AT o “Se A7 s F8 7 N SEFE R 7 20 A B 1) B 4 B 8 ) 1) B 3 37 A%

[0533] "R H BT FI A R A 8] B A4 B 1] £ A SCH 4R 8 NSEQ 1D NO: 1 (GENBANK SR 5% 5 NT_
010783.15, [ #Z%H#9240000% 93810004 47) M ANt RERNAFT] AEA TS E N
SEQ ID NO:2 (GENBANK% 55 NM_001123066.3) B{SEQ ID NO:3 (GENBANK# % 5NM_
016841.4) (INZETE FAmRNAF T 210 1280116 1 I 45 TR BREE 1) 26 A S 4 2
NSEQ ID NO:5 (GENBANK% 5% 5 DR002467.1) \SEQ ID NO:6 (GENBANK% 5% 5 NM_
001203251.1) BLSEQ ID NO:7 (GENBANKE: 3% "5 NM_016835. 4) ({1248 :mRNAJT 31 o S 4% 1K A2
MRHE L LL100% TSR ] ) T BIE R 75 R T SRR P . n/a’ FaR I LEZATIRAN A
100 %6 T M B8 ] HEAN R 2 L 31

[0534] 29

[0535]  PHEE[AISEQ 1D NO: 1ARH3fE A B AT EE i A ik B2 — 4% £ () 1) 5- 10— 5MOE [A]
A4 Yok T 2 T mRNAF 30161
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TR

5 TLTTL ’s(‘«(‘ “‘i‘?{iﬁ‘x(ﬂ SCOREHT
WY < § AUEKE
R TOTEC :L‘“ 1\‘ AT AGC
SN (‘L‘(“.«\‘i\;\.{smﬁ‘_‘sw HHIDT AL

SETEYIV

S,

N

5 T OINE D SORONsER B
[0536] 86 iR | S 333
33 &R 24
AXTATY A‘\?&‘i & 33 ¥R X
t\?"itfil ‘&*“ﬁl‘f‘ ATCTOGA i) v IO
3 “i’?‘s‘?fij 87 R SRR

TAXAL i3 5843

ALHIAK KX R
TGN

COTATANIATTATCE
i'\\ T .:.“f‘*{ -ST( ‘33." {

X i‘(“ 3
BERATAY i{s\: i3 :‘I\ 7Y ki

SRV RS

SRNIONAEREY
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GUAAMGAGGAALCGAUGGIRNG Y 368 FOCUAENASRRNA AR
CATGRGTHEUY £ 4388 FOLDIESSISERESS T 180
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QQQARADIOCAGALETTCC 23 R A I
SR P TR TR 84 364 14488 SRMSOMRET 3R
SI3 TATOTHOCA 5% 4340 | sosconanaasoosd 38)

ERRI

TETARRTUAL AR

SRNVIAIT LSRN

N

CTHRRIIUR
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ST TACAL
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32
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SRS

3
~
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e
e

SAALAG TG

SONNRHERRAFRSL

26554
(LR
2

—

Py AR

3

XA,

RO A

ISR R

1

OSSR ASUTING

RiE

AXASTATARACOTOAM

GIXIEY

ALCTABIRRATTCREA S A G

S

SR

EESR GUNR TN

SRR

TATECTAL

HECTGEUMETG

AL ST A I RSRT

SRR

K AsLs.

SR

IHCCAMBIGUT TAGEAGREAR

3084

s

IRTCTHRARK

YPGTIRAGES

S04

SAUCOIHINLRAN!

13% CUAGTORANTTTUAGUTARK 5 TE SN Prntassiseass i8$
IR 1% TEATCACITCTRCCTTENNS 72 54
R3S TORRAXCRTYOOACIVEIETAGS X% £
R CTPTIUASSGRUTUARMINIAR 23
13331 ; ACRFEIALHACIEAUGCAUT B
[0538] SIINER ATOGC W
> LA ¥
§3 R i SOOOOEK
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e ‘ 3 SR TR

ETAANRUAL

SOOI RGINEROWHY
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A4 %5f T 2 FAmRNA ) 411l
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[0542] F11
[0543]  FHER[AISEQ 1D NO: AT A B A Il B s A BR — I8 1% EF [A) S 5- 10-5MOE ) B
A4 %51 T 25 P mRNA R 16

s 2
C s

[0544]

L GRAY s&G&”G il‘i“?\*f&& SR H X7
S GAGSIOGCEGEIGIINTAG 3 I SR
SN OGAGGURCHOUIUGATNAL ‘ i 133 $03
ST OTTGETQOUGHAGTIRITG 4 ing 04
RERA (sitt.‘.%i %-&(;\M}i? S\.istx PURKY 9 Uy R L MO N

FHRNNARARRERIITONS
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42 15
[0545] i 7
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2 R AR
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ORI S8

