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12 W S A2 75 B AT SRR BRAL T 5 AR SR IR AR o (0 T 2, HAL 4, &R
S R AR Ay 2 20— A d R DR = DA KT 5 HL o 5508 BEAE it o AR I g mi R A 7 43
(RIS AHEL S SUCAE o B idim i R B P M ) AP IO AR 4R B 52 Wl 3 B sk BAL T

R S AR ) U
2R E SR 171, o iR 2 /b — Pimi REE R P2 )% B :miR-21,miR-191,miR-17-
SpAIHAH 5

3BURE SR L 5k, Horb prk & /0 — Fimi REE R P2 M) 1 :miR-21,miR-17-5p,miR-
191,miR-29b-2,miR-223,miR-128b,miR-199a~1,miR-24-1,miR-24-2,miR-146 ,miR-155,
miR-181b—1,miR-20a,miR-107 ,miR-32,miR-92-2,miR-214,miR-30c ,miR-25,miR-221 ,
miR-106af12 4 .

4 AURVESR UG Tk, Hodh Bridk se i e B < 50 5 e » B e, BRI , it , L s 4
Wit o

5. BURIEL R LB 7735, o BT i s fAcge 2 FL IR BT , HLBTIR 2 /b — Fhmi REE R 7247
W H :miR-210,miR-213FHH 4.

6. BRI E SR IR 775, o Brid seifss e 45 e, B 9, R AU e, Bigliise , BTk &
b —PimiREE PR ) EmiR-218-2,

T BUCRE SR 77, Horp Bk st Jg 2 LR , B FriR 20— FimiREER = 4i% H -
miR-125b—1,miR125b—-2,miR-145,miR-21 FIHH 5 .

8. UM EL R LI J7 %, Hovb BT ik SE A4 o2 e g et » ELPT kR 22 /b — PpmiREL R 2 M3k A -
miR-103-1,miR-103-2,miR-155,miR-204F1HH 45 .

9 AUMIER LI J712 o v i S A4 A APk 22 70— Fiimi REE DR P 4038 1

(1) Bk seAdcdes e FLR e , BT Ami REEH 701k H :miR-21,miR-29b-2,miR-146 ,miR-
125b-2,miR-125b—1,miR-10b,miR-145,miR-181a,miR-140,miR-213,miR-29a prec,miR-
181b-1,miR-199b,miR-29b-1,miR-130a,miR-155, let-7a-2,miR-205,miR-29¢ ,miR-224,
miR-100,miR-31,miR-30c,miR-17-5p,miR-210,miR-122a,miR-16-2F1H 4 4 ;

(i 1) P SeAfde 2 45 s , HFrdimi REE R =43 H :miR-24-1,miR-29b-2,miR-20a,
miR-10a,miR-32,miR-203,miR-106a,miR-17-5p,miR-30c,miR-223 ,miR—126%,miR-128b,
miR-21,miR-24-2,miR-99b prec,miR-155,miR-213,miR-150,miR-107,miR-191,miR-221,
miR-9-3F1H A 5 ;

(i i 1)Frd s 2 s, HFridmi REE ) B :miR-21,miR-205,miR-200b,
miR-9-1,miR-210,miR-148,miR-141,miR-132,miR-215,miR-128b, let-7g,miR-16-2,miR-
129-1/2prec,miR-126%,miR-142-as,miR-30d ,miR-30a-5p,miR-7-2,miR-199a-1 ,miR-
127,miR-34a prec,miR-34a,miR-136,miR-202,miR-196-2,miR-199a-2, let-7a—-2,miR-
124a-1,miR-149,miR-17-5p,miR-196-1prec,miR-10a,miR-99b prec,miR-196-1,miR-
199b,miR-191,miR-195,miR-155F1H 4 4 ;

(1v) BTk SEfd e & IR e BT ifmi REL R ™03 H :miR-103-2,miR-103-1,miR-24-
2,miR-107,miR-100,miR-125b—-2,miR-125b-1,miR-24-1,miR-191 ,miR-23a,miR-26a-1,
miR-125a,miR-130a,miR-26b,miR-145,miR-221,miR-126%,miR-16—-2,miR-146 ,miR-214,
miR-99b,miR-128b,miR-155,miR-29b-2,miR-29a ,miR-25,miR-16-1,miR-99a,miR-224,
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miR-30d,miR-92-2,miR-199a-1,miR-223,miR-29¢ ,miR-30b,miR-129-1/2,miR-197 ,miR-
17-5p,miR-30c ,miR-7-1,miR-93-1,miR-140,miR-30a—5p,miR-132,miR-181b—1,miR-
152prec,miR-23b,miR-20a,miR-222,miR-27a,miR-92-1,miR-21,miR-129-1/2prec ,miR-
150,miR-32,miR-106a,miR-29b—1 FIH: 414 ;

(v) Frids s a2 /T 2 B, ELFTidmi RIEDR P23k H : let-7d,miR-128a prec,miR-
195,miR-203, let-7a—2prec,miR-34a,miR-20a ,miR-218-2,miR-29a,miR-25,miR-95 ,miR-
197,miR-135-2,miR-187 ,miR-196—1,miR-148,miR-191 ,miR-21,let-7i,miR-198,miR-
199a-2,miR-30¢,miR-17-5p,miR-92-2,miR-146 ,miR-181b—1prec,miR-32,miR-206 ,miR—
184prec,miR-29a prec,miR-29b-2,miR-149,miR-181b-1,miR-196-1prec,miR-93-1,miR-
223,miR-16-1,miR-101-1,miR-124a-1,miR-26a-1,miR-214,miR-27a,miR-24-1,miR-
106a,miR—199a—1 FHLH 4 5 Al

(vi) ik scibde & B, HFridmiREED M1k B :miR-223,miR-21,miR-218-2,miR-
103-2,miR-92-2,miR-25,miR-136 ,miR-191,miR-221,miR-125b-2,miR-103-1,miR-214,
miR-222,miR-212prec,miR-125b-1,miR-100,miR-107 ,miR-92-1,miR-96 ,miR-192,miR-
23a,miR-215,miR-7-2,miR-138-2,miR-24-1,miR-99b ,miR-33b ,miR-24-2 I HLH & .

10 1281 521838 2 1 oA SEAR s BAL T AR S Ade s 1 RS HR I 7 v, A diE

(1) MIRE 5230 1) A it 200 SR RNA , DA BRI — 20 SIS IR SR T IR 5

(2) 15 BT 3R 80 55 108 480 1% 17 R 5 60 5rm i RNA-5 S5 PR IR S A% 1 BR ) RS 1) 2 22, AR At
DURRRE it B 28 1 5 A

(3)F b A i 2 52 18 -5 MG HERE it 7 A 1) R A8

Forp 22 /b —Phmi RNARAS 5 B CAR 48 78 45 52 03 1A SEAq s B304 T R A SEAA e 1) RURS:
H
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AT 2T ST R E TR/ RNAR 77 35 FNE &4

[0001]  ZKHiE & HIE 5 4201310493368, 1. HIiE H A20074 1 H3H VKA LFAN “H T2
W RV T SE AR 1) 35 TS RNAR iR A2 A7 1 v [k BH & R FRE 1 2 R

[0002] J&HH A :Carlo M.Croce,George A.CalinfliStefano Volinia

[0003] WU % Bl

[0004] A< BH A= B ER 4 /1 ok 1 [ S2 8 RE I 78 BT B9 0 £ 4:PO1CAT6259 , PO1CA8 153411
P30CA56036 %% B o UM HAT A W ) FE AR

[0005] AKHIHE

[0006]  JeiE PR A A 1) AN B2 458 AR ) A2 BIARIER 27 20 T i — A 32 S R i) o, 192 I8 [
FEGWHNZ — AEE, W52 — MR HIEEE K (Jemal ,A. % N ,CA Cancer
J.C1in.52:23-47(2002)) « ERBRE T , BRAE LA I VR B 25 B MISLAA 2 230 g e (191 &5
g, il , T, B0, BT PR R ) JB T & 25 B I N KB HE

(00071 540, i 20 ke A& oMb A I 2R 53 14 A B i 12 Wit B0 AR B Dol e il , 7E 35, I\ 44
S — LA A A b KA AT IR E (Simard, J. %8 A Endocrinology 143(6):
2029-40(2002) ) o 75 e U I H 148, 5 20 B () R0 28 O 22 SR IN , 115 51 i TRAE A2 3R
[ A1 PG WK ) 3= S AE R (Peschel ,R.E. f1J.W.Colberg,Lancet4:233-41(2003) ;Nelson,W.G.
NN Engl.J.Med.349(4) :366-81(2003) ) . HA Hi Z1 RS 1) 55 14 16 75 FUA - 350982 1
40% o QI RAEF AL A R BB RO I A0 5 2 Al S-S0 I 21 , 5 20 e 22 ] LAYG & (g i H
FAR) AR, WERAE N FT B IRY B2 f5 2 W ok, 5l 51 B i 2 B G 2 10 31
BRI o XA JE T 10 B MR A4S e M B JE (PSA) B I 6 O 22 58 Bl 1 e 10 5 BH 2 W, BEAS 2
R BUE ) AR PR (PungliaZE A, N.Engl. J. Med. 349(4) : 335-42(2003) ) . iX &
R 1% WAERE & S 2 b AR B P R H P12 W o 5 SR A2 VT 2247 D0 T S RE B i 12 6
B JERE I IR L8 A A 0 EE R B VT G

[0008] LM s A7) AR A2 U £ A Jeg R A O T AR T 1 58— e IR , £ 3% ] A4 5 i o b ok
180,000 4 {2 ¥ T ALK M i 2, — A b AR FL I O BEZR A D )\ 70 2 — o A BRCA LA
BRCA2IW K INAE % 8 Z 5 FL I I S S0 A% DR R b s AR B B A0 B (H B #TIE #EBRCAL
HMIBRCA2H & A8 W Al e 8 7 0 3L B A 1) 382 4% 5 & PE (Nathanson, K. L., %8 A, Human
Mol.Gen.10(7):715-720(2001) ;Anglican Breast Cancer Study Group.Br.J.Cancer 83
(10):1301-08(2000) ; fliSyrjakoski,K.,ZE A ,J.Natl.Cancer Inst.92:1529-31(2000)).
SR LRI IT AT T RE T , A1 FL I U0 SR ME LU S S i FvG T, 35 HAE FLIR
Jig B SR ) S A T ZR R IR GRS W VR T AR 7 0 .

[0009] B4R i , 45 W B W e A A 35 [ RTINS K 58 = B i 2 W B R (/e 2 Pk, 7
T A FLR e 2 0, A8 B Ve A T s AT 2 IR 2 5 ) « 82 B IE 22 2 A 1, /E20054F
LEBAL145,0008] 5 12 Wi 18 45 % B % %% 51 (Cancer Facts and Figures
2005.Atlanta,GA:American Cancer Society,2005. 7] Mwww.cancer.org/docroot/STT/
stt_0.asp3R1F,20055F 12 H19H Ui Il ) o 45 iy B e & 55 B AN 22K 55 14 A0 22 P Je e AR 1
()58 — RS DR (PR T I ) o
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[0010]  20044F 3% [F R A 1 4F K 3 JL-F- 28 A T AR A L2 3, 7 G v 931,860 4131, 270
(Cancer Facts and Figures 2004.Atlanta,GA:American Cancer Society,2004. 7] M
www . cancer.org/docroot/STT/stt_0_2004.asp3kfF, 200548 H21 Hvin) . B Jmak i e
A R PR e e 1) S8 3 B B2 TS (S W@ A TR YT R ARBURIT I & K AEHKIR
(Burr,H.A.,% A ,The Oncologist 10(3):183-190,(2005)) . tky7 7] LA A7 Lot 3 it i e
BE R IRI S, (LR IE 5 N I B A7 ZE B 520 A K

[0011]  7E3R[ , B4 AL 20,000 A2 W H B 9 o 38 B R E 22 2 Al v, 75200447 38 [ 5
FH22, 71003 128 E I B JE W # (Cancer Facts and Figures 2004.Atlanta,GA:
American Cancer Society,2004.7] Mwww.cancer.org/docroot/STT/stt 0 2004.asp3k
2,20054-8 H21 H Vi Il ) o A1 B AT LA RE IR B & A2, B2 W 7 sy T g8 O 4 2 i e .
W7 B A B HEF IR m A = .

[0012] 7t Y P, e i B b AT Fe e T s g iE o £ W FE T2 (Goodman , G .E .,
Thorax 57:994-999(2002)) . £E3E [ , Jifif A& 53 PE AN L MEIm REFE L 1) 3 22 R A . £E20024F
e 0 T 22 At v 2 134, 900151 , k8 1t FL IR B 21 e A0 85 e (X0 R o A R HE A o e 2
B WM ] S RE A0 T 1 32 22 IR AL, e —AH DG AR T W 28 B 78 K e v B S PR 38
[0013] TR AECWI I I B b B, BT A i A 38 1 TR AR R AN 2 213 % X 5 7Rk
Joa T3 IR AE J 0 I A 0 40 99 18] X1 46 %6 1 LA AR A7 ZR T O EE AHE  FE IR R TR Ly /e
> 116 %6 et 43 5 I, o 57 SO N R HE ) 5 (R AR 1 2 00 L 4238 31 0 2 Ji 42 L8 AN
Bl RAEAR o R RZAERE MU BB RE VR IT AT 1 HE A, I U7 SR Ak DL X2 i A
7o

[0014] AR, 17 T x4 iE T A S A4 i (9 i ) e, LI i, B i, 45 s » i
T ) 1) 5 S ) B RH DR S5 5 A A R IR 2 T i 1) = R — o 75 28 o S )
HA O RE I 183 4% 2 MR B MR B 7532 DA AT DA A ik 1 5 J00Aer B ANy 977 il 8 S5 7719
75 306 A7 8 o i 2 DR 19 AT DA 7~ T DA 3 0 1) D0 B 5 i 42 (4 oA FHZNBSOR 7+ &
254)) , el LS ECEG G TT , TR AR B G2 W H e e e i i 1 R R B

[0015]  Fa/]NRNA I 3k 5 15 A RNA (mRNA ) #1824 A2 FF 5| &0 6 10 R 12 300 ol B e AN o5 ML b 5
R L 35 R s 1) 3t DR R IR B — 2/ NI AE Gm P RNA o mi RNAR & B AN B H n FEAE VI R B N
5P 20 e 3 48] 20 A L A 4 R A R A M P T R T AR G mi RNAA Y 5 1) 2 R 1
FEHLH] (Cheng , A M. , %5 A ,NucleicAcidsRes.33:1290-1297(2005)) T4 R 7L KB ,
FEEmiRNAIK 7 RIS T 2 5 AW, B i 42 545 (Tshizuka, A. , % N ,Genes Dev.16:
2497-2508(2002) ) M AE o HLAR I , O A8 A NS P 94k 02 40 B 14 1 15 o K ImiR—-16—1 411 /8%,
miR-15affJ A4S 24 %Kik (Calin,G.A. , %5 A ,Proc.Natl.Acad.Sci.U.S.A.99:15524-15529
(2002)),

[0016] AR, ARANUIRARH 75 £ ol gk e I AVE 7 sS4k (B T 2R , SUIRIE , i, B
S, 25 Wi BRI ) IO T30 o AR R B AL T F T2 W e T 7 SE 48 B0 8 B 7V FZEL G40
[0017] A WIMEIA

[0018] A B 8 4 i i T 7E 47 E SEAA I vh H A B I 2K 7K I 7 B m i RNARK) 26 78
[0019]  [Alth, Ak BHAHE 12 W 32 6038 2 1 B SEA Jm B4 T R A S Ad i 1) IXURS: v (19 7
2 RYEA I B () 77325, 4 52 33 I DA it o 22 20— b RIE: PR] 7 (4 7K1 5 0k HEARE i o
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1) AH R m i RIS R W0 ) 7P AH B 552 o 5 0 RERE ot Hh FH 2 A m RS PRI = 0 ) A AH EE S Dk
FE it o I IR m RS DR ) ) A1 228 (A an 388, BEAIG) » 578 5 32 il B SER s Bl AL T
R A AR ) RS TR o i SEAA e P DA 2 U ) A% B M S A4 2 2R K A RO AE o AF B U S
e, BTk SeAR e 2 B R FUIRRE BRI , 45 W , I s BT 2 s o A2 BAR S 7 S8, i
R SEAR S AN T LR T BT ZU RS , ol 5 B e

[0020]  7E— /sty = rp, 75 DGR RE i rh & 1 &2 D — Fimi REE R P2 3k cmiR-21,
miR-191,miR-17-5p ML A o £E Fy— AL T7 2, 7R MRS & p &1 22 2D — Fhmi R
R =% B :miR-21,miR-17-5p,miR-191,miR-29b-2,miR-223,miR-128b,miR-199a-1,
miR-24-1,miR-24-2,miR-146,miR-155,miR-181b-1,miR-20a,miR-107,miR-32,miR-92-2,
miR-214,miR-30c,miR-25,miR-221 ,miR-106aF1H4H 4 .

[0021]  FE—ANSLJT7 &, BTk SEA de 2 L B e, HAE DA I & 1 2 20—
FibmiRILPH P23 B :miR-210,miR-21 3R A & .

[0022] 78 55— ANSLitE)T 2, ek SeAdds 2 45 s » B e, 10 2 e SR e, ELAE Dk
FE I 1) 2 2D — Fbm i RIE R 7= ) 4Em i R-218-2.

[0023]  fE— KRB LT R, Bl S Ag e 2 UM e, HAE IR S U= ) 22 b —
miRIEEH P2 H)3% 1 :miR-125b-1,miR-125b-2,miR-145,miR-21 FIFLLH 4 o 76— AN AHIE STt 77
e, Pk SeAA g e FUMR R, HLINCAE i 9 22 20— Pimi REEDR M) 16 H :miR-21,miR-29b-
2,miR-146 ,miR-125b-2,miR-125b—1 ,miR-10b,miR-145,miR-181a,miR-140,miR-213,miR-
29a prec,miR-181b-1,miR-199b,miR-29b-1,miR-130a,miR-155, let-7a-2,miR-205,miR-

29¢,miR-224,miR-100,miR-31,miR-30c,miR-17-5p,miR-210,miR-122a,miR-16-2F1 4

I
= o

[0024] £ 5 — A5 T7 R, BTl S d & 25 W » L OWAARE o AR 1 22 20— Fhmi REE R 77
Wi 9 :miR-24-1,miR-29b-2,miR-20a,miR-10a,miR-32,miR-203 ,miR-106a,miR-17-5p,
miR-30c¢,miR-223,miR-126%,miR-128b,miR-21,miR-24-2,miR-99b prec,miR-155,miR-
213,miR-150,miR-107 ,miR-191,miR-221 ,miR-9-3F1H L 5.

[0025]  7F 5y —NSLta )7 2, BTk SE 44 2 e, EL A i m i RIS DR = 3%
miR-21,miR-205,miR-200b,miR-9-1,miR-210,miR-148,miR-141,miR-132,miR-215,miR-
128b,let-7g,miR-16-2,miR-129-1/2prec,miR-126%,miR-142-as,miR-30d ,miR-30a-5p,
miR-7-2,miR-199a—1,miR-127 ,miR-34a prec,miR-34a,miR-136,miR-202,miR-196-2,
miR-199a-2, let-7a-2,miR-124a~1,miR-149,miR-17-5p,miR-196—1prec,miR-10a,miR-
99b prec,miR-196-1,miR-199b,miR-191,miR-195,miR-155F1FLLH A o

[0026] 7% 55— NSEht 7 2+, BTl e 2 e i, BL7E 0B & rh 2 ) 22 D — FhmiR
FER % E cmiR-103-1,miR-103-2,miR-155,miR-204 FIHH & 7 — MLt 7 &
BT IR SEARRE 2 BRI, ELIIRE 5 R I mi R DR P2 036 B :miR-103-2,miR-103-1,miR-
24-2,miR-107 ,miR-100,miR-125b-2,miR-125b—1,miR-24-1,miR-191,miR-23a,miR—26a-
1,miR-125a,miR-130a,miR-26b,miR-145,miR-221,miR-126%,miR-16—2,miR-146 ,miR-
214,miR-99b,miR-128b,miR-155,miR-29b—2,miR-29a,miR-25,miR-16-1 ,miR-99a ,miR-
224,miR-30d,miR-92-2,miR-199a-1,miR-223,miR-29¢ ,miR-30b,miR-129-1/2,miR-197,
miR-17-5p,miR-30c,miR-7-1,miR-93-1,miR-140,miR-30a—5p,miR-132,miR-181b—1,miR-
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152prec,miR-23b,miR-20a,miR-222,miR-27a,miR-92-1,miR-21,miR-129-1/2prec ,miR-
150 ,miR-32,miR-106a ,miR-29b—1 FIHLH 4 o

[0027] 7% 53— A SEHE T SR, Pl SeAR g A& w0 &1 B, LA o A m 1 RIS R 7 ) 3k
H:let-7d,miR-128a prec,miR-195,miR-203,let-7a—2prec,miR-34a,miR-20a,miR-218-
2,miR-29a,miR-25,miR-95,miR-197 ,miR-135-2,miR-187,miR-196-1,miR-148,miR-191,
miR-21,let-71,miR-198,miR-199a—2,miR-30c ,miR-17-5p,miR-92-2,miR-146 ,miR-181b-
lprec,miR-32,miR-206,miR-184prec,miR-29a prec,miR-29b—2,miR-149,miR-181b-1,
miR-196-1prec,miR-93-1,miR-223,miR-16-1,miR-101-1,miR-124a—1,miR-26a—1,miR-
214,miR-27a,miR-24-1,miR-106a,miR-199a—1 F1HH 4 .

[0028]  7F 5y — MLty 2, Bk e 44 2 B e, B H m i REE DR = 1) 1
miR-223,miR-21,miR-218-2,miR-103-2,miR-92-2,miR-25,miR-136,miR-191,miR-221,
miR-125b-2,miR-103-1,miR-214,miR-222,miR-212prec,miR-125b-1,miR-100,miR-107,
miR-92-1,miR-96,miR-192,miR-23a,miR-215,miR-7-2,miR-138-2,miR-24-1,miR-99b,
miR-33b,miR-24-2F1HH 5.

[0029] i H ARG E AR 52 AT FE RN AR 2 B R (191140, 58 BB 58 ERT-PCR, RNAE 128
KT VL ZRAS K I, A DA 22— PFfm i REL PR P2 0 7K o 8 — AN BAR B Sz 7 &
W P& A D i REEDR] 7 M AKCF « AER 18 523 1) U AE ot 100 5% SRNA, LS i — 4
AU N R IR, AT I oA S S B U % IR S — PP B 2 Phmi RNA-HF e PR ST A IR R A
(i, 545 U Pmi RNA-Rr i MEBR BT S % 1 IR B AP F 2258 ) 5 LA R AL IR o () 242 13
FEOF Bl A i 2R A8 T 5 MOGE REAE it 7 AR ) 2R 581 o DA i 22 2D — i RNA R (5 5 AH
X T HEAE i ) AR AL FR 7R A8 S B SEAR i B T A AR S AR 1 AU o A — MRS SE
77 S R TR 5 A Sk B TN IR R — PhE 2 Fimi RNARImi RNA4F S PEER B 55
W PRI 51 2448 :miR-21 ,miR-17-5p,miR-191,miR-29b-2,miR-223 ,miR-128b,miR-
199a-1,miR-24-1,miR-24-2,miR-146 ,miR-155,miR-181b-1,miR-20a,miR-107 ,miR-32,
miR-92-2,miR-214,miR-30c ,miR-25,miR-221,miR-106aFIHH 4 .

[0030] A BH A1 A0, HE I il A A7 BOp M58 S SEAd e (9 o mi B e » B o, IR , e
FURRIE » 45 P ) B 200 38 10 I8 A 1R v, Fvp 2k 3 T 4 i vp /) 22 /0 — Bhmi REE [R 77
WA R (), g T, SR TR ) o & DA B m i REE DR 7 ) A e 4 B P R TR T
I, %7 S i A A= R S I mi REE DR 742 9 8 1 AR A Blm i R22S DR = A B AR A 1 A
Wi T B s AT 1152 4 2 R e AR P 385 o AE S — NS T R, Bk 2 2D — gy B I
miRFE R P H3%% H :miR-145,miR-155,miR-218-2FHAH G A DNRFE M L7 9, Frik
mi R PR = AN f&m i R-15a8mi R-16-1 o 4 53 /b —Fh 4355 (¥ m i RAE PR 7= ) 7 9 40 i w34 = 1
IS TV, ¢ 52 e A SE I 2 D — B T30S ik 2 b — Fimi REEER 72411
FKISFIWA Y (FEAR TR FRAE” 9 mi R AL A7) 5 M 30 1] 52 35038 Hh e 40 B 1 34 5
TE— MR BRI SEE T b, Frid 2 /0 — Filidimi RE A AL SR B R mi REEF 724
0 B PER :miR-21,miR-17-5p,miR-191,miR-29b-2,miR-223,miR-128b,miR-199a-1,
miR-24-1,miR-24-2,miR-146 ,miR-155,miR-181b-1,miR-20a,miR-107 ,miR-32,miR-92-2,
miR-214,miR-30c ,miR-25,miR-221,miR-106aFl HH 5 .

[0031]  FE—ANFHICSE I 7 S v, $ i 52 5l 35 A e R AR B J7 38 A ELE T iR A0 B8 Bl e
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SR T 4 M /D Pm i REE DR P M1 B, R 48 M md RIS R = 2 ) 7K P 550 RE 4 i
FH N [ m i RIE: DR] 7 4 149 7K ST A X B o 2 R 40 B v m i RIS R 7= 4 (1) 298 2 R (481 4, ik 2 1
LGRS AT T MR, U A R A A B B & /D — Fhmi REE R I &
FE—ANSEHE T 2, 7058 41 o A i mi REE DR P29 ) & /N T 70 % HE 40 B (45 4 22 A R4
Ji) RIS B mi REE R P I &, KA 2= B8 & T 1 I mi RIEE DR 74 L 5 B i A8 AR Blimi R
S TR 7 A B AR ) A A VR R BUE FH 25 52 T8 FH T SR 5 &R (W m i R IR 7= ) 60, 4%
miR-145,miR-155,miR-218-2F1ILL &, DA S H'E o AE—AMFr B I SEHtE 7 S, AT idmi RAL [A]
P miR-15a8mi R—-16-1 . 7 55— AN SEHE 7 &, 7ER8 4 o R A ¥ mi REE K =4 1) =
KT 5 BE 2 (91 2 22 A BE A ) oh 3k imi RIE R P2 01K &, I8 A S & D —Ff
FH T 400 Bfr s 22 /0 — i3 1 i mi RIS (R = W01 3R I8 B A A Wit F 45 5233 o 3 T4
il FTIA & /b — Fhmi REE R = M0 RIB WAL S5 EH HAR T, #HniR-21,miR-17-5p,
miR-191,miR-29b—2,miR-223,miR-128b,miR-199a—1,miR-24-1,miR-24-2,miR-146 ,miR-
155,miR-181b-1,miR-20a,miR-107,miR-32,miR-92-2,miR-214,miR-30c ,miR-25,miR-
221 ,miR-106af1H A & 1 FRIEMIILEW

[0032] AR BH ARt T H TR T SEdm (B et 7 ke , B % , TR » i » LI
i) WM G AE— DT B, ik 29 A S-S 20— i S K miREE A
PN B RS2 R R AR AR E ST R R, B & /D — Fhmi REE R 0t BT
TE 38 4 P 1 R 7T L A %o B A0 P2 AR I m i REE IR P o 7E LSS S S v, i 43 8
(K)miRIE R = M)3% H :miR-145,miR-155,miR-218-2F1HH 4 .

[0033]  7E 5 — AL Ts £, KRR HBZMA GG 20— Milltini RRIAK AL EY)
22 RS2 A o AE— N S8 T S, BTl 28 /b — P film i R IA (1) 46 A Poxs
TE 38 40 Hh (1) 08 KT A0S BT B v (19 Rk m i RIE R P2 W0 A i 7 P 1) o 70 R L S
W, BRI i REIE B A A W1 B R IR B — PP B2 Fhmi RIEDR 7= 1) 2 e 2 R Y cmiR-21,
miR-17-5p,miR-191,miR-29b-2,miR-223,miR-128b,miR-199a-1,miR-24-1,miR-24-2,
miR-146,miR-155,miR-181b-1,miR-20a,miR-107 ,miR-32,miR-92-2,miR-214 ,miR-30c,
miR-25,miR-221,miR-106aFIHH 4 .

[0034] A AH A0 55 45 s Py 6 A= bl 70 140 07 v, LA 4 o At g B A D3k 77, AN =
1 B D — Fimi REE DR P2 W) B K o AE— AN S0 7 S8, 5 VAR 45 Al M B A ik
I, FHI 5 s A (B a0 a7 e B e, BRI e , LIRSS &5 e ) B IR Rk K
S SR A2 D — Fim i REE R = P 7P o 5 A 3@ 1 0t HE A0 B AH EL L B 40 B o i idim i R [A]
PRI AT 38, F8 7R 25 TR IR R AR 3 ) o 78— AR e R S g b, Bk 5
S AT A P P AR ) RIS KA DR 22 /D — Fhm i RIS (R P 03% B :miR-145,miR-155,miR-
218-2F1HH 4.

[0035]  fE e sty b, i VA , 4 4N R AE IR, AN 2 5 s iAo b 38 in i
RKIEACFA RE 2D —FhmiREE R P HI 7K o 5 5 38 1o RE 48 M AH LE 5 i ok 48 i Hh B ik
mi R D] 7= W 7K P 1 B AR, 6 7 8 DU 002 Iy 8 A 35010 o 76— MR e 19 SE T 7 %6
Hh, i 5 SE AR e 48 i b 3G N 2R IA KA R 2B D — PimiREE R P& B cmiR-21,miR-
17-5p,miR-191,miR-29b-2,miR-223,miR-128b,miR-199a—1,miR-24-1,miR-24-2 ,miR-
146 ,miR-155,miR-181b-1,miR-20a,miR-107,miR-32,miR-92-2,miR-214,miR-30c,miR-
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25,miR-221,miR-106a M HH 5 .

[0036]  fff & faj ik

[0037] AR RIS HIE SO & F 20— IR b B & A R A B AR & R SE R IE A
FEHE DU AR 3R 0 SR I SO M 2 G B k.

[0038] &1 iid T AR RO PhSLAA e (THIHR ) FIAH KL IE 2R 540 BE it 1 SR 2K 7 o 7
P ARE FImiRNA (n=137) 8K E KRR KT (U 22 S BR ) 5 T 24250 % (1 73 B BE
() BRI (256 ) [ IR 28 o B 21 LA A R o, FF43 HGene Cluster 2. 04R#EAL o 1 FHAEH
O SRR &, AT ORI R 2 R 4R 7R B BRI P B/ RNATK R AA 7K 5 7
B2 5.

[0039] 2 T 73/ INRNAR IS ZUAR 1K HE 1B 0 # o Ik i FLIR - 465 W - i B e w7 %1
A (IE AL ZIAT MR ) 5404 BE i (FE B T AR B BB/ RNASE , 52 H 0y , HE0H AN RRAE
FRAEAL o FEARE i GKCF 7 1)) FHRRAE (B L7 1)) b B BT 40 20 5 28, LASP 2 QIR 2 JR
RRRIAE R ARAVE B 5 o 15 5 AR FE 7R ZE B (9 T0030 , mi RNA G FRAE £2 T 4R EH I DFR 7R AE 6 5
H, ERA A ] B A3/ NRNATT DL R AS [ ) SEAZ 0 R 0 = o € §8 7 A6 15 B8 P (9 /N RNA T
RKIEKP 5P AER 2 5

[0040]  WEI34#kR T S A (TR ) < H) 22 53 1 17 A mi RNARY R 1A o AR T 723290 % 1y 2 21
SRS AFAE R0 1R/ INRNA (G M) o B IR T 7E Logofe Ak BN B HA I B/ RNA R P 35
Y of XA X S A R L 2B Rg 4 2R R BT R oF S IR DA BRI~ 24
i, JFE FGene Cluster 2.04x#EA A% FHIR 1 AR PR S5 , BEAT P30 IR 26 .

[0041] P[4 T 15 % 275 % 1 SL ARS8 FH A7 /5 I mi RNARY I 1) R BB Ak, Fodh 5 1R 3
d AHEE s FEAS TR R AL o (TR0 ) o 39 22 2 1 g e B R T2 8 s 1 P38 A5 U Ak (R he
FERET TR ) (1) Logo it A o X >k [ AH [F) 2 23 85 g 2 23 24 (%) i A3 i, U1 S50F- 3904 DARE 51
(¥~ F M A O, H{E FGene Cluster 2.0FR#EAL 3 HEE PO SRR &, AT 3R
BRIE.

[0042] V|53 T 753 2250 % [ SEAARIRT (1) REAE HH A7 7E (¥ m i RNAI) 2RI 1 550 A8 6 (e A
T IEHE RS o B TR T PR H0B A0 CRE AN T 1R ) B Logof& 4k o X 2k 1 AH IR 2H 418K
Jitgeg S 2R LI i A R TE BT IEL CABE R RSP 38 (B o0y , FF A8 FHGene Cluster 2.04%
HEA AT FHEE P O DR S &, AT PRI R S

[0043]  WE6ARIR 2 TEE R~ T gmbdie 8 1 I AN IR 2 BRI 1 37 UTR {15 B e 1 fl NRNASE
IR e R Y o K R O R R AR ) A X BE 3 (R AR Ak ) AR T A H g e 2 B RS A
1. PLAG , Z JE BRI 5 1R 1 s TGFBR2 , 5 A AR KPR F-BAZAA T T s Rb , ALY B89 241 iy 24 A o pGL—3
(Promega) FI{E 4384 .miR-20a,miR—26a—1 fmiR-106 ZERNA(FF X, 1B Z%) F T- i 4 A T
R T AE AR SEmRNAR) 58 AR A (He /5 mi RNA—ZR i FLAMOZ 21 (MUT) ) VR A it HE Y 58
TS A I — U AT 20 (n=6)

[0044]  VE|6BH# A 1) g 1 BN 3R I, 78 5 L iE (o anfiiiee , FLIRIE 45 e, BB &) RB1
(Rb) # AR KPR I SmiR-106a3 18 7K P[4 51 AH IS B-WLEN A FEARHEAL I X BN,
TEH RS s TURAT2,, R

[0045] P 7THEARIRNAED 128 7R 15 IEH 6 oAH b FLR S AR (P R B AR5 R %) FmiR-
14518 Y77 (TO) FlimiR—-21 R IA 1) 3 & Y7 R « U647 7 1t R & BEAT bR ek o

9
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[0046] P& QHH AR FIRNAEN 18 7R T 5 1B K2 (K &R F) AHEL , AN [F] P 43 WA J6R JU 6 456 b
(WDET , 7344 R 471 R JUR P 43l Jv 98, WDEC, 434k R T () JER MR PR 433 » FHACC , fig it i v 4
S8 ) Hmi R-103 (1) 34 & 15 Flm i R—1 55yl 1 75 (T00) ik, DA R 5 IR FE i (KRB AA
Ay WA/ TE DRE ) (NF- 2R 51 R b AHLL , R & 22988 (F R 31) mi R-204 (JIGHS) 2214 1) 14 & 14
W5 AFHINTES RNARE 1 IR E , AT AR AEAL o

[0047]  ZHHVEIAR

[0048] AU B #E LT, 5 105 1K X B 40 S A B, 78 5 R [R) Se A0 an 45 B e < 15 0 < i
H e Fidees < SPL R TR B Bes A 9 0 0 i i (1) R R A DU TR A 2 mi RNAT) 45 78 o

(00491 fAR SCr B I, “mi REE[R 72420, 773 /DRNA, ““mi R, “ B “miRNA” & 452K FmiR
S DR 9 A 0 T (i 4 ) B8l 3k 49 (A G ol 2 ) ) RNARS 4] o 1HH T mi RIEE DR 7 ) AN 12
R (1, ARGE “mi REE K 7= AR & (o A0 T i REE [R5 S{ A FRAE "mi RAT 4R 75K "mi R
prec”, HHE QG KERNLT0-100 1% B FIRNAKL F 4 omi RET 44 1T LA A RNARKE (4140,
Dicer,Argonaut, BURNARG LTI (440, KA AT BERNARG L TT) ) WAk N TR A v P 1 19-251 1%
HERIRNA S ¥ o %A WG PRI 19-25 M Z AT BRI RNAZ BB AE 7 in ik (8 “mi REE A P4 5k~
R “miRNA

[0050] P37 ¥ 1 Y 19-25 A% HF B2 O RNA 2~ ] LU I R AR Iin T3 42 (A3l 2t , £ ) 5 4%
41 e B AN M 24 AE A ) SO A N s & (i, 48 a3 BN LR, Bl S I Dicer,
Argonaut , BCRNARKE T TT) Mmi RATH44F 21 o N 43R AR , BT IR A3 PERT 19-25 % BRIRNA 7> F
AT DL I A M B 2 A BB R AR A AN MAmi RBT AN T o 2478 A S o FH 42 R4 K247/ INRNA
I, Z AR R R AR R R TR 3, BRAE A B .

[0051] K 1aFli1bRIR 1 45 e T AR ARG T/ NRNAR) RZ 7 1R 17 271

[0052] K 1la— AF/NRNAHG 47 %)

[0053]

R AR F5 (57 E¥)x SEQ ID NO.

let-7a~1 CACUGUGGGAUGAGGUAGUAGGUUGUAUAGUUUUAGGGUCACACCCACCA
CUGGGAGAUAACUAUACAAUCUACUGUCUUUCCUAACGUG 1

let-7a=2 AGGUUGAGGUAGUAGGUUGUAUAGUUUAGAAUUACAUCAAGGCAGAUAAC
UGUACAGCCUCCUAGCUUUCCY )

let-7a-3 GGCUGAGGUAGUAGCUUGUAUAGUIUGEGCCUCUGCCCUGCUAUGGGAUA
ACUAUACAAUCUACUGUCUUUCCU 3

let-7a—4 GUGACUGCAUGCUCCCAGGUUGAGGUAGUAGGUUGUAUAGUUUAGAAUUA
CACAAGCGAGAUAACUGUACAGCCUCCUAGCUUUCCUUGGGUCUUGCACY | 4
AAACAAC

10
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[0054]

AGCCAUCGCA

CN 105907842 A 8/72 1
AL AR A5 (5 EI)x SEQ ID NO.
let-7b GGCGGGEUGAGGUAGUAGGUUGUGUGGUUUCAGGGCAGUGAUGUUGCCCC

UCGGAAGAUAACUAUACAACCUACUGCCUUCCCUG 5
let-7c GCAUCCGGEUUGAGGUAGUAGGUUGUAUGGUUUAGAGUUACACCCUGGEA
GUUAACUGUACAACCUUCUAGCUUUCCUUGGAGC 6
let-7d CCUAGGAAGAGGUAGUAGGUUGCAUAGUUUUAGGGCAGGGAUUUUGCCCA
CAAGGAGGUAACUAUACGACCUGCUGCCUUUCUUAGG 7
let-7d-vl | CUAGCAAGAGGUAGUAGUUUGCAUAGUUUUAGGGCAAAGAUUUUGCCCAC
AAGUAGUUAGCUAUACGACCUGCAGCCUUUUGUAG 8
let-7d-v2 | CUGGCUGAGGUAGUAGUUUGUGCUGUUGGUCGEOUUGUGACAUUGLCCEE
UGUGGAGAUAACUGCGCAAGCUACUGCCUUGCUAG 9
let-7¢ CCCBCGCUGAGGUAGGACGUUGUAUAGUUGAGGAGGACACCCAAGGAGAU
CACUAUACGGCCUCCUAGCUUUCCCCAGG 10
let-7f-1 UCAGAGUGAGGUAGUAGAUUGUAUAGUUGUGGGGUAGUGAUUUTACCCUG
UUCAGGAGAUAACUAUACAAUCUAUUGCCUUCCCUGA 11
let-7f-2-1 | CUGUGGGAUGAGGUAGUAGAUUGUAUAGUUGUGGGOUAGUGAUUUUACCE
UGUUCAGGAGAUAACUAUACAAUCUAUUGCCUUCCCUGA 12
let-7f~2-2 | CUCUGGCAUGAGCUAGUAGAUUGUAUAGUUUUAGGGUCAUACCCCAUCUU
GGAGAUAACUAUACAGUCUACUGUCUUUCCCACGE 13
let-7g UUGCCUGAUUCCABGCUGAGGUAGUAGUUUGUACAGUUUGAGGGUCUAUG
AUACCACCCGGUACAGGAGAUAACUGUACAGGCCACUGCCUUGCCAGGAA | 14
CAGCGCEC
let=71 CUGGCUGAGGUAGUAGUUUGUGCUGUUGGUCGEGUUGUGACAUUGCCCEE
UGUGGAGAUAACUGCGCAAGCUACUGCCUUGCUAG 15
miR-16~1-1 | ACCUACUCAGAGUACAUACUUCUUUAUGUACCCAUAUGAACAUACAAUGC
UVAUGGAAUGUAAAGAAGUAUGUAUUUUUGGUAGGC 16
miR-16-1-2 | CAGCUAACAACUUAGUAAUACCUACUCAGAGUACAUACUUCUUUAUGUAC
CCAUAUGAACAUACAAUGCUAUGGAAUGUAAAGAAGUAUGUAUUTUUGEU | 17
AGGCAAUA
miR-16-2 GCCUGCUUGGGAAACAUACUUCUUUAUAUGCCCAUAUGGACCUGCUAAGC
UAUGGAAUGUAAAGAAGUAUGUAUCUCAGGCCGGE 18
miR-16 UGGGAAACAUACUUCUUUAUAUGCCCAUAUGGACCUGCUAAGCUAUGGAA
UGUAAAGAAGUAUGUAUCUCA 19
wiR-1d ACCUACUCAGAGUACAUACUUCUUUAUGUACCCAUAUGAACAUACAAUGC
UAUGGAAUGUAAAGAAGUAUGUAUUUUUGGUAGGC 20
miR-7-1a UGGAUGUUGGCCUAGUUCUGUGUGGAAGACUAGUGAUUUUGUUGUUUUUA
GAUAACUAAAUCGACAACAAAUCACAGUCUGCCAUAUGGCACAGGCCAUG | 21
CCUCUACA
miR-7-1b UUGGAUGUUGGCCUAGUUCUGUGUGGAAGACUAGUGAULUUGUUGUUUUY
AGAUAACUAAAUCGACAACAAAUCACAGUCUGCCAUAUGGCACAGGCCAU | 22
GCCUCUACAG
miR-7-2 CUGGAUACAGAGUGGACCOECUGGCCCCAUCUGGAAGACUAGUGAUUUUG
UUGUUGUCUUACUGCCCUCAACAACAAAUCCCAGUCUACCUAAUGGUGCC | 23

11
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[0055]
AL AR Aol (5 £ ¥)x SEQ ID NO.
wif-7-3 AGAUUAGAGUGGCUGUGGUCUAGUGCUGUGUGGAAGACUAGUGAUUUUGU
UGUUCUGAUGUACUACGACAACAAGUCACAGCCGGCCUCAUAGCGCAGAC | 24
UCCCUUCGAC
miR-9-1 C6GCEUUGEUUGUUAUCUUUGGUUAUCUAGCUGUAUGAGUGGUGUGGAGU
CUUCAUAAAGCUAGAUAACCGAAAGUAAAAAUAACCCCA 25
miR~9-2 GGAAGCGAGUUGUUAUCUNUGEUUAUCUAGCUGUAUGAGUGUAUUGGUCY
UCAUAAAGCUAGAUAACCGAAAGUAAAAACUCCUUCA 26
miR-9-3 GOAGCCCCEUUUCUCUCUUUGGUUAUCUAGCUGUAUGAGUGCCACAGAGE
CGUCAUAAAGCUAGAUAACCGAAAGUAGAAAUGAUUCUCA 27
wiR~102 GAUCUGUCUGUCUUCUGUAUAUACCCUGUAGAUCCGAAUUUGUGUAAGGA
AUUUUGUGGUCACAAAUUCGUAUCUAGGOGAAUAUGUACUUGACAUAAAC | 28
ACucceeucy
miR-10b CCAGAGGUUGUAACGUUGUCUAUAUAUACCCUGUAGAACCGAAUUUGUGU
GOUAUCCGUAUAGUCACAGAUUCGAUUCUAGGCGAAUAUAUGCUCGAUGE | 29
AAAAACUUCA
miR-152-2 | GCGCGAAUGUGUGUUUAAAAAAAAUAAAACCUUGGAGUAAAGUAGCAGCA
CAUAAUGGUUUGUGGAUUUUGAAAAGGUGCAGGCCAUAUUGUGCUGCCUC | 30
AAAAAUAC
miR~15a CCUUGGAGUAAAGUAGCAGCACAUAAUGGUUUGUGGAUUUUGAAAAGGUG
CAGGCCAUAUUGUGCUGCCUCAAAAAUACAAGG 31
miR-156-1 | CUGUAGCAGCACAUCAUGGUUUACAUGCUACAGUCAAGAUGCGAAUCAUY
AUUUGCUGCUCUAG 32
miR-156-2 | UUGAGGCCUUAAAGUACUGUAGCAGCACAUCAUGGUUUACAUGCUACAGU
CAAGAUGCGAAUCAUUAUUUGCUGCUCUAGAAAUUUAAGGAAAUUCAU | 33
wiR-16-1 GUCAGCAGUGCCUUAGCAGCACGUAAAUAUUGGCGUUAAGAUUCUAAAAU
UAUCUCCAGUAUUAACUGUGCUGCUGAAGUAAGGUUGAC 34
miR-16-2 GUUCCACUCUAGCAGCACGUAAAUAUUGGCGUAGUGAAAUAUAUAUUAAA
CACCAAUAUUACUGUGCUGCUUUAGUGUGAC 35
miR-16-13 | GCAGUGCCUUAGCAGCACGUAAAUAUUGGCGUUAAGAUUCUAAAAUUAUC
UCCAGUAUUAACUGUGCUGCUGCAAGUAAGGU 36
mik~17 GUCAGAAUAAUGUCAAAGUGCUUACAGUGCAGGUAGUGAUAUGUCCAUCU
ACUGCAGUGAAGGCACUUGUAGCAUUAUGGUGAC 37
nik-18 UGUUCUAAGGUGCAUCUAGUGCAGAUAGUCAAGUAGAUUAGCAUCUACUG
CCCUAAGUGCUCCUUCUGECA 38
miR-18-13 | UUUUUGUUCUAAGGUGCAUCUAGUGCAGAUAGUGAAGUAGAUUAGCAUCU
ACUGCCCUAAGUGCUCCUUCUGGCAUAAGAA 39
miR-19a GCAGUCCUCUGUUAGUUUUGCAUAGUUGCACUACAAGAAGAAUGUAGUUG
UGCAAAUCUAUGCAAAACUGAUGGUGGCCUGE 40
miR-192-13 | CAGUCCUCUGUUAGUUUUGCAUAGUUGCACUACAAGAAGAAUGUAGUUGY
GCAAAUCUAUGCAAAACUGAUGGUGGCCUG 41
miR-196-1 | CACUGUUCUAUGGUUAGUUUUGCAGGUUUGCAUCCAGCUGUGUGAUAUUC
UGCUGUGCAAAUCCAUGCAAAACUGACUGUGGUAGUG 42
miR-196-2 | ACAUUGCUACUUACAAUUAGUUUUGCAGGUUUGCAUUUCAGCGUAUAUAU
GUAUAUGUGGCUGUGCAAAUCCAUGCAAAACUGAUUGUGAUAAUGU 43