155 SER T SOO0OSHENE NG

333 AR T KON RERARIERARER
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B Bk e
#i4
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SITTETATG bt 222
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TEVEY '{'-\-*xi{“f‘-{.f‘t'l LAY 3%
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EEH SR "‘ir‘ CRGTEYOGULATONIRS & e R N TR E TAE AN AN S I S TS
IOMHT T EHWOTIRY ‘S CTTOTHIOOTS 34 HAT 1 AEE Unnsnweessheg 138y

3R T GUIRPOTTTOGAGI TG 37 S 7w
ey CTEGRETTGUTTAGT 43 wa { oWy
R SATCTHRICOUNGE 3 Wi
QRRET | OTCTUPCAGATE RGO % I

i85
430
REGAY 98

LRI

RGN SRR

C AT AUV QUGRIOTU TR 33 R B3
BIGE L ATORT | COBUTOCIGEAGTTRUC T By ™ iR

MHANSINSARSONN {4

RORO3E | 0BG CEACCTIOTTGGOHETCON T
RRGHY | NI % LR 24 537
PR AR
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i\NIS\i

[0546] S S o
SO

STTDOTIRLTR

R ERRR RS ES

3 ¥
.l\ ‘C’C 1( £y (f A L&) &7

waay | g4
SOVOOTRAIEIIEES | WY
HONSKUREOOR T 48

ST Jf"i RACA TR 3‘? 4%
T TORGERUTROGRE KA R o owE A

LTV b W S R B S S N AT 2 L SN SR & O
i;&* 3 \’»\“ SEHMITCASKIIUAS B8 :
ATCQATGEATETBRUTARTG I8 SR RS R SR SN A SRR & 58
ATTTTAUUBCACUTEE 1

RORGUEEESOORE AT

NN

[0547] F12
[0548]  HHEM[A]SEQ 1D NO:6F17 1 HAG B Al R s ANk iR — 5 1% 57 W) S 5 10—-5MOE [a) B
A2 Sof T B A mRNAFE) 371 1

B KRG
H Y S S B -
\‘f.; \_%ﬂ o ,t" = &% A ‘3‘.. i
§ APy !}_.“ N £s§
3 Sy ;
3 7 RIS HRE IR B 'Q
[0549] 3 " NI SN ;.i
$38
23 £41
R ‘*‘R“%A{“{‘M{*;{ AL u G N 0y
3 REI 'Y;‘x‘i‘i SRR i3 433

[0550] %13
[0551] PR &E[A)SEQ 1D NO: LRI EL A i A Sl iR i A R — R A% 7 1) S 5 1 0—-5MOE [R)
A4 56F 2 I mRNA K 407 i)

RIRK
103

[0552] NO» ¢ T R i
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AGTTGR it 3
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ACHRTAGACAATAL \pe 38 R S P51
AR TTORERAUATT f ik STOONSESARES OO | 4
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[0555] 14
[0556]  HHAR[A]SEQ 1D NO: 1131 E A i A 1ok i s A0k BR — B8 A% 1 () §E 1) 5—10-5MOE 8] [
AR 357 T B F mRNA PR 161

NgE R s .

s N N .
[0557] F N 583 :s
% : O
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[0559]
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[0560]
[0561]

A4 %5f T 2 A mRNA ) 411
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[0563]
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SARRNE
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LR T Q00
f113:3 B SROE
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RN TGUAARGOUAG
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i
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s
L
e
o

FR AR SEMT L BRITCCAGRUATTIBIRCAGRY
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STFHEE 1 LII0NY 1 136001 | BOUITCCORATTIISTA
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[0564]  [SUaeT | 33196 NN CACCCAlAn
GEASGY 13N ERR w0 R
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YRR RIS 133 CRPTTRATAUAY R NN AN NN
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[0565] 16

[0566]  FHEE[A]SEQ 1D NO:5A16 1) H A i A Sl R s A iR — I8 A% 7 () S0 5 10—-5MOE [R)
A4 5t T2 P mRNAFK 31 1

\‘}XE“ WA

WA T AIORES AR ONS
B4 §sann
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[0667] bt S - o
SRR 3 3 i R

1ML 3 a4 3 ss | 8

SN 8 o8N 15 59 %

[0568] S 4818 + i 5 A i A R 12 s AR Tl 12— 6 % 1 () 2 (19 5— 1 0~ 5MOE [71) B 44 X SH-S Y5 Y 4H
L HH BN S T 8 1 R R = R 1 s S A

[0569]  iE$Ek B AT e I 2 V5 AR AN T T A mRNARY) [B) B A4 5 HLAE &R & T
FESH-SY-5Y 28 i o i DA ISR, o 45 20 B DL &5 120 , 000120 Jfa ) 35 12 44 O HLAE A 28 L,
WFFRFFEERI L. 250M. 2. 500uM. 5. 00uM. 10 . 00uMAI20 . 00uMK FBEI e X AL T BR ks Y . AE
2316 /N (1) AL PRI A2 S5 5 AZH 2 2 RNA S HLJE i 52 & SER PCRIV & 125 FAmRNA & & . 5 H
N5 REHZARTS3 104 EmRNA B & o AR an3d ik RIBOGREEN® Il & /¥ G RNA T &1
T AmRNAS & o 5 5 S IR T o A PR Sxof B 200 L 1 o 2 1 3R bl o FE R SR
P Ab FE 20 B A, T I mRNA B & DA R = Ao Pk 77 o 2 PRI