12
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[0056]

CN 105907842 A 10/72 1L
WAL AR B3l (50 B ¥)« SEQ ID NO.
miR-196-13 | UUCUAUGGUUAGUUUUGCAGGUUUGCAUCCAGCUGUGUGAUAUUCUGCUG

UGCAAAUCCAUGCAAAACUGACUGUGGUAG 44
miR-196-X¥ | UUACAAUUAGUUUUGCAGGUUUGCAUUUCAGCGUAUAUAUGUAUAUGUGG
CUGUGCAAAUCCAUGCAAAACUGAUUGUGAU 45
miR-20 GUAGCACUAAAGUGCUUAUAGUGCAGGUAGUGUUUAGUUAUCUACUGCAU
(miR-202) | UAUGAGCACUUAAAGUACUGC 46
mik-21 UGUCCGGUAGCUUAUCAGACUGAUGUUGACUGUUGAAUCUCAUGGCAACA
CCAGUCGAUGGECUGUCUGACA 47
miR-21-17 | ACCUUGUCGGGUAGCUUAUCAGACUGAUGUUGACUGUUGAAUCUCAUGGC
AACACCAGUCGAUGGGCUGUCUGACAUUTUG 48
miR-22 GOCUCACCCGCAGUAGUUCUUCAGUGGCAAGCUUTAUGUCCUGACCCAGC
UAAAGCUGCCAGUUGAAGAACUGUUGCCCUCUGCE 49
miR-234 COCCOGCUGCEEUUCCUGEECAUGECAUTUGCUUCCUGUCACAAAUCACA
UUGCCAGGGAUUUCCAACCGACE 50
miR-23b CUCAGGUCCUCUEGCUGCTUGECUUCCUGCGCAUCCUCAUTUGUGACUUAA
GAUUAAAAUCACAUUGCCAGGGAUUACCACGCAACCACGACCUUGEC 51
miR-23-19 | CCACCGCCEOCUGCEEUUCCUGCEEGAUCCEAUUUGCUUCCUGUCACAAAT
CACAUUGCCAGGGAUUUCCAACCGACCCUGA 52
mik-24-1 CUCCCEUGCCUACUGAGCUGAUAUCAGUUCUCAUUUUACACACUGGCUCA
GUUCAGCAGGAACAGGAG 53
miR-24-2 CUCUGCCUCCCGUGCCUACUGAGCUGAAACACAGUUGGUUUGUGUACACY
GGCUCAGUUCAGCAGGAACAGEG 54
wik-24-19 | CCCUGGGCUCUGCCUCCCEUGCCUACUGAGCUGAAACACAGUUGGUUUGU
GUACACUGGCUCAGUUCAGCAGGAACAGGRG 55
wiR-24-9 CCCUCCEGUGCCUACUGAGCUGAUAUCAGUUCUCAUUUUACACACUGGC
CAGUUCAGCAGGAACACCAUC 56
miR-25 GGCCAGUGUUGAGAGGCGCAGACUUGGECAAUUGCUGGACCCUGCCCUGE
GCAUUGCACUUGUCUCGGUCUGACAGUGCCGECC 57
miR-26a AGGCCGUGGCCUCGUUCAAGUAAUCCAGGAUAGGCUGUGCAGGUCCCAAT
GGCCUAUCUUGGUUACUUGCACGEGGACGCEEELCY 58
miR-26a-1 | GUGGCCUCGUUCAAGUAAUCCAGGAUAGGCUGUGCAGGUCCCAAUGEECC
UAUUCUUGGUUACUUGCACGGGGACGE 59
miR-26a-2 | GGCUGUGGCUGCAUUCAAGUAAUCCAGGAUAGGCUGUUUCCAUCUGUGAG
GCCUAUUCUUGAUUACUUGUUUCUGGACGCAGCU 60
niR-26b | CCGGEACCCAGUUCAAGUAAUUCAGGAUAGGUUGUGUGCUGUCCAGCCUG
UUCUCCAUUACUUGGCUCGEGGACCGE 61
miR-274 CUGAGGAGCAGEGCUUAGCUGCUUGUGAGCAGGCUCCACACCAAGUCGUG
UUCACAGUGECUAAGUUCCGCCCCCCAG 62
miR-276~1 | AGGUGCAGAGCUUAGCUGAUUGGUGAACAGUGAUUGGUUUCCECUUUGUY
CACAGUGGCUAAGUUCUGCACCY 63
miR-276-2 | ACCUCUCUAACAAGGUGCAGAGCUUAGCUGAUUGGUGAACAGUGAUUGGU
UUCCGCUUUGUUCACAGUGGCUAAGUUCUGCACCUCAAGAGAAGEUG 64
miR-27-19 | CCUGAGGAGCAGGGCUUAGCUGCUUGUGAGCAGGOUCCACACCAAGUCEY
GUUCACAGUGGCUAAGUUCCGCOCCCCAGE 65

13
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[0057]
LA AH (5 B V)« SEQ ID NO.
wik-28 GGUCCUUGCCCUCAAGGAGCUCACAGUCUAUUGAGUUACCUUUCUGACUU
UCCCACUAGAUUGUGAGCUCCUGGAGGGCAGGCACU 66
miR-292-2 | CCUUCUGUGACCCCUUAGAGGAUGACUCAUUUCUUUUGGUGUUCAGAGUC
AAUAUAAUUUUCUAGCACCAUCUGAAAUCGGUUAUAAUGAUUGGGGAAGA | 67
GCACCAUG
miR-29a AUGACUGAUUUCUUUUGGUGUUCAGAGUCAAUAUAAUUUUCUAGCACCAY
CUGAAAUCGGUUAU 68
miR-295~1 | CUUCAGCAACCUCGUUUCAUAUGGUGGUUUAGAUUUAAAUAGUGAUUGUC
UAGCACCAUUUGAAAUCAGUCUUCUUGGEEE 69
miR-296-2 | CUUCUGGAAGCUGGUUUCACAUGGUGGCUUAGAUUUUUCCAUCUUUGUAU
CUAGCACCAUUUGAAAUCAGUGUUUUAGGAG 70
wiR-29¢ ACCACUGGCCCAUCUCUUACACAGGCUGACCGAUUUCUCCUGGUGUUCAG
AGUCUGUUUUUGUCUAGCACCAUUUGAAAUCGGUUAUGAUGUAGGGGGAA | 71
AAGCAGCAGC
miR-30z GCGACUGUAAACAUCCUCGACUGGAAGCUGUGAAGCCACAGAUGGGCUUY
CAGUCGGAUGUUUGCAGCUGE 72
miR-30b—~1 | AUGUAAACAUCCUACACUCAGCUGUAAUACAUGGAUUGECUGGCGAGGUCE
AUGUUUACGU 73
miR-30b-7 | ACCAAGUUUCAGUUCAUGUAAACAUCCUACACUCAGCUGUAAUACAUGGA
UUGGCUGGCAGCUGGAUGUUUACUUCAGCUGACUUGGA 74
miR-30c AGAUACUGUAAACAUCCUACACUCUCAGCUGUGGAAAGUAAGAAAGCUGG
GAGAAGGCUGUUUACUCUUUCY 75
wiR~30d GUUGUUGUAAACAUCCCCGACUGGAAGCUGUAAGACACAGCUAAGCUUUC
AGUCAGAUGUUUGCUGCUAC 76
miR-30e CUGUAAACAUCCUUGACUGGAAGCUGUAAGGUGUUCAGAGGAGCUUUCAG
UCGGAUGUUUACAG 77
miR-31 GGAGAGGAGGCAAGAUGCUGGCAUAGCUGUUGAACUGGGAACCUGCUAUG
CCAACAUAUUGCCAUCTUUCE 78
miR-32 GGAGAUAUUGCACAUUACUAAGUUGCAUGUUGUCACGGCCUCAAUGCAAT
UUAGUGUGUGUGAUAUTUUC 79
miR-33b GGEGECCEAGAGAGGCGEECEECOCCOCEEUGCAUUGCUGUUGCAUUGCA
CEUGUGUBAGECCEOUGCACUGCCUCGECAGUGCABCCCEEABCCEECCC | 80
CUGGCACCAC
wiR-33b-2 | ACCAAGUUUCAGUUCAUGUAAACAUCCUACACUCAGCUGUAAUACAUGGA
UUGGCUGGGAGGUGGAUGUUUACUUCAGCUGACUUGGA 81
miR-33 CUGUGGUGCAUUGUAGUUGCAUUGCAUGUUCUGGUGGUACCCAUGCAAUG
UUUCCACAGUGCAUCACAG 82
miR-34-g GECCAGCUGUGAGUGUUUCUUUGGCAGUGUCUVAGCUGCUUGUUGUGAGC
AAUAGUAAGGAAGCAAUCAGCAAGUAUACUGCCCUAGAAGUGCUGCACGU | 83
UGUGGEECCC
miR-34-b GUGCUCGGUUUGUAGGCAGUGUCAUUAGCUGAUUGUACUGUGGUGGUUAC
AAUCACUAACUCCACUGCCAUCAAAACAAGGCAC 84
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AL AR A5 (5 EI)x SEQ ID NO.
wiR-34—c¢ AGUCUAGUUACUAGGCAGUGUAGUUAGCUGAUUGCUAAUAGUACCAAUCA
CUAACCACACGGUCAGGUAAAAAGAUU 85
miR-91-13 | UCAGAAUAAUGUCAAAGUGCUUACAGUGCAGGUAGUGAUAUGUGCAUCUA
CUGCAGUGAAGGCACUUGUAGCAUUAUGGUGA 86
miR-92~1 CUUUCUACACAGCUUGGGAUCCGUUGCAAUGCUGUGUUUCUGUAUGGUAL
UGCACUUGUCCCEOOCUGUUGAGUUUGE 87
miR-92 =2 | UCAUCCCUGGGUGGGGAUUUGTUGCAUUACUUGUGUUCUAUAUAAAGUAY
UCCACUUGUCCCOECCUGUGGAAGA 88
miR-93-1 CUGGGGECUCCAAAGUGCUGUUCGUGCACGUAGUGUGAUUACCCAACCUA
@iR-93-2) | CUGCUGAGCUAGCACUUCCCGAGCCCCCOG 89
wiR-95~4 AACACAGUGGGCACUCAAUAAAUGUCUGUUGAAUUGAAAUGCGUUACAUU
CAACGGGUAUUVAUUGAGCACCCACUCUGUG 90
miR-96-7 UGGCCCAUDUUGGCACUAGCACAUUUUUGCUUCUGUCUCUCCGCUCUGAG
CAAUCAUGUGCAGUGCCAAUAUGGGAAA 91
miR-97-6 | GUGAGCGACUGUAAACAUCCUCGACUGGAAGCUGUGAAGCCACAGAUGES
@iR-30%) | CUUUCAGUCGGAUGUUUGCAGCUGCCUACY 92
miR-98 CGUGAGCUAGUAAGUUGUAUUGUUGUGGGCUAGGGAUAUUAGGCCCCAAUU
AGAAGAUAACUAUACAACUUACUACUUUCC 93
miR-99b GGCACCCACCCGUAGAACCGACCUUGCOGEGCCUUCCCCECACACAAGCY
CGUGUCUGUGEEUCCCUGUC 94
wiR-99 CCCAUUGGCAUAAACCCGUAGAUCCGAUCUUGUGGUGAAGUGGACCGCAC
AAGCUCGCUUCUAUGGGUCUGUGUCAGUGUG 95
miR-100-1/2 | AAGAGAGAAGAUAUUGAGGCCUGUUGCCACAAACCCGUAGAUCCGAACUU
GUGGUAUUAGUCCGCACAAGCUUGUAUCUAUAGGUAUGUGUCUGUUAGGC | 96
AAUCUCAC
miR-100-11 | CCUGUUGCCACAAACCCGUAGAUCCGAACUUGUGGUAUUAGUCCGCACAA
GCUUGUAUCUAUAGGUAUGUGUCUGUUAGG 97
miR-101-1 /2 | AGGCUGCCOUGGCUCAGUUAUCACAGUGCUGAUGCUGUCUATUCUAAAGG
UACAGUACUGUGAUAACUGAAGGAUGGCAGCCAUCUUACCUUCCAUCAGA | 98
GGAGCCUCAC
wiR-101 UCAGUUAUCACAGUGCUGAUGCUGUCCAUUCUAAAGGUACAGUACUGUGA
UAACUGA 99
wif~101-1 | UGCCCUGGCUCAGUUAUCACAGUGCUGAUGCUGUCUAUUCUAAAGGUACA
GUACUGUGAUAACUGAAGGAUGGCA 100
miR-101-2 | ACUGUCCUUUUUCGGUUAUCAUGGUACCGAUGCUGUAUAUCUGAAAGGUA
CAGUACUGUGAUAACUGAAGAAUGGUGGU 101
miR-101-9 | UGUCCUUUUUCGGUUAUCAUGGUACCCAUGCUGUAUAUCUGCAAAGGUACA
GUACUGUGAUAACUGAAGAAUGGUG 102
miR-102-1 | CUUCUGGAAGCUGGUUUCACAUGGUGGCUUAGAUUUUUCCAUCUUUGUAY
CUAGCACCAUUUGAAAUCAGUGUUUUAGGAG 103
miR-102-7, 1 | CUUCAGGAAGCUGGUUUCAUAUGGUGGUUUAGAUUUAAAUAGUGAUUGUC
(@iR-102-7, | UAGCACCAUUUGAAAUCAGUGUUCUUGGGGG 104
2
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LA AH (5 B V)« SEQ ID NO.
miR-103-2 | UUGUGCUUUCAGCUUCUUUACAGUGCUGCCUUGUAGCAUUCAGGUCAAGC

AACAUUGUACAGGGCUAUGAAAGAACCA 105
miR-103-1 | UACUGCCCUCGGCUUCUUUACAGUGCUGCCUUGUUGCAUAUGGAUCAAGE
AGCAUUGUACAGGGCUAUGAACGCAUUG 106
niR-104-17 | AAAUGUCAGACAGCCCAUCGACUGGUGUUGCCAUGAGAUUCAACAGUCAA
CAUCAGUCUGAUAAGCUACCCGACAAGG 107
miR-105-1 | UGUGCAUCGUGGUCAAAUGCUCAGACUCCUGUGGUGGCUGCUCAUGCACE
ACGGAUGUUUGAGCAUGUGCUACGOUGUCUA 108
miR-105-2 | UGUGCAUCGUGGUCAAAUGCUCAGACUCCUGUGGUGGCUGCUVAUGCACE
ACGGAUGUUUGAGCAUGUGCUAUGGUGUCUA 109
mif—-106-a | CCUUGGCCAUGUAAAAGUGCUUACAGUGCAGCUAGCUUUUUGAGAUCUAC
UGCAAUGUAAGCACUUCUUACAUUACCAUGG 110
miR-106-b | CCUGCCGGGGCUAAAGUGCUGACAGUGCAGAUAGUGGUCCUCUCCEUGCY
ACCGCACUGUGGEUACUUGCUGCUCCAGCAGE 111
niR~107 CUCUCUGCUUUCAGCUUCUUUACAGUGUUGCCUUGUGGCAUGGAGUUCAA
GCAGCAUUGUACAGGGCUAUCAAAGCACAGA 112
miR~108-1- | ACACUCCAAGAACAAUAAGGAUUUUUAGGCCCAUUAUGACUGAGUCAGAA
o AACACAGCUGCCCCUGAAAGUCCCUCAUUUUUCTUGCUGU 113
miR-108-2- | ACUGCAAGAGCAAUAAGGAUUUUUAGGGGCAUUAUGAUAGUGGAAUGGAA
A ACACAUCUGCCCCCAAAAGUCCCUCAUUUY 114
wiR-122a—1 | CCUUAGCAGAGCUGUGGAGUGUGACAAUGGUGUUUGUGUCUAAACUAUCA
AACGCCAUUAUCACACUAAAUAGCUACUGCUAGGC 115
miR-1224~2 | AGCUGUGGAGUGUGACAAUGGUGUUUGUGUCCAAACUAUCAAACGCCAUU
AUCACACUAAAUAGCU 116
miR~123 ACAUUAUUACUUUUGGUACGCGCUGUGACACUUCAAACUCGUACCGUGAG
UAAUAAUGCGC 117
miR~124a~1 | AGGCCUCUCUCUCCCUGUUCACAGCCCACCUUGAUUUAAAUGUCCAUACA
AUUAAGGCACGCGGUGAAUGCCAAGAAUGGGGCUG 118
miR-1243-2 | AUCAAGAUUAGAGGCUCUGCUCUCCGUGUUCACAGCGCACCUUGAUUUAA
UGUCAUACAAUUAAGGCACGCOGUGAAUGCCAAGAGCOBAGCCUACEGCU | 119
GCACUUGAAG
miR-1242-3 | UGAGGGCCCCUCUGCOUGUUCACAGCGGACCUUGAUUUAAUGUCUAUACA
AUUAAGGCACGCGGUGAAUGCCAAGAGAGGCGCCUCC 120
miR-124a CUCUGCCUGUUCACAGCGGACCUUGAUUUAAUGUCUAUACAAUUAAGGCA
CGCGCUGAAUGCCAAGAG 121
miR-124b CUCUCCGUGUUCACAGCGGACCUUGAUUUAAUGUCAUACAAUUAAGGCAC
GOGCUGAAUGCCAAGAG 122
miR-125a~1 | UGCCAGUCUCUAGGUCCCUGAGACCCUUUAACCUGUGAGGACAUCCAGGG
UCACAGGUGAGGUUCUUGGCAGCCUGGCEUCUGEEC 123
miR-1252-2 | GGUCCCUGAGACCCUUUAACCUGUGAGGACAUCCAGGGUCACAGGUGAGG
UUCUUGGGAGCCUGE 124
miR~125b~1 | UGCGCUCCUCUCAGUCCCUGAGACCCUAACUUGUGAUGUUUACCGUUUAA
AUCCACEGGUUAGGCUCUUGGGAGCUGCCAGUCCUGCY 125
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wiR-1256-2 | ACCAGACUUUUCCUAGCUCCCUGAGACCCUAACUUGUGAGGUAUUUUAGUA

ACAUCACAAGUCAGGCUCUUGGGACCUAGGCGCAGGGGA 126
miR-126-1 | CGCUGGCOACCGGACAUUAUUACUUUUGGUACGCECUGUGACACUUCAAA
CUCGUACCGUGAGUAAUAAUGCGCCGUCCACGGCA 127
miR-126-2 | ACAUUAUUACUUUUGGUACGCGCUGUGACACUUCAAACUCGUACCGUGAG
UAAUAAUGCGC 128
miR-127-1 | UGUGAUCACUGUCUCCAGCCUGCUGAAGCUCAGAGGGCUCUGAUUCAGAA
AGAUCAUCGGAUCCGUCUGAGCUUGGCUGCUCGEAAGUCUCAUCAUC 129
miR-127-2 | CCAGCCUGCUGAAGCUCAGAGGGCUCUGAUUCAGAAAGAUCAUCGGAUCC
GUCUGAGCUUGGCUGGUCEE 130
miRk-1284 UGAGCUGUUGGAUUCGGGGCCCUAGCACUGUCUGAGAGGUUUACAUUUCT
CACAGUGAACCCEUCUCUUUUUCAGCUGCUUC 131
miR-128b GCCCOGCAGCCACUGUGCAGUCGEAAGGGGGOCCCAUACACUGUACGAGA
GUGAGUAGCAGGUCUCACAGUGAACCGGUCUCUUUCCCUACUGUGUCACA | 132
CUCCUAAUGG
miR-128 GUUGGAUUCGEGECCGUAGCACUCUCUGAGAGGUUUACAUUUCUCACAGU
GAACCGGUCUCUUUUUCAGC 133
miR-129-1 | UGGAUCUUUUUGCCOUCUGECCUUGCUCUUCCUCUCAACAGUAGUCAGGA
AGCCCUUACCCCAAAAAGUAUCUA 134
miR-129-2 | UGCCCUUCGCGAAUCUUUUUGCGGUCUGEGCUUGCUGUACAUAACUCAAT
AGCCGGAAGCCCUVACCCCAAAAAGCAUUUGCGGAGGGCE 135
wiR~130a UGCUGCUGGCCAGAGCUCUUUUCACAUUGUGCUACUGUCUGCACCUGUCA
CUAGCAGUGCAAUGUUAAAAGGCCAUUGGCCGUGUAGUG 136
miR-131-1 | GCCAGGAGGCGGGGUUGGUUGUUAUCUUUGGUUAUCUAGCUGUAUGAGUG
GUGUGGAGUCUUCAUAAAGCUAGAUAACCGAAAGUAAAAAUAACCCCAUA | 137
CACUGCGCAG
miR-131-3 | CACGGCGCOECAGCOGCACUGECUAAGCGAGGCCCOUUUCUCUCUTUGEY
UAUCUAGCUGUAUGAGUGCCACAGAGCCGUCAUAAAGCUAGAUAACCGAR | 138
AGUAGAAAUG
wiR-131 GUUGUUAUCUUUGGUUAUCUAGCUGUAUGAGUGUAUUGGUCUUCAUAAAG
CUAGAUAACCGAAAGUAAAAAC 139
miR-132-1 | CCGCCCCCOCOUCUCCAGGGCAACCOUGGCUUUCGAUUGUUACUGUGGGA
ACUGGAGGUAACAGUCUACAGCCAUGGUCGCCCCOCAGCACGCCCACGLG. | 140
C
wif-132-2 | GGECAACCGUGGCUUUCGAUUGUUACUGUGGGAACUGGAGCUAACAGUCU
ACAGCCAUGGUCGCCC 141
wif-133~1 | ACAAUGCUUUGCUAGAGCUGGUAAAAUGGAACCAAAUCGCCUCUUCAAUG
GAUUUGGUCCCCUUCAACCAGCUGUAGCUAUGCAUUGA 142
miR-1332-2 | GGGAGCCAAAUGCUUUGCUAGAGCUGGUAAAAUGGAACCAAAUCGACUGU
CCAAUGGAUUUGGUCCCCUUCAACCAGCUGUAGCUGUGCAUUGAUGECGE | 143
6
wif-133 GCUAGAGCUGGUAAAAUGGAACCAAAUCGCCUCUUCAAUGGAUUUGGUCC
CCUUCAACCAGCUGUAGC 144
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miR-133p CCUCAGAAGAAAGAUGCCCCCUGCUCUGGCUGGUCAAACGGAACCAAGUC

COUCUUCCUGAGAGGUUUGGUCCCCUUCAACCAGCUACAGCAGGGCUGGC | 145
AAUGCCCAGUCCUUGGAGA
miR-133b-+~ | GCCCCCUGCUCUGGCUGGUCAAACGGAACCAACUCCCUCUUCCUGAGAGG
UUUGGUCCCCUUCAACCAGCUACAGCAGEG 146
miR-134-1 | CAGGGUGUGUGACUGGUUGACCAGAGGGCCAUGCACUGUGUUCACCCUGY
GOGCCACCUAGUCACCAACCCUC 147
miR-134-2 | AGGOUGUGUGACUGGUUGACCAGAGGGGCAUGCACUGUCUUCACCCUGUG
GECCACCUAGUCACCAACCCU 148
miR-135a2-1 | AGGCCUCGCUGUUCUCUAUGGCUUUUUAUUCCUAUGUGAUUCUACUGCUC
ACUCAUAUAGGGAUUGGAGCCGUGGCGCACGELGEEEACA 149
miR-135a-2 | AGAUAAAUUCACUCUAGUGCUUUAUGGCUUUUUAUUCCUAUGUGAUAGUA
(miR~135-2) | AUAAAGUCUCAUGUAGGGAUGGAAGCCAUGAAAUACAUUGUGAAAAAUCA | 150
miR-135 CUAUGGCUUUUUAUUCCUAUGUGAUUCUACUGCUCACUCAUAUAGGGAUY
GGAGCCGUGE 151
miR-135b CACUCUGCUGUGCCCUAUGGCUUUUCAUUCCUAUGUGAUUGCUGUCCCAA
ACUCAUGUAGGGCUAAAAGCCAUGGECUACAGUGAGCGECEAGLUCC 152
miR-136-1 | UGAGCCCUCGGAGGACUCCAUUUGUUUUGAUGAUGGAUUCUUAUGCUCCA
UCAUCGUCUCAAAUGAGUCUUCAGAGGGUUCU 153
miR-136-2 | GAGGACUCCAUUUGUUUUGAUGAUGGAUUCUUAUGCUCCAUCAUCGUCUC
AAAUGAGUCUUC 154
miR-137 CUUCGEUGACOOCUAUUCUUGCGUGBAUAAUACGGAUUACGUUGUUAUUG
CUUAAGAAUACGCGUAGUCGAGG 155
miR-138-1 | CCCUGGCAUGGUGUGGUGGCGCAGCUGCUGUUGUGAAUCAGGCCCUUGCE
AAUCAGAGAACGGCUACUUCACAACACCAGGGCCACACCACACUACAGG | 156
miR-138-2 | CGUUGCUGCAGCUGGUGUUGUGAAUCAGGCCCACGAGCAGCECAUCCUCY
UACCCGCCUAUUUCACGACACCAGGGUUGCAUCA 157
miR—138 CAGCUGGUGUUGUGAAUCAGGCCGACGAGCAGCGCAUCCUCUUACCCGEE
UAUUUCACGACACCAGGGUUG 158
iR-139 GUGUAUUCUACAGUGCACGUGUCUCCAGUGUGGCUCCCAGGCUGCAGACG
COOCCCUGUUGGAGUAAC 159
miR-140 UGUGUCUCUCUCUGUGUCCUGCCAGUGGUUUUACCCUAUGGUAGGUUACG
UCAUGCUGUUCUACCACAGGGUAGAACCACGGACAGGAUACCEGOBCACC | 160
miR-140ss | UCCUGCCAGUGGUUUUACCCUAUGGUAGGUUACGUCAUGCUGUUCUACCA
CAGGGUAGAACCACGGACAGGA 161
miR-140s CCUGCCAGUGGUUUUACCCUAUGGUAGGUUACGUCAUGCUGUUCUACCAC
AGGGUAGAACCACGGACAGE 162
miR-141-1 | CGGCCGGCCCUGGEUCCAUCUUCCAGUACAGUCTUGGAUGGUCUAAUTCY
GAAGCUCCUAACACUGUCUGGUAAAGAUGGCUCCCGOGUGEEUUC 163
miR-141-2 | GGGUCCAUCUUCCAGUACAGUGUUGGAUGGUCUAAUUGUGAAGCUCCUAA
CACUGUCUGGUAAAGAUGGCCC 164
wik-142 ACCCAUAAAGUAGAAAGCACUACUAACAGCACUGGAGGGUGUAGUGUUUC
CUACUUUAUGGAUG 165
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wiR-143-1 | GCGCAGCGCCCUGUCUCCCAGCCUGAGGUGCAGUCCUGCAUCUCUGGUCA
GUUGGGAGUCUGAGAUGAAGCACUGUAGCUCAGGAAGAGAGAAGUUGUUC | 166
UGCAGC
miR-143-2 | CCUGAGGUGCAGUGCUGCAUCUCUGCUCAGUUGGEACUCUGAGAUGAAGC
ACUGUAGCUCAGG 167
miR-144-1 | UGGGGCCCUGGCUGGGAUAUCAUCAUAUACUGUAAGUUUGCCAUGAGACA
CUACAGUAUAGAUGAUGUACUAGUCCGGECACCECE 168
miR-144-2 | GGCUGGGAUAUCAUCAUAUACUGUAAGUUUGCGAUGAGACACUACAGUAU
AGAUGAUGUACUAGUC 169
miR-145-1 | CACCUUGUCCUCACGGUCCAGUUUUCCCAGGAAUCCCUUAGAUGCUAAGA
UGGGCAUUCCUGGAAAUACUGUUCTUGAGGUCAUGGUY 170
miR-145-2 | CUCACGGUCCAGUUUUCCCAGGAAUCCCUUAGAUGCUAAGAUGGGGAUUC
CUGGAAAUACUGUUCUUGAG 171
wiR-146-1 | CCOAUGUGUAUCCUCAGCUUUGACAACUGAAUUCCAUGGGUUGUGUCACU
GUCAGACCUCUGAAAUUCAGUUCUUCAGCUGGGAUAUCUCUGUCAUCGU | 172
miR-146-2 | AGCUUUGAGAACUGAAUUCCAUGGGUUGUGUCAGUGUCAGACCUGUGAAA
UUCAGUUCUUCAGCU 173
miR-147 AAUCUAAAGACAACAUUUCUGCACACACACCAGACUAUGGAAGCCAGUGU
GUGGAAAUGCUUCUGCUAGAUU 174
miR-1482 GAGGCAAAGUUCUGAGACACUCCGACUCUGAGUAUGAUAGAAGUCAGUGC
(niR-148) | ACUACAGAACUUUGUCUC 175
wiR-148b CAAGCACGAUUAGCAUUUGAGGUGAAGUUCUGUUAUACACUCAGGCUGUG
GCUCUCUGAAAGUCAGUGCAUCACAGAACUUUGUCUCGAAAGCUUUCUA | 176
wiR~148b—+/> | AAGCACCAUUAGCAUUUGAGGUGAAGUUCUGUUAUACACUCAGGCUGUGG
CUCUCUGCAAAGUCAGUGCAU 177
miR-149-1 | GCCGGCOCCCCAGCUCUGECUCCOUGUCUUCACUCCCOUGCUUGUCCEAG
GAGGGACGEAGGEACCEEEECUGUCCUGCEECAGCUGGA 178
miR-149-2 | GCUCUGGCUCCGUGUCUUCACUCCCGUGCUUGUCCOAGCAGEOAGECAGG
GAC 179
miR-150-1 | CUCCCCAUGGCCCUGUCUCCCAACCCUUGUACCAGUGCUGEGCUCAGACE
CUGGUACAGOCCUGGCGEACAGGEACCUGCGGAC 180
miR-150-2 | CCCUGUCUCCCAACCCUUGUACCAGUGCUGGGCUCAGACCCUGGUACAGG
CCUGGEEEACAGEE 181
miR-151 TUUCCUGCCCUCGAGGAGCUCACAGUCUAGUAUGUCUCAUCCCCUACUAG
ACUGAAGCUCCUUGAGGACAGG 182
miR-151-2 | CCUGUCCUCAAGGAGCUUCAGUCUAGUAGGGGAUGAGACAUACUAGACUG
UGAGCUCCUCGAGGOCACE 183
miR-152-1 | UGUCCCCCCCGECCCAGGUUCUGUGAUACACUCCCACUCGGECUCUGGAG
CAGUCAGUGCAUGACAGAACUUGGGCCCGEAAGGACC 184
wiR-152-2 | GBCCCAGGUUCUGUGAUACACUCCGACUCGGECUCUGGAGCAGUCAGUGE
AUGACAGAACUUGGGCCCCEE 185
wiR-153-1-1 | CUCACAGCUGCCAGUGUCAUUUUUGUGAUCUGCAGCUAGUAUUCUCACUC
CAGUUGCAUAGUCACAAAAGUGAUCAUUGGCAGOUGUGGC 186
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miR-153-1-2 | UCUCUCUCUCCCUCACAGCUGCCAGUGUCAUUGUCACAAAAGUGAUCAUU
GGCAGCUGUGGCUGCUGCAUG 187

miR-153-2-1 | AGCGCUCGCCAGUGUCAUUUUUGUGAUGUUGCAGCUAGUAAUAUGAGCCC
AGUUGCAUAGUCACAAAAGUGAUCAUUGCAAACUGUG 188

miR-153-2-2 | CAGUGUCAUUUUUGUGAUGUUGCAGCUAGUAAUAUGAGCCCAGUUGCAUA
GUCACAAAAGUGAUCAUUG 189

miR-154-1 | GUGGUACUUGAAGAUAGGUUAUCCGUGUUGCCUUCGCUNUAUUUGUGACG
AAUCAUACACGGUUGACCUAUUUUUCAGUACCAA 190

miR-154-2 | GAAGAUAGGUUAUCCGUGUUGCCUUCGCUUUAUUUGUGACGAAUCAUACA
CGGUUGACCUAUUUUY 191

wif-155 CUGUUAAUGCUAAUCGUGAUACGGGUUUUUGCCUCCAACUGACUCCUACA
UAUUAGCAUUAACAG 192

miR-156 = | CCUAACACUGUCUGGUAAAGAUGGCUCCCGECUGGOUUCUCUCGGCAGUA

miR-157=% | ACCUUCAGGGAGCCCUGAAGACCAUGGAGGAC 193

B miR-141

miR-158~>= | GCCGAGACCGAGUGCACAGEGCUCUGACCUAUGAAUUGACAGCCAGUGCU

miR-192 CUCCUCUCCCCUCUGEEUGCCAAUUCCAUAGGUCACAGEUAUGIUCGCCY | 194
CAAUGCCAGEC

miR-159-1- | UCCCOCCCCCUGUAACAGCAACUCCAUGUGCAACUGCCCACUGCUUCCAG

o UGEGECUGCUGUUAUCUGEGECCAGGETCA 195

miR-161—» | AAAGCUGGGUUGAGAGGGCGAAAAAGGAUGAGGUGACUGGUCUGGGCUAC
GCUAUGCUGCGGOGCUCEEE 196

miR~163-1b~ | CAUUGGCCUCCUAAGCCAGGGAUUGUGGCUUCCAGUCCCACCCGGOOUAA

o> AGAAAGGCCGAAUU 197

miR-163-3- | CCUAAGCCAGGGAUUGUGGGUUCGAGUCCCACCUGGGGUAGAGGUGAAAG

o UUCCUUUUACGGAAUUUUUY 198

miR-162 CAAUGUCAGCAGUGCCUUAGCAGCACGUAAAUAUUGGCOUUAAGAUUCUA
AAAUUAUCUCCAGUAUUAACUGUGCUGCUGAAGUAAGGUUGACCAUACUC | 199
UACAGUUG

miR-175-+ | GGGCUUUCAAGUCACUAGUGGUUCCGUUUAGUAGAUGAUUGUGCAUUGUU

~miR-224 UCAAAAUGGUGCCCUAGUGACUACAAAGCCC 200

miR-177—/> | ACGCAAGUGUCCUAAGGUGAGCUCAGGGAGCACAGAAACCUCCAGUGGAA
CAGAAGGGCAAAAGCUCAUU 201

wiR~180~)> | CAUGUGUCACUUUCAGGUGGAGUUUCAAGAGUCCCUUCCUGGUUCACCGU
CUCCUUUGCUCUUCCACAAC 202

miR-181a AGAAGGGCUAUCAGGCCAGCCUUCAGAGCACUCCAAGGAACAUUCAACGC
UGUCGGUGAGUUUGGCAUUUGAAAAAACCACUGACCCUUGACUGUACCUU | 203
GGGGUCCUUA

miR-1816-1 | CCUGUGCAGAGAUUAUUUUUUAAAAGGUCACAAUCAACAUUCAUUGCUGY
COGUGGEUUCAACUGUGUGGACAAGCUCACUGAACAAUGAAUGCAACUGU | 204
GGCCCCECUU

miR-1816-2 | CUGAUGGCUGCACUCAACAUUCAUUGCUGUCGGUGGGUUUGAGUCUGAAU
CAACUCACUGAUCAAUGAAUGCAAACUGCGGACCAAACA 205
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wik-181c COGAAAAUUUGCCAAGGGUUUGGGGCAACAUUCAACCUGUCGOUGAGUUU

GGGCACCUCAGGCAAACCAUCGACCOUUGAGUGGACCCUGAGGCCUGGAA | 206
UUGCCAUCCU
miR-182-as | GAGCUGCUUGCCUCCCCCCGUUUUUGGCAAUGCUAGAACUCACACUGGUG
AGGUAACAGGAUCCGGUCGUUCUAGACUUGCCAACUAUGGEGCGAGGACU | 207
CAGCCGGCAC
niR-182 UUUUUGGCAAUGGUAGAACUCACACUGGUGAGGUAACAGGAUCCGOUGGU
UCUAGACUUGCCAACUAUGG 208
niR-183 CCOCAGAGUCUGACUCCUGUUCUGUGUAUGGCACUGGUAGAAUUCACUGU
GAACAGUCUCAGUCAGUGAAUUACCGAAGGGCCAUAAACAGAGCAGAGAC | 209
AGAUCCACGA
miR-184-1 | CCAGUCACGUCCCCUUAUCACUUUUCCAGCCCAGCUUUGUGACUGUAAGU
GUUGGACGGAGAACUGAUAAGGGUAGGUGAUUGA 210
miR-184-2 | CCUUAUCACUUUUCCAGCCCAGCUUUGUGACUGUAAGUGUUGGACGGAGA
ACUGAUAAGGGUAGG 211
miR-185-1 | AGGGGGCCAGGCAUUGCAGAGAAAGGCAGUUCCUGAUGGUCCCCUCCCCA
GEEECUGGCUUUCCUCUGEUCCUUCCCUCCCA 212
miR-185-2 | AGGGAUUGGAGAGAAAGGCAGUUCCUGAUGEUCCCCUCCCCAGGEGCUGE
CUUUCCUCUGEUCCUU 213
miR-186-1 | UGCUUGUAACUUUCCAAAGAAUUCUCCUUUUGGGCUUUCUGGUUUUAUUY
UAAGCCCAAAGGUGAAUUUUUUGGGAAGUUUGAGCY 214
miR-186-2 | ACUUUCCAAAGAAUUCUCCUUUUGGGCUUUCUGGUUUUAUUUUAAGCCCA
AAGGUGAAUUUUUUGGGAAGU 215
wiR-187 GGUCGEGCUCACCAUGACACAGUGUGAGACUCGGGCUACAACACAGGACC
C6666CECUGCUCUGACCCCUCGUGUCUUGUGUUGCAGCCEGAGGGACGT | 216
AGGUCCGCA
miR-188-1 | UGCUCCCUCUCUCACAUCCCUUGCAUGGUGGAGGGUGAGCUUUCUGAAAA
CCCCUCCCACAUGCAGGGUUUGCAGGAUGGCGAGCE 217
miR-188-2 | UCUCACAUCCCUUGCAUGGUGGCAGGOUGAGCUUTCUGAAAACCCCUCCCA
CAUGCAGGGUUUGCAGGA 218
miR-189-1 | CUGUCGAUUGGACCCOCCCUCCGGUGCCUACUGAGCUGAUAUCAGUUCUC
AUUUUACACACUGGCUCAGUUCAGCAGGAACAGGAGUCGAGCCCUUGAGC | 219
miR-189-2 | CUCCOCGUGCCUACUGAGCUGAUAUCAGUUCUCAUUUUACACACUGECUCA
GUUCAGCAGGAACAGGAG 220
wiR-190~1 | UGCAGGCCUCUGUGUGAUAUGUUUGAUAUAUUAGGUUGUUAUUUAAUCCA
| ACUAUAUAUCAAACAUAUUCCUACAGUGUCUUGCC 221
miR-190-2 | CUGUGUGAUAUGUUUGAUAUAUUAGGUUGUUAUUUAAUCCAACUAUAUAY
CAAACAUAUUCCUACAG 222
miR-191-1 | CGOCUCGACAGCCGCCAACCGAAUCCCAAAAGCAGCUGUUGUCUCCAGAG
CAUUCCAGCUGCCCUUGGAUTUCGUCCCCUGCUCUCCUGCCU 223
miR-191-2 | AGCGGGCAACGGAAUCCCAAAAGCAGCUGUUGUCUCCAGAGCAUUCCAGC
UBCGCUUGGAUTTCGUCCCCUGCY 224
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nif-192-2/3 | CCGAGACCGAGUGCACACCCCUCUGACCUAUGAAUUGACAGCCAGUGCUC

UCGUCUCCCCUCUGGCUGCCAAUUCCAUAGGUCACAGGUAUGUUCGCCUC | 225
AAUGCCAG
miR-192 GCCGAGACCGAGUGCACAGGGCUCUGACCUAUGAAUUGACAGCCAGUGCU
CUCEUCUCCCCUCUGGLUGCCAAUUCCAUAGGUCACAGGUATCUUCECCU | 226
CAAUGCCAGC
miR-193-1 | CGAGGAUGGGAGCUGAGGECUCCCUCUUUGCGEOCEAGAUGAGGEUGUCE
GAUCAACUGGCCUACAAAGUCCCAGUUCUCGECCCCCE 227
miR-193-2 | GCUGGGUCUUUGCGCGOCCACAUGAGGGUGUCGGAUCAACUGGCCUACAAA
GUCCCAGU 228
miR-194-1 AUGGUGUUAUCAAGUGUAACAGCAACUCCAUGUGGACUGUGUACCAAUUT
CCAGUGGAGAUGCUGUUACUUUUGAUGGUUACCAA 229
miR-194-2 | GUGUAACAGCAACUCCAUGUGGACUGUGUACCAAUUUCCAGUGGAGAUGC
UGUUACUUUUGAU 230
miR~195-1 AGCUUCCCUGGCUCUAGCAGCACAGAAAUAUUGGCACAGGGAAGCGAGUC
UGCCAAUAUUGGCUGUGCUGCUCCAGGCAGEGUGEUG 231
wiR-195-2 | UAGCAGCACAGAAAUAUUGGCACAGGGAAGCGAGUCUGCCAAUAUUGGCY
CUGCUGCY 232
miR-196-1 | CUAGAGCUUGAAUUGGAACUGCUGAGUGAAUUAGGUAGUUUCAUGUUGUU
GOECCUCCEUUUCUGAACACAACAACAUUAAACCACCCGAUUCACGECAG | 233
UUACUGCUCC
miR-196a-1 | CUGAAUUAGGUAGUUUCAUGUUGUUGGGCCUGGGUUUCUGAACACAACAA
CAUUAAACCACCCGAUUCAC 234
miR~196a-2 | UGCUCGCUCAGCUGAUCUGUGGCUUAGGUAGUUUCAUGUUGUUGGGAUUG
(wiR-196-2) | AGUUUUGAACUCGGCAACAAGAAACUGCCUGAGUUACAUCAGUCGGUUUY | 235
CGUCGAGGGC
wiR-196 GUGAAUUAGGUAGUUUCAUGUUGUUGGECCUGGCUUUCUGAACACAACAA
CAUUAAACCACCCGAUUCAC 236
niR-196b ACUGGUCGGUGAUUUAGGUAGUUUCCUGUUGUUGGGAUCCACCUUUCUCY
CBACAGCACGACACUGCCUUCAUUACUUCAGUUG 237
nik-197 GGCUGUGCCEEOUAGAGAGGGCAGUGGCAGGUAAGAGCUCUTCACCCUUC
ACCACCUUCUCCACCCAGCAUGGLC 238
miR-197-2 | GUGCAUGUGUAUGUAUGUGUGCAUGUGCAUGUGUAUGUGUAUGAGUGCAU
GCGUGUGUGC 239
miR-198 UCAUUGGUCCAGAGGGEAGAUAGGUUCCUGUGATUUTUCCUUCIUCUCUA
UAGAAUAAAUGA 240
miR-1992-1 | CCCAACCCAGUGUUCAGACUACCUGUUCAGCABGCUCUCAAUGUGUACAG
UAGUCUGCACAUUGGUUAGGC 241
miR-1995-2 | AGGAAGCUUCUGCGAGAUCCUGCUCCEUCGCCCCAGUGUUCAGACUACCUG
UUCAGGACAAUGCCGUUGUACAGUAGUCUGCACAUUGGUUAGACUGGGCA | 242
AGGGAGAGCA
niR-199b CCAGAGGACACCUCCACUCCGUCUACCCAGUGUUUAGACUAUCUGUUCAG
GACUCCCAAAUUGUACAGUAGUCUGCACAUUGGUUAGGCUGGECUGEEUU | 243
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niR-199s