[0570] %17

[0571] Ny add el ald al uld
613118 4 &% T3 RN a3

92
3 %0 a7 54 93
38 AW W 60 83
3 ™ T8 %7 o

G137 S4 HE 84 A4 38

IRIR & I 83

%Ly
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'
R
Dok
5
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A
T
%
Yok
Eos
K

92 o 2R a8
[0572] Py e \ 3
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e 8 WoLowm 23
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IS 123 250 LR R O R
B 1 oaM M uM ul uM
I3RS W 61 ’a 91 90
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13287 3 H R2 K& 1
SIS T0 37 83 9 o8
H132831 W &7 Y4 B 91
113 L K3 Lt J3
[0574] [ Bi3i®&G @ 38 L 2 e B L B
T3 3 83
& TR Kb
3 : 3 83 93 &7
SIMRTL B 54 4 &1 8
a1 3402 i@ 38 3 K1 N
‘ 3 ¥ T2 3 Q6 23
52 &7 84 R
SN T 66 R4 91 93

[0575]  s241]9 : FH5—10-5MOE . 5-8—5MOE | 4-8—6MOE B 6-8-4MOE 1] [ 44 %+ SH-SY5 Y 2 Jfa. v )
NFErEE K A ]

[0576] it afn) vis AR I S SR H R I HLIG A4 40 Ut Hok o288 I mRNA R 5208 o 75 2
B TR KM — RVISEES I SCFAZE R - ISTS 61341 2t 578 7 Hr b o B4 SE
IS R 2T LN Bos B s 2 b o s AL %7 1L, FH8, 000nM e S TEA% H IR 5% e e AL
20,000/ 41 B 1% 25 JE R [R5 77 B9 SH-SYS Y AH i o 78 Z9 24 /N () AL R I HH 2 5 AT 95
RNAFF H# i 52 & S2 i PCRIN & v FImRNA 2 & o 3 A N 28 51 4R 5T A RTS3 104 EmRNA F
R ET RIBOGREEN® I & (11 S RNA S & 52 15 I mRNAS & . 45 L 2 90 A A%
TR X AR TS ] E L.

[0577]  "NERHEHT IR B K A R SCFERZ T B AR 1 TE 95-8-5MOE . 4-8-6MOE B 6-8-4MOE[H]
B 44 « 5-8—BMOE 7] B A4 1) < JE R 18N %, Horp O (AN R B B 5 8427 - S 9 HLAES
J7E AN Ty 1Al b A A 5N I B B4 . 4-8-6MOEIH) F& AR I JE R 184N % 1, Hop
O ) B BB 84N 2 B A% B I HLAES J7 IS T [a) b FH 43 AL 44N FH6 N i 1 Y 3R
B4  6-8—AMOE [|] B& A4 (1) 4 2 R 1 8%, Horbr bt [ BR BR AL & 842 -z 01 L AE
5 J7 WIS J7 1 A A e AN Z R B .5 BB R R AMZ T NS BB
R IZH B A 2 -MOEE A o £E T R (A BN R BE A4 (ISIS 613412BR4M) 1, %1 [ 4
HEJT N5 —sooosssssssssooss—3 , HHEREAN “s” AR AR AT BR B 1% A 17 88 5 HL L R
“OARRIEER BEAZ T MEE . ISIS 61341 200 4% A 83 P N5 —s000088888888880088—3
Horp A 7 ARR IR AT B2 R A% 1 [F) i I F H L ip A “o” AR TR IR — BR A% 1 W) B o 72 2N 55
A1) I A m 1 P A e g ik 380 g b FR R s g “HE SR A7 27 FRn NS IEDR 7 71 o o (A B
A I B 1) () s SE AT HOAZ T o “Ze b7 37 FR 7R NS BE DR P 51w i 1) B A P 48 [ 1Y) B e 3
(KRR o T 22 v B A1) (AN 18] B A 4 5] SEQ ID NO: 1 (GENBANK & 5% 5NT_010783.15, [ ¥
292400004 93810003 %5) .SEQ 1D NO:4 (GENBANKZ 3% SNT_010783. 14, H % 22624000
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2 2761000455) .SEQ ID NO:5 (GENBANKE 3¢5 DR002467. 1) BLSEQ ID NO:6 (GENBANK % 3%
FNM_001203251.1) o n/a’ fE7R X LFEAZ TR A LA 100 %6 B ML =) IRANHr 2 L R 771
[0578] %19

[0579]  FHEE[EISEQ 1D NO:1HISEQ ID NO:4ff15—10-5MOE F15-8—5MOE [f] [ 44 %f T 2% FAmRNA
EKl

BEQ L ARG
i i

o ‘:“’3 : .\E 3
&% e S S

[0580]
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pees SETTITRAATATCALETTE (! : ST o AR B
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