GCCAACCCAGUGUUCAGACUACCUGUUCAGGAGGCUCUCAAUGUGUACAG
UAGUCUGCACAUUGGUUAGGC

244

miR-200a

GCCGUGGCCAUCUUACUGGGCAGCAUUGGAUGGAGUCAGGUCUCUAAUAC
UGCCUGGUAAUGAUGACGGC

245

aiR-200b

CCAGCUCGGGCAGCCGUGGCCAUCUUACUGGGCAGCAUUGGAUGGAGUCA
GGUCUCUAAUACUGCCUGGUAAUGAUGACGGCGGAGCCCUGCACE

246

uiR-200c

CCCUCGUCUUACCCAGCAGUGUUUGGGUGCGGUUGGGAGUCUCUAAUACT
GCCGGGUAAUGAUGGAGG

247

miR-202

GUUCCUUUUUCCUAUGCAUAUACUUCUUUGAGGAUCUGGCCUAAAGAGGU
AUAGGGCAUGGGAAGAUGGAGC

248

miR-203

GUGUUGGGGACUCGCECECUGGGUCCAGUGGUUCUUAACAGUUCAACAGU
UCUGUAGCGCAAUUGUGAAAUGUUUAGGACCACUAGACCCGGCEGECGLG
GCGACAGCGA

249

miR-204

GGCUACAGUCUUUCUUCAUGUGACUCGUGGACUUCCCUTUGUCAUCCUAT
GCCUGAGAAUAUAUGAAGGAGGCUGGGAAGGCAAAGGGACGUUCAAUUGY
CAUCACUGGC

250

niR-205

AAAGAUCCUCAGACAAUCCAUGUGCUUCUCUUGUCCUUCAUUCCACCGGA
GUCUGUCUCAUACCCAACCAGAUUUCAGUGGAGUGAAGUUCAGGAGGCAU
GGAGCUGACA

251

wiR-206—1

UGCUUCCCGAGGCCACAUGCUUCUUUAUAUCCCCAUAUGGAUUACUUUGC
UAUGGAAUGUAAGGAAGUGUGUGGUUUCGGCAAGUG

252

miR=206-2

AGGCCACAUGCUUCUUUAUAUCCCCAUAUGGAUUACUUUGCUAUGGAAUG
UAAGGAAGUGUGUGGUUUU

253

mik-208

UGACGGGCGAGCUUUUGGCCCOGGUUAUACCUGAUGCUCACGUAUAAGAC

GAGCAAAAAGCUUGUUGGUCA

254

wiR-210

ACCCGGCAGUGCCUCCAGGCGCAGGGCAGCCCCUGCCCACCGCACACUG
GCUGCCCCAGACCCACUGUGCGUGUGACAGCGGCUGAUCUGUGCCUGGGT
AGCGCGACCC

255

miR-211

UCACCUGGCCAUGUGACUUGUGGGCUUCCCUNUGUCAUCCUUCGCCUAGG
GCUCUGAGCAGGGCAGGGACAGCAAAGGGGUGCUCAGUUGUCACUTCCCA
CAGCACGGAG

256

wiR-212

CGEEGCACCCCGCCCEOACAGCGCECCOGCACCUUGGCUCUAGACUGCUU
ACUGCCCGGGCCGCCCUCAGUAACAGUCUCCAGUCACGGCCACCGACGCC
UGGCCCLELC

257

miR=213-2

(CCUGUGCAGAGAUUAUUUUUUAAAAGGUCACAAUCAACAUUCAUUGCUGU
CGEUCGCUUGAACUGUGUGGACAAGCUCACUGAACAAUGAAUGCAACUGU
GGCCCL6CuU

258

miR-213

GAGUUUUGAGGUUGCUUCAGUGAACAUUCAACGCUGUCCGUGAGUUUGGA
AUUAAAAUCAAAACCAUCGACCGUUGAUUGUACCCUAUGGCUAACCAUCA
UCUACUCC

259

miR-214

GGCCUGGCUGGACAGAGUUGUCAUGUGUCUGCCUGUCUACACUUGCUGUG
CAGAACAUCCGCUCACCUGUACAGCAGGCACAGACAGGCAGUCACAUGAC
AACCCAGCCU

260
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wiR-215

AUCAUUCAGAAAUGGUAUACAGGAAAAUGACCUAUGAAUUGACAGACAAU
AUAGCUGAGUUUGUCUGUCAUUUCUUUAGGCCAAUAUUCUGUAUGACUGU
GCUACUUCAA

261

miR-216

GAUGGCUGUGAGUUGGCUUAAUCUCAGCUGGCAACUGUGAGAUGUUCAUA
CAAUCCCUCACAGUGGUCUCUGGGAUUAUGCUAAACAGAGCAAUUUCCUA
GCCCUCACGA

262

niR-217

AGUAUAAUUAUVACAUAGUUUUUGAUGUCGCAGAUACUGCAUCAGGAACU

GAUUGGAUAAGAAUCAGUCACCAUCAGUUCCUAAUGCAUUGCCUUCAGCA
UCUAAACAAG

263

niR-218-1

GUGAUAAUGUAGCGAGAUUUUCUGUUGUGCUUGAUCUAACCAUGUGGUUG

CGAGGUAUGAGUAAAACAUGGUUCCGUCAAGCACCAUGGAACGUCACGCA
GCUUUCUACA

264

niR-218-2

GACCAGUCGCUGCGGGGCUNUCCUUUGUGCUUGAUCUAACCAUGUGGUGE

AACGAUGGAAACGGAACAUGGUUCUGUCAAGCACCGCGGAAAGCACCGUG

CUCUCCUGCA

265

wiR-219

CCGCCCCEEECCECEECUCCUGAUUGUCCAAACGCAAUUCUCGAGUCUAT
GGCUCCEECCEAGAGUUGAGUCUGGACGUCCCCAGCCGCCECCCCCAAAC
CUCGAGCGGE

266

niR-219-1

CCGCCCCEEECCCCEECUCCUCAUUGUCCAAACGCAAUUCUCGAGUCUAU
GECUCCEGCCCAGAGUUGAGUCUGGACGUCCCGAGCCGCCECCCCCAAAC
CUCGAGCGGG

267

miR-219-2

ACUCAGGGGCUUCGCCACUGAUUGUCCAAACGCAAUUCUUGUACGAGUCU
GCGGCCAACCCAGAAUUGUGGCUGGACAUCUGUGGCUGAGCUCCGEG

268

niR-220

GACAGUGUGGCAUUGUAGGGCUCCACACCGUAUCUGACACUUUGGGCGAG
GGCACCAUGCUGAAGGUGUUCAUGAUGCGGUCUGGGAACUCCUCACGGAT
CUUACUGAUG

269

wik-221

UGAACAUCCAGGUCUGGGGCAUGAACCUGGCAUACAAUGUAGAUUUCUGU
GUUCGUUAGGCAACAGCUACAUUGUCUGCUGGCUUUCAGGCUACCUGGAA
ACAUGUUCUC

270

miR-222

GCUGCUGGAAGGUGUAGGUACCCUCAAUGGCUCAGUAGCCAGUGUAGAUC
CUGUCUUUCGUAAUCAGCAGCUACAUCUGGCUACUGGGUCUCUGAUGGCA

UCUUCUAGCU

2711

mik-223

CCUGGCCUCCUGCAGUGCCACCCUCCGUGUAUUUGACAAGCUGAGUUGGA
CACUCCAUGUGGUAGAGUGUCAGUUUGUCAAAUACCCCAAGUGCGGCACA

UGCUUACCAG

272

miR-224

GGGCUUUCAAGUCACUAGUGGUUCCGUUUAGUAGAUGAUUGUGCAUUGUY
UCAAAAUGGUGCCCUAGUGACUACAAAGCCC

273
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miR-294-1 CAAUCUUCCUUUAUCAUGGUAUUGAUUUUUCAGUGCUUCCCUUUUGUGUGAGAG
(chri6) AAGAUA 274
miR-296 AGGACCCUUCCAGAGGGCCCCCCCUCAAUCCUGUUGUGCCUAAUUCAGAGGGUU
GEGUGGAGGCUCUCCUGAAGGGCUCT 275
wik-299 AAGAAAUGGUUUACCOUCCCACAUACAUUUUGAAUAUGUAUGUGGGAUGGUAAA
Ceocucuy 276
miR-301 ACUGCUAACGAAUGCUCUGACUUUAUUGCACUACUGUACUUUACAGCUAGCAGU
GCAAUAGUAUUGUCAAAGCAUCUGAAAGCAGG 277
miR-3022 CCACCACUUAAACGUGGAUGUACTUGCUUUGAAACUAAAGAAGUAAGUGCUUCC
AUGUUUUGGUCAUGG 278
miR-302b GCUCCCUUCAACUUUAACAUGGAAGUGCUUUCUGUGACUUUAAAAGUAAGUGCU
UCCAUGUUUUAGUAGGAGU 279
miR-30%¢ CCUUUGCUUUAACAUGGGGEUACCUGCUGUGUGAAACAAAAGUAAGUGCUUCCA
UGUUUCAGUGGAGE 280
miR-302d CCUCUACUUUAACAUGGAGGCACUUGCUGUGACAUGACAAAAAUAAGUGCUUCE
AUGUUUGAGUGUGG 281
miR-320 GCUUCGCUCCCCUCCECCUUCUCUUCCCOOUUCUUCCCGEAGUCGGGAAAAGC
GOOUUGAGAGGOCCAAAAAGCAUGAGGU 282
miR-321 UUGGCCUCCUAAGCCAGGGAUUGUGGGUUCGAGUCCCACCCOGGEUAAAGAAAG
GCCGA 283
miR-323 UUGGUACUUGGAGAGAGGUGGCUCCOUGCCCCCUTCGCUUUAUNUAUGGCGCACA
UUACACGGUCGACCUCUUUGCAGUATCUAAUC 284
miR-324 CUGACUAUGCCUCCCCGCAUCCCCUAGGGCAUUGGUGUAAAGCUGGAGACCCAC
UGCCCCAGEUGCUGCUGGGEGUUGUAGUC 285
miR-325 AUACAGUGCUUGGUUCCUAGUAGGUGUCCAGUAAGUGUUUGUGACAUAAUUUGY
UUAUUGAGGACCUCCUAUCAAUCAAGCACUGUGCUAGGCUCUGE 286
miR-376 CUCAUCUGUCUGUUGGGCUCGAGGCAGECCCUUUGUGAAGGCCOOUGGUGCUCA | 287
GAUCGCCUCUGGECCCUUCCUCCAGCCCCGAGOCGOAUUCA
wiR-328 UGGAGUGGEGEEECACCAGCEGCUCAGGCACAAAGUGCAUACAGCCOCUGRECC
UCUCUGCCCUUCCEUCCOCUG 288
miR-330 CUUUGECCAUCACUGCCUCUCUGCECCUGUGUCTUAGECUCUGCAAGAUCAACE
BAGCAAAGCACACGGCCUGCAGAGAGGCACCOCUCUGLLC 289
miR-331 GAGUUUGGUUUUGUUUGGEUUUGUUCUAGGUAUGGUCCCAGGEAUCCCAGAUCA
AACCAGGCCCCUGGGCCUAUCCUAGAACCAACCUAAGCUC 290
miR-335 UGUUUUGAGCGECCGUCAAGACCAAUAACGAAAAAUGUUUGUCAUAAACCGUUU
| UUCAUUAUUGCUCCUGACCUCCUCUCAUUUGCUAUAUUCA 291
miR-337 GUAGUCAGUAGUUGGECOCUCGEAACCECUUCAUACAGCAGUUCAUGCACAGUU
AUCCAGCUCCUAUAUGAUGCCUUUCUUCAUCCCCUUCAA 292
miR-338 UCUCCAACAAUAUCCUGGUGCUGAGUGAUGACUCAGGCCACUCCAGCAUCAGUG
AUUUUGUUGAAGA 293
miR-339 CGOGECEECCOCUCUCCCUGUCCUCCAGCAGCUCACGUGUGCCUGCCUGUGAGE
GCCUCGACGACAGAGECOGCGCCUGCCCCAGUGUCUGLGEC 294
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miR-340 UUGUACCUGGUGUGAUUAUAAAGCAAUGAGACUGAUUGUCAUAUGUCGUUUGUG
GGAUCCOUCUCAGUUACUUUAUAGCCAUACCUGGUAUCUUA 295
miR-342 GAAACUGGGCUCAAGGUGAGGGGUGCUAUCUGUGAUUGAGGGACAUGGUUAAUG
GAAUUGUCUCACACAGAAAUCGCACCCGUCACCUUGGCCUACUUA 296
miR-345 ACCCAAACCCUAGGUCUGCUGACUCCUAGUCCAGGGCUCGUGAUGGLUGGUGEG
CCCUGAACGAGGGGUCUGGAGCCCUGGEUUUGAAUAUCGACAGE 297
miR-346 GUCUGUCUGCCCECAUGCCUGCCUCUCUGUUGCUCUGAAGGAGGCAGGEGCUGG
G6CCUGCAGCUGCCUGGGCAGAGCEGCUCCUGE 298
miR-367 CCAUUACUGUUGCUAAUAUGCAACUCUGUUGAAUAUAAAUUGGAAUUGCACUUU
AGCAAUGGUGAUGG 299
miR-368 AAAAGGUGGAUAUUCCUUCUAUGUUUAUGUUAUUUAUGGUUAAACAUAGAGGAA
AUUCCACGUUUU 300
miR-369 UUGAAGGGAGAUCGACCGUGUUAUAUUCGCUUUAUUGACUUCGAAUAAUACAUG
GUUGAUCUUUUCUCAG 301
miR-370 AGACAGAGAAGCCAGGUCACGUCUCUGCAGUUACACAGCUCACGAGUGCCUGCY
| GGGGUCGAACCUGCUCUGUCU 302
miR-371 GUGGCACUCAAACUGUGGGEOCACUUUCUGCUCUCUGCUGAAAGUGCCECCAUC
UUUUGAGUGUUAC 303
miRk-372 GUGGGCCUCAAAUGUGGAGCACUAUUCUGAUGUCCAAGUGGAAAGUGCUGCGAC
AUUUGAGCGUCAC 304
mik-373 GGGAUACUCAAAAUGGEGGCGCUUUCCUUUUUGUCUGUACUGGGAAGUGCUUCG
AUUUUGGEEUGUCCC 305
miR-374 UACAUCGGCCAUUAUAAUACAACCUGAUAAGUGUUAUAGCACUUAUCAGAUUGU
AUUGUAAUUGUCUGUGUA 306
wiR-hes] AUGGAGCUGCUCACCCUGUGGGCCUCAAAUGUGGAGGAACUAUUCUGAUGUCCA
AGUGGAAAGUGCUGCGACAUUUGAGCGUCACCGEUGACGCCCAUAUCA 307
miR-hes? GCAUCCCCUCAGCCUGUGGCACUCAAACUGUGGEGGECACUTUCUGCUCUCUGEU
GAAAGUGCCOCCAUCUUUUGAGUGUUACCGCUUGAGAAGACUCAACC 308
miR-hes? CGAGGAGCUCAUACUGGGAUACUCAAAAUGGGGGCGCUUUCCUTUUUGUCUGUY
ACUGBGAACUCCUUCCAUUIUCGGEUGUCCCUGUUUGAGUAGGECAUC 300

(00701 sl 44y Bl vpolin I R 3 B0t B2 B 1IN il (fm i REG S ) (Z IR 1b) o A7 2
R4 7 B AT 240 RN 1K) P 3 e AT I8 B AR TR B ER) 2R AN R (14 1 mi R o JIr 47 31

#h e AN

[0071] R 1b— A HZATH/NRNAST )

[0072]
RSk miRNA & AR A miRNA A3 SEQ ID NO. | ARALAGATHMI RNA

5 23) ARE 1a
let-7a ugagguaguagguuguavagul 310 let-7a-1; let-7a=Z
let-7a-3; let-7a—4

let-7b ugagEuaARUAgEUUBUBUgRUL 311 let=7b
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let-7¢ ugagguaguagguuguaugguu 312 let-7¢

let-7d agagguaguagguugcauagu 313 let=7d; let-7d-vl

let-7e Ugageuaggageuuguauagy 314 let-7e

let-7f UgagEUaZUAZAUUBUAUAZUY 315 let=7f=1; let-7f-2-1;

» let-7f-2-2

let-7g ugagguaguaguuuguacagy 316 let=7¢

let-71 ugagguaguaguIigugen 317 let-7i

miR~1 uggaauguasagaaguangua 318 miR—=1b; miR-1b-1;
wiR=1b-2

mik-7 uggaagacuagugauuuuguy 319 wiR-7-1; miR-7-1a;
wiR-7-2; miR~7-3

mif-9 ucuutgguuaucuageuglauga 320 miR-9-1: mik-9-2:
niR-9-3

miR=9+ vasagcuaganaaccgaaagu 321 miR-9-1; miR-9-2;
aiR-9-3

miR-10g uacccuguagauccgaauuugug 322 miR—-10a

miR-10b UACCCUZUAZAacCaauuugy 323 miR-10b

miR-134 uagcagcacauaaugguiugug 324 miR—15a; miR-15a-2

miR-15b uagcagcacaucaugguuuaca 325 niR-158

mik-16 UagCagcacguasauaulggce 326 miR-16-1; miR-16-2;
wiR-16-13

wiR-17-5p caadgugcuuacagugcagguagu 327 miR-17

miR-17-3p acugcagugaaggeacuugu 328 miR-17

mik-18 laaggugcaucuagugeagaya 329 wiR-18; miR-18-13

mifk~19a ugngcaaaycualugcaagacuga 330 nik-193; miR-19a-13

mik-19h ugugcaaauccaugeaaaacuga 331 miR-196-1; miR-196-2

miR-20 uaaagugcuuauagugcaggua 332 miR-20 (wif-20a)

miR-21 uagcuuaucagacugauguuga 333 wiR-21; miR-21-17

mik-22 aagcugecaguugaagaacugu 334 mik-22
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miR-23 aucacauugccagggauuuce 335 miR-232

miR-23b aucacanugecagggauuaceac 336 miR-23b

miR-24 uggcucaguucagcaggaacag 337 miR-24~1; miR-24-2;
wiR-24-19: mik-29-9

mik-25 cauugcacuugucucggucliga 338 miR-25

nif-26a uucaaguaauccaggauaggeu 339 wiR-26a; miR-26a-1;
miR-26a-2

mifk-26b uucaaguaauucaggauaggy 340 miR-266

wiR-273 Uucacaguggcugaguiiccgee 341 mik-272

miR-27h uucacaguggcuaaguucug 342 niR-276-1; miR-276-2

miR-28 aaggagcucacaguciauligag 343 HiR-28

mik-29z cuagéaccaucugaaaucgguy 344 wiR-29a-2; miR-29%

miR-29b uagcaccauuugaaaucagu 345 miR-29b-1; miR-2%262

miR-29%¢ uagcaccauuugadaucgguua 346 mikR-29%¢

miR-30a-5p uguaaacauccucgacuggaage 347 miR-302

miR-30a-3p cuuucagucggauguuugeage 348 nikR-30a

miR-30b UZUAAaCcAUCCUACACUCAET 349 miR-30b-1; miR-306-2

miR-30c uguaaacaugcuacacucucage 350 miR-30¢

miR-30d uguaaacauccecgacuggaag 351 miR-30d

miR-30e uguaaacauccuugacugga 352 miR-30e

miR-31 ggcaagaugeuggeauageug 353 wiR-31

miR-32 uauugcacaiuacuaaguuge 354 miR-32

mif-33 gugcaunguaguugeauug 355 wiR-33; wiR-33b

miR-34a uggeagugucuUagougguugy 356 miR-34a

miR-34b aggcagugucauuageugauug 357 niR-34b

miR-34c aggcaguguaguuagcuganug 358 mik—34c

miR=92 UAuUECACUUBUCCCEEToURY 359 miR-92-2; miR-92-1

mik-93 244 guUgCUSUUCEURCABRUAE 360 miR-93-1; wiR-93-2

mik-95 uucaacggguauuuauugagea 361 nik-95
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AR B miRNA &A% A miRNA 5] SEQ ID NO. | A8/ 4GATHSC]S RNA;

(5" £3%) B 1a
mik-96 UUUGECACUSZCACAUUUUUEC 362 niR-96
miR-98 ugagguaguaaguuguauIgUY 363 | miR-98
miR-99a adcceguagauccgaucuugug 364 miR-99
mik-99b cacceguagaaccgaccuugeg 365 nik-99b
miR-100 uacaguacugugauaacugaag 366 miR-100
mik=101 uACagUACUZUBAULACUZAAg 367 miR=101-1; miR-101-2
mik-103 ageagcauuguacagggcuaugs 368 mik-103-1
mifk-105 ucgaalgcucagacuccugy 369 miR-105
miR-106—5 aagagugcuuacagugeagguage 370 niR-106-4
miR=106-b uagagugeugacagugeagau n miR-106-b
miR-107 agcagcautguacagggeuanca 372 miR-107
miR—~122 upgagugugacaaugEuguLUgU 373 miR-1225-1; miR-1223-2
miR-1244 uugaggeacgeggugaaugeca 374 wiR-1245-1; miRk-1243-2;

miR—1242-3

miR~1258 ueccugagacccuuiaaccugug 375 miR=1258-1; miR-125a-2
miR-125b uccougagaceccuaacuugugs 376 niR-125b=1; miR-1256-2
miR-126% CauNAUUACULULEEIACECS 377 miR-126-1; miR-126-2
mik—-126 ucguaccgugaguaduaauge 378 miR-126-1; miR-126-2
miR-127 LcgEauccguCUgageulggcU 379 miR-127-1; miR-127-2
miR-128a ucacagugaaccggucucuiuu 380 mik=128 miR-128a
nik-128b UcacagugaaccggucuCunue 381 miR-128b
miR-129 CUUUULgCEgUCUEEECUIEE 382 miR-129-1; miR-129-2
mif-1302 cagugcaauguuaaaaggge 383 aiR-130a
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ARFk miRNA &A% B miRNA 5 SEQ ID NO. | AGRLEGATHRGR]: RNA;
5 2%) HE la

miR=130b cagugcaaugaugaaaggecay 384 wiR=130b

miR-132 Uaacagucuacagccauggueg 385 miR-132-1

miR-133a uugguccecuucaaccageugu 386 wiR-133a~1; miR-133a-2

miR-133b uugguccceuucaaccageua 387 niR-133b

miR-134 ugugacugguugaccagaggg 388 miR-134-1; miR-134-2

mik~135a vauggcuuuuanuccuanguga 389 miR-135a; miR—135a-2

miR-135-2)

miR—-135b uaiggouunucanccuaugug 390 miR—1356

miR-=136 acuccauuuguuuugaugaugea 391 miR=136-1; miR~136-2

mif-137 vaulgeuuaagaauacgeguag 392 miR-137

mik-138 AZCUREUEIUZUEAALC 393 miR-138-1; miR-138-2

miR-139 ucuacagugcacgugucu 394 miR—-139

miR-140 agugguiuuacceiaugguag 395 miR~140; miR-140as;

miR=140s

mik-141 aacacugucugguaaagaugg 396 miR=141-1; miR-141-2

wiR-142-3p uguaguguuuccuacuuuaugga 397 niR-142

mik-142-5p caudaaguagaaggeacuac 398 miRk-142

miR—143 ugagaugaageacuguagouca 399 miR—143-1

miR-144 uacaguauagaligauguacuag 400 niR-144-1; miR-144-2

miR-145 guccaguuucccaggaauceeuu 401 miR-145-1; miR-145-2

miR-146 UgagadCuUEARUNCCAUZEIUY 492 wiR=146-1; miR-146-2

wiR=147 ZUSUZUZEAAAUZCUUCUEC 403 mik—147

miR-148a ucagugcacuacagaacuuugy 404 miR-198a (miR-148)

miR—-148b ucagugcaucacagaacuuugu 403 nik—=148b

mik-149 UCUEECUCCEUZUCUULACUCE 406 miR—-149
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[0077]
ARFk miRNA &A% B miRNA 5 SEQ ID NO. | AGRLEGATHRGR]: RNA;
5 2%) HR& la

mik-150 UCUCCCaacCeuUgUaccagug 407 miR=150-1; miR-150-2

miR-151 AcCUagacuUgaAZCUCCUULAES 408 miR-151

miR=152 ucagugeaupacagaacuLgg 409 wmiR-152-1; miR—-152-2

miR-153 uugcauagucacaagaguga 410 miR—133-1-1;
miR-153-1-2;
miR-153-2-1;
miR-153-2-2

miR=154 UAgEUUALCCIUSUUZCOUNCE 411 miR=154-1; miR-154-2

miR—154¥ aaucauacacgguugaccuauu 412 mIR-154—1; miR-154-2

mik-135 uuaaugecuagtcgugauaggeg 413 miR-135

mik-181a aacauucaacgcugucegugagy 414 miR—1815

miR=181b agcauucauugeugucggugpeuu 415 miR-1816—1: miR-1816-2

mik-181¢c aacauucaaccugucggugagu 416 mik-181c

miR-182 uuuggcaaugguagaacucaca 417 miR-182; miR-182as

miR-182# ugguucuagacuugecaacua 418 miR-182; miR-187as

mik-183 uauggcacugguagaauucacug 419 miR-183

miR-184 uggacggagaacugauaaggguy 420 wiR~189-1; miR-184-2

miR=185 UBgagaganagacaguuc 421 miR=185-1; miR-185-2

miR-186 €a32£a3UUCUCCUBULZEECUU 422 miR-186-1; miR-186-2

BiR=187 UCgUEUCUUZULUUECAZCCE 423 miR=187

miR-188 : caucccuugeaugguggaggsu 424 miR—188

wiR-189 gugccuacugageugaalcagu 435 niR-189-1; miR—189-2

miR-190 ugatauguuugauauauuaggy 416 aiR=190-1; miR-190-2

mik-191 caacggaaucccaaaageagey 4217 miR=191-1; miR-191-2
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[0078]
A niRNA £ | RFniRNA A7) SEQ ID NO. | ABAL&qTHkssels RNA;
5 £3) HRE 1a
miR=192 Cugaccualgaauugacagce 428 mik-192
mik-193 aacugECcuacaaagucceag 429 miR-193-1; miR-193-2
miR—-194 uglaacageaacuccaugugga 430 miR=194-1; miR—194-2
miR-195 uageageacagaaayauugsc 431 miR-195-1; miR-195-2
miR—1963 UAEEUA EUUUCEUGUUSUULE 432 miR=1963; miR—-1963-2
(miR196-2)
miR-=196b UAgguUa BUUUCCUSUUEULEE 433 miR=196b
miR-197 UUECaceaccuucucraceoage 434 miR-197
miR-198 gRuUCCagagERgagaungg 435 miR-198
miR-1993 CCCARUEUUCALACUACCURUUC 436 niR-199a~1; miR-199a-2
miR~199a% | UACASUABUCUECACALIUEEUY 437 miR=199a~1; miR-199a-2;
miR-199s; miR-19%b
mik-199b Ceodguguuuagacusticuguuc 438 miR—-199b
miR-200s uagcacugucugguaacgaugu 439 niR-200a
miR-2006 cucuaauacugecugguaaugaug | 440 miR-200b
mif-200c aaudcugecggguaaugaugga 441 nik-200¢
miR-202 agaggualagegcauggeanga 442 miR-202
miR-203 glgadauguuuaggaccacuay 443 mik-203
miR=204 uucccuIugucauccuaugecu 444 niR-204
miR-205 uecuucauuccaccggagucug 445 miR=205
miR-206 UgEaalgUAAgEaagUgUSIEE 446 miR=206-1; miR-206-2
wiR=208 auaagacgagcasdaagcuugu 447 miR=208
miR-210 CUENECEUBUEACAZCEZEUL 448 miR-210
miR-211 UUCCCUNEUCAUCCUUEECEU 449 miR-211
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[0079]
AR B miRNA & AR A miRNA A7) SEQ ID NO. | A8/ 4G aTHfR] RNA;
(5" £3%) B 1a
mik-212 Uascagucuccagucacggce 450 mik=212
miR-213 accaucgaccguugauuguace 451 | miR=213
miR=214 acageaggcacagacaggcag 452 miR-214
miR-215 augaccuaugaauugacagac 453 nik-215
miR-216 uagucucageuggcaacugug 454 miR-216
miR-217 uacugcaucaggaacuganugEan 455 miR=217
miR-218 uugugcuugaucuaacecaugu 456 wik-218-1; miR-218-2
miR-219 ugauuguccaaacgeaauucy 457 miR=21%; mik-219-1;
miR-219-2
miR-220 ccacaccguaucugacacuuu 458 miR-220
miR-221 8gCUBCAUUSUCUECUEEEUILC 459 miR-221
miR-222 ageuacaucuggouacugggucuc 460 wik-222
miR-223 ugucaguuugucaaauaccec 461 miR-223
miR-224 CaaguCaTUdgUEEIUCCEULA 462 miR-224
miR-296 agEECCeececucanuceugy 463 mik-296
miR-299 ugguuuaccgucecacauacau 464 miR-299
miR=301 cagugtaataguanigueasasc 465 niR-301
mik~302a taggugcuuccauguuuuggliga 466 miR-307a
miR-302b* aguluaacauggaagugeuuucy 467 MmiR=302b
miR-302b uaagugouuccauguutuaguag 468 miR—-302b
aik-302c¥ uuuagcaugggEsuaccugeug 469 mik-302¢
miR=302¢ ugagugeiluccaugunicagugg 470 mik-3072¢
miR-302d ugagugcuuccauguuugagug 471 niR=302d
mik-320 aaaageugeguugagagesceaa 472 mif-320
‘miR—321 UBAgCCAEgEaUUgUESEUUC 473 mik-321
miR-323 geacauuacacggucgaccucy 474 miR-323
miR-324-5p cgeauccecuagggeauuggugu 475 niR-324
miR—324-3p ¢cagugecccaggugcugeugs 476 miR-324
miR-325 ccuaguagguguccaguaagy 477 niR-325
miR-326 ceucugggcecuuceuccag 478 miR—326
miR-328 cuggeccucucugeccuucegu 479 miR-328
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[0080]
AR miRNA £ 4% A miRNA A5 SEQ ID NO. | ABALAGHTHRH] RNA;
5 £9%) SIA la
miR-330 gcaaageacacggecugcagaga 480 miR-330
mik-331 gecccugggecuauccuagas 481 mik-331
miR-335% Ucaagagcaaudacpaaadaupu 482 miR-335
miR-337 uccageuccuauaugatigecuuy 483 miR-337
miR-338 ucgageaucagugauuuuguua 484 mik-338
miR-339 ucccuguccuccaggagcuca 485 miR-339
mik-340 ucegucicaguuacuiuatagec 486 nik-340
mik—342 ucucacacagaaaucgeaccoguc 487 mik-342
mik-345 ugcugacuccuaguecagesc 488 mik-345
mik=346 ugucugeccgeaugecugecucy 489 mIR=346
mik-367 aauugcacuuuagcaalgguga 490 mik-367
miR=368 acauagaggaaauuccacguuu 451 miR-368
wiR-369 aduaauacaugguugaucuuy 492 nik-369
miR-370 gecugcuggaguggaaccugy 453 miR-370
mikR-371 gugccgccaucuLUgaAgUSY 494 miR-371
mik=372 aaagugcugcgacauuigagegl 495 miR=372
miR=373# acucaaaauggEegcecunlcs 496 miR-373
mik-373 gaagugcuucEaluuLgEgsuUsY 497 miR-373
miR-374 uuauaalacaaccugauas gug 498 niR-374

[0081] Ak BHAFRIZWT 52 3 42 15 AT SEAR I B TR A SR 1 XU R 1 73, 1%
TEAFE I E K B 52 1 TR S 1 2 D — Fhmi REE DR 7= 40 () P RR A ot o )
mi REEDR P2 ) 7K T 5 6] HEAE i v A 2 Pty RS DR P 0 ) 7K ST R AT B 38 AR ST I, <52
T AT DA A B BE T SRR 0 AR AT Sl o AE— MR B SE T S, 52 2
SR B SE B SR RE I

[0082]  fE—ANSEJE 5 &, 78 MR AE o b I B Y & /D — Fhmid RIL D 7= 3% H cmiR-21,
miR-17-5p,miR-191,miR-29b-2,miR-223,miR-128b,miR-199a~1,miR-24-1,miR-24-2,
miR-146,miR-155,miR-181b-1,miR-20a,miR-107 ,miR-32,miR-92-2,miR-214 ,miR-30c,
miR-25,miR-221,miR-106af1H 2H A o 75— AMF 8 IS HE 7 R, Bridmi RIE DR 74 /&mi R—
21,miR-1918miR-17-5p. 7E S5 — AL 7 &,

[0083]  FriAmiRILEPH M)A EmiR-15aBmiR-16-1 .78 B— ALty 22w, fridmi R R 7™
PIAZmiR 159-18miR-192. 78 ) — AL 7 29, Fridmi REE A 7 AN 7&miR-186 ,miR-
101-1,miR-194,miR-215,miR-106b,miR-25,miR-93,miR-29b,miR-29a,miR-96 ,miR-182s,
miR-182as,miR-183,miR-129-1,let-7a-1,let-7d, let-7f-1,miR-23b,miR-24-1,miR-
27b,miR-32,miR-159-1,miR-192,miR-125b-1, let-7a-2,miR-100,miR-196-2,miR-148b,
miR-190,miR-21,miR-301,miR-142s,miR-142as,miR-105-1, BimiR-175. /£ B — L 77
R, IriAmiREE R A EmiR-21,miR-301 ,miR-142as,miR-142s,miR-194,miR-215 , BY
miR-32.7E 55—/ NSLE T E, Frifmi REE A P2 ) AN J&miR-148 ,miR-10a,miR-196-1,miR~-
152,miR-196-2,miR-148b,miR-10b,miR-129-1,miR-153-2,miR-202,miR-139, let-7a,
let=7f,8(1et-7dfE B—AEHiE T R, PridémiRIEEH =) A &miR-15a,miR-16-1,miR-
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182,miR-181,miR-30,miR-15a,miR-16-1,miR-15b,miR-16-2,miR-195,miR-34,miR-153,
miR-21,miR-217,miR-205,miR-204,miR-211,miR-143,miR-96 ,miR-103,miR-107 ,miR-
129,miR-9,miR-137, ,miR-217,miR-186.

[0084]  FiriAsZAAdes vl DL A YR E 28 B A1 SR 20 AT 5 I o 1A% P i JiE 30 o 1 g i
() 1R/ BAT A, T DA A S VAR AR B2 98 o 238 3k A B 1) T V2 2 T P S A e 10 A o S
WFE AEAR T, &5 s, B0, B R, R, LI , I BT 2 s , SCAUE e, S AL
I, SN AL, E U, 1250, R R AL R IR, IR, (I e, 11 i AR (4 o e, 1
fE ), JHAL R Gu e (B an e , BB s ) , B RIS , W il R G0 (1 R IR s ) » e
UK g, WA JR R G0 (BB , eI ) » BB A7 & AN 43 S bk 8 o 78 BAR S 77 &b, B
R ARSEAS S TR — PPECZ Bl FUIRIE , e , B2 , R e B B e

[0085]  7E—ANSiifa 7y S, BT I S Ao 2 L e B e » L 78 DA St U 1 22 2D —
FibmiRILPH P23 B :miR-210,miR-21 3R A & .

[0086]  7i 7 —ANSLjif )y &b, Bk sedss & 45 W, 550 » B AU e BB it » L AE DUk
T o B A 2 /b Pl REE R 77 ) EmiR—-218-2.

[0087]  FEA &I —ANEE KT R, Frdk s A a2 FL AR, FLAE DI RE ot o 0 = )
&b —FimiREER P2 437% 1 :miR-125b-1,miR-125b-2,miR-145,miR-21 fIH4H & . 4 — M HH
KELETT R, Bk e 2 FUI e, ELIWARE & 59 2 D — Pimi REE R P38 B cmiR-21,
miR-29b-2,miR-146 ,miR-125b-2,miR-125b—1,miR-10b,miR-145,miR-181a,miR-140 ,miR-
213,miR-29a prec,miR-181b—1,miR-199b,miR-29b-1,miR-130a,miR-155,let-7a-2,miR-
205 ,miR-29¢,miR-224,miR-100,miR-31,miR-30c,miR-17-5p,miR-210,miR-122a ,miR—16-
MG AE— DR T B, rdk e iddg 2 FUIR e, ELBTIA 28 70— Fimi REEER 7= P A
JEmiR-15a8miR—16-1. 7E F5— N SEHE 77 &, BTk sepfs & A e , BT iR 2 /b — Phmi R
R = A femiR-145,miR-21 ,miR-155,miR-10b ,miR-125b—1,miR-125b-2, let7a-2, let7a—
3,let-7d,miR-122a,miR-191 ,miR-206,miR-210,1et-7i,miR-009-1(miR131-1) ,miR-34
(miR-170) ,miR-102(miR-29b) ,miR-123(miR-126) ,miR-140-as,miR-125a,miR-194 ,miR-
204,miR-213,let-7f-2,miR-101,miR-128b,miR-136,miR-143,miR-149,miR-191,miR-
196-1,miR-196-2,miR-202,miR-103-1,5miR-30c . 7E 5y — Lt 77 229 , Bk Seidee 2 3
B9, HPriAmiREE R A 2miR-21,miR-125b-1,let-Ta-2,let-7i,miR-100,let-7g,
miR-31,miR-32a-1,miR-33b,miR-34a-2,miR-101-1,miR-135-1,miR-142as,miR-142s,
miR-144,miR-301,miR-29¢,miR-30c ,miR-106a , B{miR-29b—1 . 7E A —SLft 7 &, ik
SEAR e FURIE , HPTiAmiREEDR M) A ZmiR-159-18miR-192 7 b3 — N SEHt 7 S+, r
S AR & AR, BT iRmi REEDH P A JemiR-186 ,miR-101-1,miR-194,miR-215,miR-
106b,miR-25,miR-93,miR—29b ,miR—29a,miR-96 ,mi R-182s ,miR-182as,miR-183,miR-129-
1,let-7a-1,let-7d, let-7f-1,miR-23b,miR-24-1,miR-27b,miR-32,miR-159-1,miR-192,
miR-125b-1,let-7a-2,miR-100,miR-196-2,miR-148b,miR-190,miR-21,miR-301 ,miR-
142s,miR-142as,miR-105-1, BmiR-175, 7F 7 — AL 5 b , Bk se e & LR , BLAT
WmiRIEEH A EmiR-21,miR-301,miR-142as,miR-142s,miR-194,miR-215, BimiR-32.
TER— AL T e, Bk S s 2 LS , H P ifmi REED P2 ) A &miR-148,miR-10a,
miR-196-1,miR-152,miR-196-2,miR-148b,miR-10b,miR-129-1,miR-153-2,miR-202 ,miR-
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139,let-7a,let-7f ,Bilet-Td.fE 53— SEHE T S, Pk e 40 & LR , B Pridmi RE:
R = AN SemiR-181b,miR-181¢,miR-181d ,miR-30,miR-15b,miR-16-2,miR-153-1,miR-
217,miR-205,miR-204,miR-103,miR-107 ,miR-129-2,miR-98miR-137.

[0088]  fF 7y — NS Ty P, BT IR S AR R A& 25 W » L DA RE AR 1 22 2D — Fhmi REE R 77
Wi 4 :miR-24-1,miR-29b-2,miR-20a,miR-10a,miR-32,miR-203 ,miR-106a,miR-17-5p,
miR-30c¢,miR-223,miR-126%,miR-128b,miR-21,miR-24-2,miR-99b prec,miR-155,miR-
213,miR-150,miR-107,miR-191,miR-221 ,miR-9-3FIHLH & o 7E 3 — ALt J7 b, ik sz
Moy A2 45 W, B idmi REE DR =4 A /&miR 159-188miR-192. 7E 57— AL 5 1, Frik
SEARE 2 45 W, B iRmi REE D P M)A EmiR-186,miR-101-1,miR-194,miR-215,miR-
106b,miR-25,miR-93,miR—29b ,miR-29a ,miR-96 ,mi R-182s ,miR-182as,miR-183,miR-129-
1,let-7a-1,let-7d, let-7f-1,miR-23b,miR-24-1,miR-27b ,miR-32,miR-159-1,miR-192,
miR-125b-1,let-7a-2,miR-100,miR-196-2,miR-148b,miR-190,miR-21,miR-301 ,miR-
142s,miR-142as,miR-105-1, BmiR-175, 7% 5 — AL 5 B, Bk sSefse & 45 W, BLA
WmiRIEH A ZmiR-21,miR-301,miR-142as,miR-142s,miR-194,miR-215, BimiR-32.
TER— AT e, Brid S Je A2 45 W0 , R ifmi REEDR P2 A /&miR-148,miR-10a,
miR-196-1,miR-152,miR-196-2,miR-148b,miR-10b,miR-129-1,miR-153-2,miR-202 ,miR-
139,let-7a,let-7f ,Bilet-Td.fE 53— SEHE T S, Pk S A4 =& 45 W, B P idimi REE
R = AN emiR-181b,miR-181¢,miR-181d ,miR-30,miR-15b,miR-16-2,miR-153-1,miR-
217,miR-205,miR-204,miR-103,miR-107 ,miR-129-2,miR-98{miR-137.

[0089]  7E 5y — Lt /7 Z& v, BTk S A4 a2 i, HL IR ot b i m i RS DR P )3
miR-21,miR-205,miR-200b,miR-9-1,miR-210,miR-148,miR-141,miR-132,miR-215,miR-
128b,let-7g,miR-16-2,miR-129-1/2prec,miR-126%,miR-142-as,miR-30d ,miR-30a-5p,
miR-7-2,miR-199a-1,miR-127 ,miR-34a prec,miR-34a,miR-136,miR-202,miR-196-2,
miR-199a-2,let-7a-2,miR-124a—1,miR-149,miR-17-5p,miR-196—1prec,miR-10a,miR-
99b prec,miR-196-1,miR-199b,miR-191,miR-195,miR-155FHLH 4 7F — M AH I SL it 77
b, B SR 2 R , ELFTIR 20— Fimi RELH P2 M)A JEmiR-15a8imiR-16-1 . 78 A —
St 77 e, B seAA g S i, BLATIA 2 D —FimiREE R A JEmiR-21,miR-191 ,miR-
126%,miR-210,miR-155,miR-143,miR-205,miR-126 ,miR-30a—5p,miR-140,miR-214,miR-
218-2,miR-145,miR-106a,miR-192,miR-203,miR-150,miR-220 ,miR-192 ,miR-224 ,miR-
24-2,miR-212,miR-9,miR-17,miR-124a-1,miR-95,miR-198,miR-216, ,miR-219-1,miR-
197,miR-125a,miR-26a—1,miR—146 ,miR-199b, let7a-2,miR-27b,miR-32,miR-29b—2 ,miR-
33,miR-181c,miR-101-1,miR-124a-3,miR-125b-18 let7f-1 .7 H—LjE 5 L, frik
SEAR S A i , BBk 2 20— FimiREEH M)A ZmiR-21,miR-182,miR-181,miR-30,miR-
15a,miR-143,miR-205,miR-96 ,miR-103,miR-107 ,miR-129,miR-137 ,miR-186 ,miR-15b,
miR-16-2,miR-195,miR-34,miR-153,miR-217,miR-204 ,miR-211,miR-9,miR-217, let-Ta—
2BXmiR-320 7 73— AL 7 S h , Bk SEARE A& o, HLFr B mi REED M)A & let-Tc,
let-7g,miR-7-3,miR-210,miR-31,miR-34a-1,miR-a-2,miR-99a ,miR-100,miR-125b—2,
miR-132,miR-135-1,miR-195,miR-34,miR-123,miR-203 . 7E B — 5L )7 &, Frik se ik
S A R, HL PR mi RIE K P2 AN EmiR 159-188miR-192. 7E W — AL 7 b, ik sk
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T 2 s, ELTRmi RELDH P2 M)A JemiR-186 ,miR-101-1,miR-194 ,miR-215,miR-106b ,miR-
25,miR-93,miR-29b,miR-29a,miR-96 ,miR-182s,miR-182as,miR-183,miR-129-1, let-Ta-
1,let-7d,let-7f-1,miR-23b,miR-24-1,miR-27b,miR-32,miR-159-1,miR-192,miR-125b—
1,let-7a-2,miR-100,miR-196-2,miR-148b,miR-190,miR-21 ,miR-301,miR-142s,miR-
142as,miR-105-1,BmiR-175 o /£ 53— A SEHT7 Z2H, Ik S 2 it , B Pridmi REEDA ™
WA FEmiR-21,miR-301 ,miR-142as,miR-142s,miR-194,miR-215, BimiR-32. 7E % — 5L
Ty, ik SEARSE S MiAE , ELTifm i REED M) AN &miR-148,miR-10a,miR-196-1,miR-
152,miR-196-2,miR-148b,miR-10b,miR-129-1,miR-153-2,miR-202,miR-139, let-7a,
let=7f,Blet=TdfE — AL T 2, Brik seAd i 2 i , H T ifmi REEDH 7= M)A @miR-
181b,miR-181c,miR-181d,miR-30,miR-15b,miR-16-2,miR-153-1,miR-217,miR-205 ,miR-
204 ,miR-103,miR-107 ,miR-129-2,miR-98{miR-137.

[0090] 7% 55— NSEhti 7 S8+, BTl SEAf s 2 e i, BLZE 0B o rh 2 ) 22 20— FhmiR
FER % E :miR-103-1,miR-103-2,miR-155,miR-204 FIHH & A — MLt T &
BT IR SEARRE 2 BRI, ELIIRE 5 R o m i REE R P2 036 B :miR-103-2,miR-103-1,miR-
24-2,miR-107,miR-100,miR-125b-2,miR-125b—1,miR-24-1,miR-191 ,miR-23a,miR—26a-
1,miR-125a,miR-130a,miR-26b,miR-145,miR-221,miR-126%,miR-16—2,miR-146 ,miR-
214,miR-99b,miR-128b,miR-155,miR-29b—2,miR-29a,miR-25,miR-16-1 ,miR-99a ,miR-
224,miR-30d,miR-92-2,miR-199a-1,miR-223,miR-29¢ ,miR-30b,miR-129-1/2,miR-197,
miR-17-5p,miR-30c,miR-7-1,miR-93-1,miR-140,miR-30a-5p,miR-132,miR-181b—1,miR-
152prec,miR-23b,miR-20a,miR-222,miR-27a,miR-92-1,miR-21,miR-129-1/2prec ,miR-
150,miR-32,miR-106a,miR-29b—1 FI L & . £ —ANSLJit /7 G2 v , Birid se i & i , H.
JIridmi R (K = ) AS Ami R-15a88mi R—16-1 o 7F 53 — AN SEt 7 =, Frid s idfe & f i , HL
Fridmi REE D =) A FEmiR 159-18miR-192. 7E 55 — N2 5 b, B SE A4 Je A& F e »
HJrimiRFEE H P M)A /EmiR-186,miR-101-1,miR-194,miR-215,miR-106b,miR-25 ,miR-
93,miR-29b,miR-29a,miR-96, ,miR-182s,miR-182as,miR-183,miR-129-1, let-7a-1, let-
7d,let-7f-1,miR-23b,miR-24-1,miR-27b,miR-32,miR-159-1,miR-192,miR-125b-1, let-
7a-2,miR-100,miR-196-2,miR-148b,miR-190,miR-21,miR-301,miR-142s,miR-142as,
miR-105-1,BmiR-175.7F 73— AL J7 S, Bk se a2 SR e, HL P iimi RIE PR = ) A
JEmiR-21,miR-301,miR-142as,miR-142s,miR-194,miR-215, BimiR-32. 7& 5 — AN St 77 &
i, BT IR S A A RS , HLTIAmi RIER P24 &miR-148,miR-10a,miR-196-1,miR-152,
miR-196-2,miR-148b,miR-10b,miR-129-1,miR-153-2,miR-202,miR-139, let-7a, let-7f,
Bilet-Td.fE 57— ML T EH , ik seffne 2 i, B ridmi REER M)A £miR-181b,
miR-181c,miR-181d,miR-30,miR-15b,miR-16-2,miR-153-1,miR-217,miR-205,miR-204,
miR-103,miR-107 ,miR-129-2,miR-98kmiR-137.

[0091] 78 53— ASEHE 7 0, ik SeAR e 2 w0 Z e, H0 e o A Bm 1 R R 7 A 34k
A :let-7d,miR-128a prec,miR-195,miR-203,1let-7a—2prec,miR-34a,miR-20a,miR-218-
2,miR-29a,miR-25,miR-95,miR-197 ,miR-135-2,miR-187 ,miR-196-1,miR-148,miR-191,
miR-21,let-71,miR-198,miR-199a—2,miR-30c ,miR-17-5p,miR-92-2,miR-146 ,miR-181b—
Iprec,miR-32,miR-206,miR-184prec,miR-29a prec,miR-29b-2,miR-149,miR-181b-1,
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miR-196-1prec,miR-93-1,miR-223,miR-16-1,miR-101-1,miR-124a-1,miR-26a—1,miR-
214,miR-27a,miR-24-1,miR-106a,miR-199a-1 FIHH & 78— MHIESLiE T 22, Bk sg
My 2 BT FU B » HFTiAmi REE K =) AS f&mi R-15a8miR-16-1 . 7F 55— AL 7 =, Frik
SEARSE AT IR , ELTiAmiRIEE R P2 )A &miR 159-18miR-192. 76 5 — AL &,
JITIA SE A A2 7T 0 A » HPTiAmi RIER P2 M)A &miR-186,miR-101-1,miR-194,miR-215,
miR-106b,miR-25,miR-93,miR-29b,miR-29a,miR-96 ,miR-182s,miR-182as,miR-183 ,miR-
129-1,let-7a-1,let-7d,let-7f-1,miR-23b,miR-24-1,miR-27b,miR-32,miR-159-1 ,miR-
192,miR-125b-1,let-7a-2,miR-100,miR-196-2,miR-148b,miR-190 ,miR-21,miR-301,
miR-142s,miR-142as,miR-105-1, BimiR—175 . 7F 75— SLia 77 22 , Tk SEAR 9 2 5 ZI R
9, H T RmiREEH =) A EmiR-21,miR-301 ,miR-142as,miR-142s,miR-194,miR-215, B
miR-32.7E 73— AL 7 B, Frid seffse 2 ai 7 IR , HFridmiREEHR M)A &miR-148,
miR-10a,miR-196-1,miR-152,miR-196-2,miR-148b,miR-10b,miR-129-1,miR-153-2,miR-
202,miR-139,let-Ta, let-7f, B let-7d. 7£ 55— SLiti /7 2, Brid SeAA s 2 5 71 e, B
PrikmiREE R P2 AN 2miR-181b,miR-181c,miR-181d,miR-30,miR-15b,miR-16-2,miR-
153-1,miR-217,miR-205,miR-204,miR-103,miR-107 ,miR-129-2 ,miR-98kmiR-137 .,

[0092] 7 5y — Lty b, Bk e 440 2 B BB O i m i REE DR = )
miR-223,miR-21,miR-218-2,miR-103-2,miR-92-2,miR-25,miR-136,miR-191 ,miR-221,
miR-125b-2,miR-103-1,miR-214,miR-222,miR-212prec,miR-125b—1,miR-100,miR-107,
miR-92-1,miR-96,miR-192,miR-23a,miR-215,miR-7-2,miR-138-2,miR-24-1,miR-99b,
miR-33b,miR-24-2F1 HAH & AE — D AHIRSL T 7 P, ik Se g9 2 B 9, H Fridmi REE[A]
FEAS ZmiR-15a8miR-16-1 . 78 55— ALt 7 S, Bk SEAR e+ B, LT iAmi REEH 7
PIASEmiR 159-18miR-19207F 73— A SLHE 7 R, Bk SEARde 2 B J , HPridmi REE K] 7
YA FmiR-186,miR-101-1,miR-194,miR-215,miR-106b,miR-25,miR-93 ,miR—-29b,miR-
29a,miR-96 ,miR-182s,miR-182as,miR-183,miR-129-1,let-7a-1,let-7d, let-7f-1,miR-
23b,miR-24-1,miR-27b,miR-32,miR-159-1,miR-192,miR-125b-1, let-7a-2,miR-100,
miR-196-2,miR-148b,miR-190,miR-21,miR-301,miR-142s,miR-142as,miR-105-1, BmiR-
175 4E 5 — AL T7 R, ik sEffdm 2 B 9, B ridmiREEH W) A &miR-21,miR-301,
miR-142as,miR-142s,miR-194,miR-215 , BimiR-32. £ J3 — AL 7 b, ik Se A0 2 B
9%, H T iRmi RIE P2 M)A EmiR-148, ,miR-10a,miR-196-1,miR-152,miR-196-2,miR-148b,
miR-10b,miR-129-1,miR-153-2,miR-202,miR-139, let-7a, let-7f, B let-7d . 7E FH— 5L
Jit 77 v, T sEAE 2 B, H T iAmi REE R P* M)A &miR-181b,miR-181c,miR-181d,
miR-30,miR-15b,miR-16-2,miR-153-1,miR-217 ,miR-205,miR-204 ,miR-103,miR-107,
miR-129-2,miR-9E{miR-137.

[0093]  mJ LA E M S22 15 BRI A VRE & (1041 i , 44 23) A 9 3 /b — Fhmi REE (R 7= 4)
(R 7K T o 491 B, 23 G 2 2R BT AR, AT A A PR SR AT SE AR 1 52 3 B HH 2 4 o
(s B ) oA 75— N SERETT S H, T DL SZ 303 B H R AE it FFml s AR R R
43 5 M40 B (A8 G 1 40 ) BT DNASR R DL et , 767807 A7 B B VR 7 PR AL R R 46 2 1
I AZ 8 315 ) L Y T 2L A o A L P B 2L 2 L YA T A B2 3 F R A2 B A 4
21 IEE NAMEBE B MR A B 5 525038 B i H oK 22 B4 B AE o) 2 1 35 77 41 g
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23] AR5 5k A 2 RS — & , I T AR B 4H 2B LS &, AT AT AR SR 523K
T S ) A0 A 25 8 mi RAE AT = AR (¥ mid RE: BB P2 1) K1 55 1 6 REVRE it (1) 40 L 1 AH B2
miRIELA = MK P AR L ot AT DLKE A P i 1) 25 B m i R R Bl PR HE

(00941 5 56f WERE ft o ) AH B Py RIS DR P W () A P AH EE 5 A B2 38 49 380 B R i P md REE A
PR A () e A (B, 38 INBFEAR) , $8 78 B A5 52 i 3 TP AR AR SRR o 7E— SR T B
DA R 22 2 — Fhm L REE PR 72 0 7K1 KT 0 RECRE it w9 A B2 (1) m 3 R3: BRL 7= ) 14 7K
CHI, mi REE PR = M) R 4 “H & 557 ) o A SO Y, 242k B 52303 1) 20 M B2 23R
Hmi RIS PR = 0 1) 2 K T 5% R 41 B B 2E 23R ot AR ) 25 DR = ) &5 2m i REE AL P ) 3%
IS IR AL N SEE T S MRE S o 2 2D — Phm i REE DR = M AP /N T 5 R
A i P A R g m i R3S T = ) 7K S (BRI, mi RIS R P2 ) 3R AA 47 Dl & A7) o A S A3
1), 29 M\ B 520 35 1 A0 B B2 23 ot (90 R 7 A B mid R AT = 0 & /8 T MK B 4 i B
PHZARE S A A R R AR R B ), Zmid REE DR P ) R IA 0 7 ek 1 55 7 o ] A ABG Tk
% PIRNAZR L FRAE , U 5 Ao HEF TE 55 A58 ot H AR X mi RS (R 3Rk o Fr iR PR 75, 491 01, EmiR
FERRIE Y, PRl R m i REE PR R IE 7K, 52308 U R 32 52 19 21 24 Hhmi REE [ 3%
IR, BLA RO TR AT BE B AR AT 1) (¥ mi REE PR 3K 11~ 2 7K

[0095] gt FHsd AT 0 A P A it o I RNASR SR AP AR B AR, AT LIS A 0 R mi REE A
FERII K o BT D05 AR PR i (B8l , 411, 2H 2) FRRNASR IS ZKSP I And R (4512, RNAED
R34, RT-PCR, JE A7 R ) ae AU AR N SAR ir A R0 o 76— A BAR I SE Tt 7 S8, A8
RNAE 2843 B A ) 22 20— P 1 RIE PR P2 0 B 7P o 4512, AT A A MAH B 264k i 4R BERNA « 7F
LR LG MRATAE T 203K, B Ja B0 o DLIE AL IR » 48 ik FHDNAS Ab 22 ANV IE , Z:FRDNA SR
Ja RIEAR AR, 3 B TR B AE L b I B AL UK 40 BSRNA S 5, FF 5 B8 R ARIR A 4E R YR .
SR Jr I N R RNAR 52 A AE B8R B o A8 5 H ARRNATLAMETE 2 B8 10 FIDNABCRNASR £, 3
AT A ERNARI A M A E & .2 W, Bl Wl ,Molecular Cloning:A Laboratory Manual,
J.Sambrook®E A%, 520 ,Cold Spring Harbor Laboratory Press,1989,Chapter7, H
HAFNFEILSE G HIFALRL.

[0096] MK 1afiZR b SR AL ER 731 , T LA AE B T4 58 mi REE (K] 7= M) (P RNA FJ1 75 2 A8
WA ERE, B EAR T, 5 B Frmi REHF Y B A 2 D2970% .75% .80 % .85 % .90 % -
959 .98% 99 % B¢ 58 4= HLAME AR EN AR 10 HIDNAMIRNASR BT () il 46 05 V%, M HEE I B R
FE R 2458 IR 2544, #E A fEMolecular Cloning:A Laboratory Manual,].SambrookZE A
%, B2/ ,Cold Spring Harbor Laboratory Press,1989,Chapters 10f111, g A
N AR IS 2% 5] I AR,

[0097]  foilt, EZERER AT FH R 3R 4 S i , 0 4n, s PEAZ 26, 40’ 2P, 2P, e, 3SR
& & s BT BIFR IO EC AR I e e PR 45 6 0 R 2 D RR I A (ol an, R &, A R S A Bl
1) s RO T RO B

[0098] EitRighy%E A(1977),J.Mol.Biol.113:237-2511 )11 P4 J5 2, 8@ it
FienbergZ A (1983),Anal.Biochem. 132:6-13[IFAHL 514075, 7T DLKGRE bR T R o U
PR, BTk SCRRI B~ N 2R 258 5] - IR NS ST 5 35 2 M\ BR BEDNAB M RNARR AR &
i e LG TS PR P P AR C R T A R 5% D 325 o B G, S R 5 00 1 5P RS 9 P v R R A%
TR M A (R AZ R IR » ] DA 1 46 L O PR KRR 10% e pm/ B 5 (92 °P—FR 1 (K AZ BRAR &L
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S8 5 eI i 2 A8 1 D IR ' T REAH AR Fr » AT LAEAT A8 I TRUH B S5 oA ) o %o 20 22 ) B e
' 1) HEURE i (B 63 FE 4 2 3 (i md RIE PRI B s W K R pS il &= A D — 1T 28
W E VAL S 25, B W n] MAmersham Biosciences,Piscataway,NJ75 2|
Molecular Dynamics 400-B 2D tt, A] DA E EmiRIE R & WK F .

[0099]  4DNABRNASREL (U A% AR ICAS AT AT I, BEAL- 51477 72 7] DA T4 25404
B AdTTPAA 5~ (N-(N-E W) 21 T —e —E 3 UL L ) -3 & AL T 2428 ) I AR T = IR B A\
et A 5EME-SEER (WbtAEMRED EEETUEY = S (B, -
WA ) , AR I 3170 o Y ek B AR B E s L T I ) 1) s, T RS AR A ZR AL AR
PR HIR .

[0100] & 7 RNAEZEAI H BERNAZR AT H AR LA AL, A8 FH R A 258 FoA, AT LA 5 RNARS SV
TP AZBAR 75 ELLE RNAEN A B A 40 B , (0 For A A i B AR W R S5 3 A B,
E A TR R B S AR T B AZER (91 201, cDNABICRNA ) R &1 (1 V& W AR TN 41 B i AZ BR S R4 » 1%
AR A& T3 8ok B 3208 B A SUE AL i o SR A7 2 A8 HAR IR 55 e B TR A bb R AR 76 3%
H L H'55,427,916, KA A F A i@ 2% 5] AR AR 1afIZR bR AL Z IR
P50, BT AR Bl AT 45 /e mi REE DR = 1) Ji o7 2 A2 4R, G HANIR T, 5 H FrmiREE
B BT B 2170% .75 % .80 % . 85% .90 % <95 % 98 % 99 % BR 58 4 ILAME IR ET , 21
Rk .

[0101]  J& I 107 4% Sfm i REE (R i S , B i ek 58 5 i XU B2 (RT-PCR) 7 3 08 5 S 1)
S AT DL i 28 g A m i RIS PRUE SR AR B H - R 5 A SRR 9 ok B A7 AE T A
[ A it ) A8 57 B DR (B mRNA R K- L B, O T8 Bim i RAE [R5 S )R 7K~ o FAE ARt )
AIE I “E 27 AR RS an LBk e B BCH IR -3 -1 R I SR (G3PDH) « T e A58
ERT-PCRIV T IE AR IE A, & ARSI E AN AT RN o

[0102]  7E—SEIF AL, 7] B8 A B8 [A] I U 58 5 i 7 2 AS [Rlmi RIS PR 7= ) () I8 7K~ o AE
EAEOLT , AT Re Ay BRI BT O A1 -5 9 RE AH OC I m i R DR (1) % Sy A 7K o PP B
Avmi RIS PRI B D] 7= ) Je R o e MR SR IR K 2 AR B FER 19, IF HL 7R E K & BRNA G T4
ANRNAER 35 22 /1200 ) A7 L2805 PR IR A7 28 180U B WK .

[0103] i i BE [ il , ] A4 2 sl 85 v T X CRP, BB 1)) B S S, A T — 4
mi RIS [RIRE S P 1) — 2 S A% P IR (M9, 55 S0 P R ) R BT o T8 S0 R TS 1), e o
B SERNALL ™ AL — 2 SRS I E U IR SR Je T L 5 B 1) b B4R S5 M 28U R 7 IR 2 58, AT
P AT BR IR, RN E AR R 22 B /INRNARR RIS KT o SR JE BRI TS i (1) 2R 58
T 5 0] HEAE 34T BB, DA 08 7E SE AR A1 e R B A 3R 1) 3R A (R 4l ZNRNA & i A S B
T, “REF 2R 8RS AAZ T IR SRR % S IR SEIZ H IR . “H
B B N AR TR 2 fa AR I (] 4l 2258 1 40« “miR—FF MR AREE 5
ZAHTR BN miREF IR B E R 218 A A F SR eni RE R - AL 85 1%
R Em i RIE PR ™ W) (1) 300 5 SR AV 2R A8 1 o D AR EAZ AT IR

[0104] HFEREFN “RiAiE” (expression profile)Bl “ZA5i#E” (hybridization
profile) A b2 A i R A B 48 S s )R8 P MRIRAS P12 AH DR 18 A 4] A o
AFLTR] B DA 22 A DR AT 50 Vi 7 A2 0T 20 DR A e 1) 2 R A 3 o B, TR A 2AR] 5
(11 fivged ) AL 2R IX ), 3 HLAERRZH 23N, m] a8 AN [A]  F e PR A (9, R I B Z B K
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HAAFIE A ) o 1L bE A [RPIRZS A (1 SEAR I 2H 4R 1K) 3R IR , M RAF 9C TR L6 Jk [A] £ 3% B2 (R
AR P & 51 B CRL ARG RS R 38 & 5 M i ) 15 B AESE R A 2 2 RIS I
Fr B ) %5 58 LA B3 BUAS [R] 1 45 A 22 e R A 8 8, SRR LA VR 22 U7 a0 A B o
A PPN RR E IR T 7 2 (9140, AR E AT 25 W) 2 15 R A8 B R i AR I KT 1 1
F) o LI, AT TR AR 2 B AR 5 IR RIS IS L BOR AT B2 T« A, X BT [
FIB VG (BN | DR ) 70 VI 07 e 400 1] SE AR i 208 0 UK AS R 005 9 2 A2 Bl 5 4 1 1 1 1)
YL .

[0105] [, AR W43t 1 2 323 2 15 S8 SRR e BUAh T A S A s 1) JRURS: v 1) 7
125, HATAE TR H 520 IR 0 AL SR RNA, DL BRIt — 2H B0 55 i SEUAZ IR T BT A S 55
it A5 A% 1 R 540 B m i RNA-E S PR AR A% BRI IS 1) 28 22, DA i (A DA ot 1) 2 A8 1
FEAF L IR i J S8 3 5 KT REAE T B S HE B A 7 AR 1) 228 1, Hod 22 /b — Pimi RNAIK /5
SRR R B 2 B SO BAL T R AR S A I I KBS o AR — AN SETl T S, ik
U B AL B0 BT A 2 0 A mi RNAF) S 5T 55 73 O mi RNA-47 St PR AR B SR B R o 72— DM 8
(R SR 7 e, Bk S B B 25 B 0 aze 1 3R ) — A B 22 Pfimd RNAF m i RNA-47 7 PR AR BT 5%
PR :miR-21,miR-17-5p,miR-191,miR-29b—2,miR-223,miR-128b,miR-199a—1,miR-24-
1,miR-24-2,miR-146,miR-155,miR-181b-1,miR-20a,miR-107,miR-32,miR-92-2,miR-
214,miR-30c,miR-25,miR-221 ,miR-106af1 HH 5 .

[0106] AT LA FH 0 BN mi RNAJE Z1 7™ AL (1) 25 DR A S 1k S A% 17 BR AR A 11 28 TRl B2 1) o TRl B2 1)
AL B 0 TR Pl RNAR) PR MAS [R] () S5 0% H BRAR BT, — P 203G 1 1 sy 1, g — oo T
1%mi RNA ) R A4 & 4 7 P T o S8 Z1) 38w DA 0 B8, i an— AN ek 2 N 5 N B R BRI 5+
A B P /N BR R B 12 B ) AR 28 58 7 R PR SR A O B G R SR B RS AR
tRNAFIIL ERNA (41140, vRNA, mRNA ) EIRAERGES b, e M 2 S8 SR A8 Y RS AR AR 52 1 B
P IR B AT RS i B AR R A B — DN AN S R R O, BT SR
KNI m i RNAAS A7 AE AR AT [R) D MR I B 1 o

[0107] W] ff F AR S0UEk P 8 IR B A il Sl e 27 o 451, AE A7 B C6 o a4 a4 04
%R R FE TR AT -z, 28 5 40 AT i W 3R 45 1 3 1) & 4 41
GeneMachine OmniGrid™ 100MicroarrayerflAmersham Codelink™iE AL 337 Fr it 4T BN
T AR L) 5149030 5 S5 BERNASK 1] £ AH BT SERNA R IC B cDNASE)  FESE — BE A 1T
fSERNA /DNAZ AE A4 AR P DA B S RNABE AR o 928 J 4 T o1l 6 FC A7 10 ) B e DNAE R A8 S5 A T 51
TS P 2848, BTk A AN #E 25 °C R 4E6X SSPE/30 % R Bk e h #E 4T 18/, SR G AE37°C
TAE0.75X TNT(Tris HC1/NaCl/mh:iE20) F1 854405 B o 25 FERE I b AE[E 8 (R EFDNATH
TR ) B ANEECDNAR A7 B R A AR LR EECDNARRIC T B R R4 AT &
M SR VE B B AE & H H— F 2R A AR Al H IR T 7 0E cDNAFFR FII AN =+ 152
AT S 73 8 85 A5 it R 2 ) B b RIS AT = B o AR — NS 7 52 AT R cDNASE ) 5 A
AW EARC I B W 4 1K AE M FRIC I cDNA SR S Il 48 ) e B i AE M &K —Alexab47
G5 ) B AR I 25 AR W 2 1) e SR ok Ak SE AR B A RS R A R T VR R R A B o )
A R EMR R AT S R  R AH RL A m AR = R R A

[0108] [ ZRAE A XS T-mi RNAZRIAKG I B A LA A5 o 58—, wIAE— AN ) A AR ]
FE ot o 2 e 0 ) R DR R AR AR R R . 5, I I A SR ERAR AT AT A v, AT %8 58 Al

41



CN 105907842 A w Bg B 39/72

FIHTE TR IS 585 =, SRNAEIE - Hr A LG , 85 A 75 B /D S HURNA, JF HAE A 2. 5ughf &
RNAR] $AE A 8 42 (1) 45 51 o AT PR BUCE m i RNA (MR B AN ) Fe YRR TL AN R 36
[FITEE B, 6 T2 P00 A AN B S B AR 1% TR v 5 2 PR R 2640 T 45 2 Fimi R
(KBS RhRIB AT 73 W7

[0109] [ T H-THEEmiR & B R IL A 5E A8, A8 75 AH BT AH 24 K38 93 (¥ m i RNome (I
17654 miRNome ) [ mi RNA%E S PR BRET TEAZ TR B Ao Cs i ol FH T 1 e mi R DR R AA 1 , A T 32k
F7mi RFRIBBLA I M1 o AR K mi REFAE 35 7T 5 2 422 37 1 0 970 b 10 B L 22 5 R o IR A A 5%
-8

[0110]  MRHEA SCHEIA B FRB WE 1 8 i, 58 S0 G 3ok 1 3R MR BE LA e (4, 5
Mg ) 18 5203 TR i FE U RNA 5 DASRAIE— 20 5 5 5 m [ RNA T AN A 10 0 5 B A% IR
S5 A8 BT A B 5 T SR 1 R 5 0, B md RNASRR 7 PR AR T A% 7 B T P 27 4 22 5 AT 2 fH A
i R AT o 5 B R i mi RNARR RIS X (R A 1) 2028 3 o 2 A B SR FRE A 1Y
BT B AL R 5 S B BOm i RNASE SRR IR G AT RIS 5 g e N
AT BAAFAE (G SN T EES) . BILE, DR MR R O & 2485 51
J5 P 5 A T RIS Pk R BERE 2 AR B R A 1B AT LU 3R (5 S B fe 5 323
HA AT RSB RE B A S e AT ]

[0111] AT Il Emi REE K KX H e HAR B ARSI RN REHEGEERE 2 W, 7+ HE
5 FHT- I S RNA L S5 FIRE IR I 2 1) 25 A AR

[0112] A ARG T # 5 A S 1 523 I FIUG 1 v, B FG I &0k 1 32 %
(1) WA it 5 S e 1) 4 o T (4 2 e R BSORRURIG P L 5 22 I BROAS R I TS ) A R Y
2 /b —Pimi RIE R P21 7K P o MR AR I B 7 7%, 5508 BEURE &t o R 2 (4 m 1 R R P40 140 7K S A
EE , B3R 5 5 TIUG A 2R B REE PR = I 7P R 2 A8 87 & 52 i3 B B e e
TRG SR8 o E — AN SEHE T S, Fridmi REE R = 5 AR (BD, 2) A % AR FUG I
SRS AHANIR T, AR AE A7 R AP 3 o AE RS =, R & E D — Fimi R
S DR = IR 7K 2 IR 1 B2 00 3 1 DA 00 A S RNA , DA BRI — 2 SIS I3 SR AT 1R, 3 i
T SIS I A% T R 5 Brmi RNA-RE S PR IR BT SEAZ AT BRI AR 21 2 28, DA LR AE it 1 2
AEE 0 b MR AE ft 25 1 55 MK REURE it 7= AR I A8 i

(01131 AA5 B2 SZATAT — PP RS 1 SR, DA 4l o — Pl 22 Fhmi RIEE DR 7= 420 (1) 7K P 1) AR
A AT S B Eomi R — AL Z A B AR EE I, 1% 7] 5 BRI O B IR I, B0 A8 mi RIE [R 7
I 7K (18] 2, e 3k sk 2 £ S e 40 o b 38 5 1 1 I mi REE R P2 0 R 7K JE et 1 n A
SEAA e 4 B AR ek = 1 T P RIE IR P I KT ) T St A T SE AR

[0114]  [A ik, A BH 0 45 $ 1] A5 A BSOS P B AR AT S A4 Jes 1) 32 3038 1 g e AR 1 g v, B
o5 B2 B A P 22 /D — Fhmi RIS (R =4 1] (9], 9 = 109, B = 0 ) o e i i
) 23 D — P4 8 (¥ mi REE AL M el 9 7 (4] imiR—-145,miR-155, miR-218-2) ), i% 77
AR, i A BB TR 22 /0 — P4 B mi RIE R 77 B 49 T 1 A8 AR B A vl v A
B, I T 1] 52 8 3 v e 0 R R 3B o AE — AN SR DT R, e AR 4 i mi REE ER P2 ) A 2
miR-15aBimiR-16-1.7E 53— SEt 7, Fridmi REER ) A &miR 159-18miR-192. /£
P ASEE T =, Brikmi REE R P2 AN EmiR-186 ,miR-101-1,miR-194,miR-215,miR-
106b,miR-25,miR-93,miR-29b ,miR-29a ,miR-96 ,miR-182s,miR-182as,miR-183 ,miR—129-
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1,let-7a-1,let-7d, let-7f-1,miR-23b,miR-24-1,miR-27b,miR-32,miR-159-1,miR-192,
miR-125b-1,let-7a-2,miR-100,miR-196-2,miR-148b,miR-190,miR-21,miR-301 ,miR-
142s,miR-142as,miR-105-1,5miR-175.7E 55— AL HE T R, Bridimi RIEK =P AS /&mi R—
21,miR-301,miR-142as,miR-142s,miR-194,miR-215, BimiR-32.7F b — ALt 7y =2, B
Bmi RFE R =) AS FemiR-148,miR-10a,miR-196-1,miR-152,miR-196—-2,miR-148b,miR-
10b,miR-129-1,miR-153-2,miR-202,miR-139,let-7a,let-7f,Bilet-7d. 7E ¥ — AN SLiti /7
Zdt Fikmi REE PR P2 AS miR-30,miR-15b,miR-16-2,miR-217,miR-205 ,miR-204 ,miR-
103, miR-107,miR-9, MmiR-137 . 7F 55 — 5L JiE 5 =, Fridm i REE K =P A &miR-145,
miR-21,miR-155,miR-10b,miR-125b-1,miR-125b-2, let7a-2,let7a-3,let-7d,miR-122a,
miR-191,miR-206,miR-210,let-7i,miR-009-1(miR131-1),miR-34(miR-170),miR-102
(miR-29b) ,miR-123(miR-126) ,miR-140-as,miR-125a,miR-194,miR-204,miR-213, let-
7f-2,miR-101,miR-128b,miR-136 ,miR-143,miR-149,miR-191,miR-196-1,miR-196-2,
miR-202,miR-103-1,8miR-30c . 7F 55— SLJ 7 =, Bridmi REE K =) A JémiR-21 ,miR-
125b-1,let-7a-2,let-7i,miR-100, let-7g,miR-31,miR-32a—1,miR-33b,miR-34a—2,miR-
101-1,miR-135-1,miR-142as,miR-142s,miR-144,miR-301,miR-29¢,miR-30¢c,miR-106a,
BmiR—29b—1,

[0115] 814, 14 52 X 2 40 A A A mid RIS BRL 7= o ik s 1 T A, 45 52 33 il A = 1 4
B T md R PR] =470 ] AT e 240 L ) 3R« il FH 2 52 3038 1 - B o mi REE DL =4 ] A 55 719
111w A sk = R 1) P R B AR 2R mid RIS R ) (9 20, 3R 1a B3R 1 b Bz I mi RS (R = 49)) A [
B A] DA HARAR B AE W3S M B o AR SO A8 S, mi REE PR P M) 1) 7 AR A & 415 -5 AH LK B
A M mi REE DR P20 A /T 100 % [R] — M B2 A AH ST B AR i REE DR 7= 4 1) — Fh a2 i
AL PR P md RNA o XA 1R A 1098 MR I S G068 (AN R T, 410 SEERNA 43— 1 2 (gl 4, 44
i SERNA 73R B 18, Y2 BERNA S B A2 e 14 , FI I EERNAS: 1 1) A 5 s dg A7
IR A M R (g, 4 e oA, AR B ARG, MO BE ) o aX S A AT KRV Bl A8 A4 RO i RIS
DR] 1) — AN B 22 AN A8 (91 B, B 8, s, e N ) B 45 SR AR A o 7E SRS Sty v, A AR
A 55 40 B B B A i RIEER P2 4 22 /0 29709 75 % 80 % 85 % .90 % .95 % .98 % 599 % #H
EB

[0116] iR SC AT XL, mi REE DR F=4010) 7 AL i Ve B 2 8 B 4 S A B 2E i R A
P — PHE 2 Bl AE ) E PRI B mi REE DR P DI RNA F B o 20 B i, SRR ) A2 v T 1 58
WG AHAPR T, #5] SERNA 211 238 FIHT i 5 S8 A o0 I A M 72 o 75 i L8 STt 7
b, Bk S T B KR A )5,7,10,12, 15, BULTME S 78— HAK (1) S2 i
7 &, n] DL —FhE 2 R e B BT R T A AL A 8 4 S Bm i REE DR P i 45 52 A
HIE R PUE IR AR EAR T AT, BT A4 A (Bl i) .

[0117] 2 /b —Fh 43 B ¥y mi RIS DAL P A0 7096 A M P 38 & 1T i 07 VA8 , 45 32 i 3 T
FIA % 810 2 20— Fh i ik 22 /0 — Fimi REE R P2 W 10 15 19 AL S 40 (A2 ST rh B A 0 7
miREE R R AL B4 » AT 40051 S A4 g 20 R ) 389 0 o 7 — M e I SR T 28R, ik &2 /b
— PN HImi RE IS AL B PxF 1% R R Fmi REE IR 7= & 45 S PE A :miR—-21 ,miR-17-5p,
miR-191,miR-29b-2,miR-223,miR-128b,miR-199a—1,miR-24-1,miR-24-2,miR-146 ,miR-
155,miR-181b-1,miR-20a,miR-107,miR-32,miR-92-2,miR-214,miR-30c ,miR-25,miR-

43



CN 105907842 A w Bg B 41/72 T

221,miR-106a ML H 5 N ilmi REE R FX AL SY P LS —FiEi 2 M B SUs R H &
Jit 2552\ o A 8 B U e 7 A4S AR T A7, o7 AL & (B an, T8I 7)

[0118] WA ST FIIY , RAE V6977 “BRIG” R IT7 A2 18 05 5 < T3 BIOIH 0 491 40 SE A4
FHIGIREIR 455 P L BICRE SR 08 R 118 2 A R/ Bk 2 92 i B 1 (14 SRE IR PR 7 L 43
HORTE RET L EET NAME” LEARSE SO i A sh Y AR EARR T
RELGY A HE e S 0 R KR KR N R BB RS E R B
SR KBS RN W 15 SR BB SR AR SE T T L B N
(01191 GnA ST I , 43 5 (¥ m i REE DR P M1 A 2027 A a2 DA 1) e 28 Se A 1) 52 A
HH R L B T ) o T O B R A0 S R ) B RN R AR NI R L 2 AR
U A RN ) L 45 2y AR LA S 5 2 2 SRR I I A2 2 B P S I &, ARGUREE AR N AT R 5
HIRF 78 A 2 58 523 it Im i REE PR P M0 A =

[0120] 54, 43 &5 (¥Imi RAE R P M) ) A5 26k & Rl 2 T4 v 97 () b g B () U AL & o ] o ot
SRS I AR A 58 R B I &, o L7 D BOR KR BUR B 28 T 150 o JE T b
JeE B ) T B 1K 2 S R mid RS DAL W ) 580 & T LAFE 29 10-5007s8 5/ vl 14 e i e B A o £
FLO Sy S, R AT DL 2= /D 29109050/ ve i oeg B, 22 /D 29609 5/ v 1 i B
2 /DZI10054 v/ b F) g B

[0121] 43 BSImi REE R ™ M) B0 A 2803 v] 22 T4 v 97 1 52 3 28 1 3 AL A o 9 44 22 A0
15, QA SC TR ), 85 B B 70 B N 45 24 FH A R0 o 1904, 4 32 3 it FH I 20 S 1)
mi REE A =P )47 & m] AE 2958 300050058 / ke (AR HE, £1700 22 10007 7/ ke ¥ 14 H ) Y [H
WAZE), BT 2110005458 / ke AR E

[0122]  ASUEH AN F2 7] 25 Jp M 52 0k 25 52 1 52 33 T FH 20 125 B mi RS ERL P M0 1) 5 0
(45 25 75 & . o, AT k3238 3 e Fm i R3E IR 7= 4 — vk () 4, A Dy B0 0k 3 S B o 7
(deposition)) B , AIEER N2 I M Flmi REEDR P= 4 1R BR2IK , BEAT L3 £128° K, B S
27 2 210 RIS o 7E 47 B 25 24577 S8, BER LR Fmi REE DR ™4, #EAT TR o 2445
24577 RAHE 2 Ui I, EEER AR 52 30 it A I m i REE DR = i A A& T R E AN G 24
J7 it R R R = M) S &

[0123]  GnA ST I, 9 B 107 mi REE DR 7 2 & B B0 i TR R SRR AS TR 1
B ) 7 o 1 40 5 5 B PRI m 1 R3S DAL 7 W) B8 70 s B3 e 4 1 5 L R SRR AS I L7 R 0
fmi RIE PR P DA N B 7 o 43 B8 Bmi R BRI P2 4 m] DL AR 4l Ak ) J SR AF A, BT
AAET CRIR T ZmiREE DR P M) 48 e b o DRI I, A e 346 2% 2 2 M B0 J A0 40 i vh 3R AR 1)
mi REE LA P M40 Ty a2 7 B 07 mi REE DR 7 40 o £E L P M i RBT A4 73— 7 A - mi REE DR 7 )
WA NS B 31 R A K BT A SO ) 73 B R mi REE DR P My m] LA T A 71697
AR (B0, NS A8s 250 .

[0124]  AJ{f FF 2 bRuE R RFRE 2 B mi RIE R =4 o 54, m] 4 FAS AT N © 0 7 1
Ao R 20 7 A md REE (R P ) o £E — 1N S 7 Ze M A3 & A IR 4P B I A I T IS
A A DNA/RNAG BRAX, A 557 il REE DR 740 o 5 BT RNA 73— B s i) A v I AR 14 7
B WProligo(Hamburg ,Germany ) \Dharmacon Research(Lafayette,CO,U.S.A.)
Pierce Chemical(part of Perbio Science,Rockford,IL,U.S.A.).Glen Research
(Sterling,VA,U.S.A.).ChemGenes(Ashland,MA,U.S.A. ) flCruachem(Glasgow,UK)
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[0125] B3, Al fd HARART A 3d 1 5 8 A B 20 BRCIR B4 11 DNA JR 3% 38 m i REE DR 74« FH
T UKL IARNARY & & 1Y 5 8 7B 55 9 WIU6ERHIRNA pol TIT/RZNF 31 B 4 i 7 25
=) R N 1D = Pavi =ik = o TR 5 NPT 5 R G el I - RN I R4 Wi
AL T AERE 4 o R A mi REE PR =) 5 5 LB R 4 2 JB Bl

[0126] A i A A FE A M E5 TR 40 ML Rk JR G0 7 0 M B 20 5k 34 (¥ mi REE (K 7™ 4) « tH ]
W M EE ZH FURL R R m i RIS PR P47 16 22 PN L2 7 0 40 e o 363K T [ SE VR4 M i EAH
JIURL FH T 4m i REE DR 7 ) 346 324 28 0o 240 B ) F e

[0127] W] M43 FF () B 20 Bk 2 ihmi REE R 74 , BT AHHIR] (1) 40 Bk R I8 EAT AL — A
ST ZE P, mi REEDH 7= ) M BAAS ks 2R3 ARNARTAR 2+, SR J5 BT A 2 B A i i I
R (OFEEAR T A TIB A 00 T & 50 I0 T8 Lh e Memi RE: K 7= e A i i
I RS, Han, A5 R R R4t (1ysate system) (1201, W1JE T Tuschl14§ A
(32 A FF LM HE 52002/0086 356 IR 1) , oA F A FF W R 2% 5] IR AASD)
MUK Wt BERNABE LT T 4t (130, 40 J@ T Yang 58 A 38 [ 23 F & FH11E 5:2004/00141 13+
IR, KA TN FEE S 5| FHIEAARTD) .

[0128] & H T REmiREED P M) PR %8, B TR R 17 31 4 N JBUkE B 338 2 A
PR TR AN A R IA N B A0 VA AE AR ST AR N B REVE A B
W, B, ZengZE A (2002) ,Molecular Cell 9:1327-1333;Tusch1(2002),
Nat.Biotechnol,20:446-448;BrummelkampZF A (2002),Science 296:550-553;Miyagishi
= A (2002) ,Nat.Biotechnol.20:497-500 ;PaddisonZE A (2002),Genes Dev.16:948-958;
LeeZE A (2002) ,Nat.Biotechnol.20:500-505; fllPaulZ& A (2002) ,Nat.Biotechnol.20:
505508, HA A TN Bl 2% 5] FIFFAA L.

[0129]  FE—ASEiE )y 2, FikmiRIE K W BTRLAL & 7ECMV RT3 5 3745 il 2 T )
G hmi RHTAARNAR Fp 51 o GnARSTHT FIRY , “FE R 3742l 2 T G gnhmi RIS K 7= M) RZ IR
FEFAL T IR B 1037 , X RE 5 37 Al AR Ah g hm 1 RIE (K] 7 W0 1) P B 1R 2 =%

[0130] o] M\ Hi 41 5 B B A SR e i RAE (K 7 42 o AT M PRAS 7 JF 1) B 2 98 7 B0 A4 SO HH T
(995 B B AR e m i REE (R 7)o LI AR v R MBS SR A 04 R G0 70 19 M AL F 3 i4
FAILHIRNA , BUR] 76 9% 40 M h ELRR AT o T 100 5 R0 i B 2H 05 B B R mi REE R - )
T IR A A A ML) R e

[0131] ARk HH i) B 41 9 B 38040 2 g im L RIEE DX 7= 0 1) 7 971 R FH T 3R JARNA 2 51 (1) AT A7
AR BT - A &R B B4 EAR T AU ERHIRNA pol T11/53h5 3 BE 41
P O3 T B G &R 83 IS PR AR USRI AR N ARV N o AR BT A
P B B AR AT B F TR 40 i R i REE (K =i 5 2 kg 45 1 e s+

[0132] W] {3 FH &% #2252 mi R DRI 7™ ) () G B 2 B0 P A AT s 23 3804 5 197 >k YR T i s 25
(AV) JER PR 7 55 (AAV) (T30 g 2 (19 2, 129 26 (LV) PO 25 BB ML w28 ) T2 0
BRI BEA & A, Al AR A AR R R Y L R T R A B B
1o B BANF] 9 5 AR 5 B RO S SR B 1R 1

(01331 foldu, m Ak B /K ML 1k 1 S 8 999 85 (VSV) IR Ip B0 B IR LR 2 L SRR 25
1) 2 ] £ B AL AL A R BH ) 180 B A o T8k P 38 A4 AT i (R TR s PRI A [RI  AR 7%
7 ML TR A AR B T AAV A4, DA T A5 G 2808 g A [] £ 400 B o 87 4, 2 LI 75 24 R PRI A |
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KIS MG 2B S FIAAVEAR TR AAAV 2/2 R LT 528 4K 74 £ 11 25 (R HUARAAV 2/ 28044 Hh (1)
LG 2R AR 5 A AR R DA A AAY 2/6%04k « I T B R A AR B AR 72 8 A MG AL AAV
AR EARAERVIR AN B RRIEH 2 W 2 W, # W, Rabinowitz, J.E.,5E A
(2002),]J.Virol.76:791-801, & AF N FELL S % 5| FFHEAA L.

[0134]  J& & T4k BH I HE 20 s B s A KD 2 5 L FH T R IS RNAI) A% B8 57 B4 N\ AR 1)
T35 WG IR FR AR 5 2 E B0 M 772 DA R SR AE KT RNA = 20 %) Tl UAC 78 AR S e AN 52 (1)
FiRe T 2 M . & W, 1, Dornburg (1995) ,Gene Therap.2:301-310;Eglitis(1988),
Biotechniques 6:608-614;Miller(1990),Hum.Gene Therap.l:5-14;F1Anderson(1998),
Nature 392:25-30, HAFIA T AN R EE S 5| AL,

[0135] Sl 5 3 M 9 B B A4 A2 SR U T AVATAAV G 38044 o T 338 A & I i mi RS DR 7= )
AIGEHTAVEAA T 1) 4 B A AVERAAR I 5 V2 DA B A4 138 36 N S AN M (1) 77 VR T Xia %
A (2002),Nat.Biotech.20:1006-10109 , A AW A @ S 5| HHFH AKX TR
Ami REE R P2 38 19 AAVIRAA « F T F t J L AAV IR AR () 77 2 DA BB 8 A 39 306 N B0 41 i
(K7 4R T-Samulski%e A (1987),].Virol.61:3096-3101;Fisher® A (1996),
J.Virol.,70:520-532;SamulskiZF A (1989),].Virol.63:3822-3826; 3 [H L F|55,252,
479 FEH LR 55,139,941; B Fx LR HIE W0 94/13788; MEfr L R iE 5W0 93/
24641, KA TAF W R IEIL S % 5 AR LA AL R, WEE VLR F 1 5
B)F 1) A EHAAVIR AR R m i REE K 724

[0136]  FFHE—sifiify g2, A5 % BH (1) B 20 AAV I BR o A 10, 2 76 A UGRNAMR 42861 . HpolyT
2 b7 3 AT AR 2 (1) S A m i RAT AR RNAR AZ R 17 51« WA SCHT FHIYY , “Hpoly T4 1k 7 51 ]
BRUEER AR AL LB SURER IR P LAS 7 18l 5 po 1y T4 1L A5 5 B AH AR - 75 3R
L Fmi R RIS AR T, poly T2 1B 15 S e 5 2 B3 S I 1E

[0137]  AEAR VR IT T3 He e SE Rt 7 28 v, mI N 5238 it A 2 & 00 22 20— Bl
miRFIE AL AW o QA SCHT R, “PlImi RFEIR” & F8 AEE 7 Jrmi RIE R 7= M F) iy 44 A/ 8%
T IR 2 PR = L VR IT R PR AR G S L B A A 0 SO S T2 W VAT R I D s
mi R AT I AR, ARGURE AN 53 7] 25 55 Mt 78 mi R IAAE 5 41 PO 15 O 4 401 fl
i P 78 PR SRR R 7K P B AR (BRI, i 3k 40 S m i RIS R 7= 4 Fym i RAEE PR (1) %% 3% ) BRLAE N
TAKE b5 A (At 385 0 fhllm d RG4S N TR R 340 T MEmiR) o

[0138]  GA ST I, ¥ filmi RE LRI AL S “F 2R A2 2 LATE R BB iE (M 4, SE 4
Jeg ) 1K) 5233 Hh 0 e 200 L ) R ALY B T B R 52 T S ORI E R RN
IR PE 52 ARE AR s R BRI M L 48 208 R NS 24 02 SR I8 2 4 B MR 2R IR R, AR 40
AR N AT 25 5 i 1 iimi RIS AL S A 3=

[0139] M4, $ | FRAX (4L & MDA R & ] 2 T Rpve 7 09 IR B i DL &, AR ST
I o 1 HiImi RETE A A VA S AR T B TR 0 32 I s v L &, a0 A SO
[0140] AT HAR N SR W] 758 5 M i 8 45 52 1 52 0 e FH A ilm i RERIA AL S 01 &
EAATT R

[0141]  FH-T- 1 fillmi RIS (K1 3R I8 1 A 1 1) A A 040 458 XUCRERNA (48] 016 (1) B30/ - HERNABR
“STRNA” )\ SUAZ B8 FH B RNA 7 B QA I o« BE 240 A 9 vh 1 2540 A5 00 ] 3 ) 45 52 T mi RS
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DAL 7= ) AT H0 0m i RIS D] 420 (1) R 38 (4 4, e 3ok 400 1 80 2, a1k 15 5 DD B R/ BB i) o
[0142] M fu1, it A SmiRIEE R =M 2 b — 83 BA 2 90% il an & /095% 2 /b
98% %2 71299 % B 100 %6 J7 51 [R5 PE#) 43 B I OBUFERNA(”dsRNA”) 73 —-175 3 6 mi R AT T RNA
T4, AT LA HI 125 mi REE DA [ 338 o 78— AN BAR ) SE i 77 28T, dsRNAZy =& 740 B B/ )
THERNA”EE “siRNA”,

[0143]  FHT AR siRNAL & K BN LI 1 TN R 28 29 20 M HF R , A03% K JE 4019
3 29250 1% AT BRI R DUBERNA o s i RNAEL B AR S AR AE ¥ Wa t son—Cri kBl 2 fic X AH .4
(BLURRR Dl IEER XS ) 18 K AE— BB 1A SCRNA%E RN T b 2 SCRNABE . A U & AR | 54
mi R R = 1) A5 A R 7 91— B AR P 1

[0144] A SCHT A, s iRNAFR 5 #EmRNAH AL 57 (1 30 7 51 “ SR E— 30 R TP 2 5
B3 5 — BECS T B A 7 LA BN Z T R AL R T 51 o s I RNAR A SORIR CBE T A 5 R
AN AMP) B EERNA S+, BT AL B L Hp AN TLANER 40 2 B FE A 1) 9 s ik B ke I X
WA R R T

[0145]  siRNATBLJE 5 RIRAFAEMIRNAAN [FAE T — DS NI R A N B L B A/
B AR (1) AR FRTRNA o 1SS 2 A0 ] B, KB A A T BB R T 8 05 491 G 11 22 s 1 RNAT AR v R
TNZE siRNAI— B 2 AN B IR , BT s 1 RNAXT A% 18 g 4 At 5L A7 S0 ek P i B0 P ot 4%
WEAIZ B B s IRNAF ) — DN ERZ MR H IR B 4

[0146]  siRNAR)—ZKER S BEIE AT A5 37 R thim o WA SCHT IR, “37 R th o & 48 I AURE
RNABE) 3" A vty JE ) 22 /D — AN RECAT A% R - IR B, 78 RS2 77 P, siRNAEL S K JF
I B L6 IZ IR L AR ZREZ R B AR TR ) KN B4R K
FER B AN IR R L1238 Y4 TR 20— A3 Rt i o 72— N AR 52 it
T, 3" R AT/ T siRNAR I 268 b, ELIC BN 2ANZ R 1 4, s i RNARY S5 B —
oy i i i A% R (di thymidy lic acid) (“TT”)EE JRTEFRR(“uu” ) A3 5 Hid

[0147]  siRNAT[IEE AL 22 B 2 B 07 V2 A BN B T 26 T4 5 A mi RIE: DAL 7= i i Ak
%), T MR 2H R B0 B AR R 1A T 7 AR G I d SRNA B s  RNA 93— 7 8 P 7 v 4t ik
TE T GewirtzSEE AF L FH1ES2002/0173478F1 & T-ReichSE AFIEE A H L FH
i 52004/0018176 , H A A F N il It 2% 5 FIFEAA L,

[0148] W] i AR Sk #1145 58 Mmi REL PR (1K) 635 o A SC T I, “I AR TR 245
18 3 RNA-RNABRNA-DNABLRNA- IR AZ B AH FLAE I 45 A 22 #ERNAR AZ IR 43, LA iU #ERNA LK)
TGP S A T AR R K 5 VA I R SURZ R 0 L Smi RAEE (R =4 v 14 3% 8% R 17 9 L
MR RZ IR 7 51 [ B 5 A% 1 (191 4, RNA . DNA . RNA-DNA K & 44 L I8 (PNA) ) o [ XU R AT 40,55
Ejmi REEH 7= o () 3 SR % R 7 5150100 % H. 4R 75100 % FLFMEL 95100 % AN IZ IR 7
Fllo K 1afl 1 bR &AL T mi REE R = MR AL IR 17 51 o AN A BB A2 IR TATATER 18, A R U BR B
T RNABR HER I Am i RIS BRI 7240 / R SR B XUEE AR 1) 53— Fh 2 BAZ BRI o

(01491 J¢ SR BRIE T AD 25 6 12 B2 3= B K AB R TR ARE RN 58 4 (B 25 R ) 4B i, DA
TR BEARE PR R BRI B L 5 R hROH S I i X B T 5 b S D R AL
B 8 SV A AR N TR (A Y W ) B — FER 22 P i BRIl 2L 1A

[0150]  Jso SCHZ B mT il ok b2 BUAR W) 2 v 7 A BN b TG T 49 8 Fgm i RIS [ 7= 42 T 44
IR, BTN ZH FURLEIORE FE AR R IA o FH T 7 A RS U ) 7~ 481 12k 7 V2 AE AR AT RN L (1)
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FREJuE 2 W ;3 W, 40, SteinMICheng (1993) ,Science 261:1004HWool £25 A f¥) 25 H &
F'55,849,902, KA AW AL S 5| FIF AR,

[0151] I ] FHRGAZ BRI 1 25 m2 (mi REE R 204 AR ST I, “BF iz IR e fe s B
EimiREE A =) 1 B A% R 7 F I B AMAE R A 45 & X B AZ R » e Re g S M 7] Hllmi RIE: (4]
T o W R IR A 45 A X AT DA Smi REE (R 7= 490 A (1) 3% SR A% IR 17 51461 1150100 % AR\ 75—
100 % T AMER95-100 %6 T o il 1% BRI AT A0, 5 AE BRI I AT/ BB R i [ - 80 FH T AR KR
HR () T3 92 100 7~ 10 1 B A TR A A

[0152] [ AZ IR P B ik AL 2% BAE W 24 7 v 7= A, B T 20 40 B8 Hmi RS IR 7= ) By A
%), T MR 20 SR B0 B B AR R 1A T 77 AR ARG I d SRNA B s  RNA 93— 7 8 M 7 vt ik
TWernerflUhlenbeck(1995),Nucleic Acids Res.23:2092-96;HammannZE A (1999),
Antisense and Nucleic Acid Drug Dev.9:25-31; )& T CechZE AFIEE L H| 54,987,
071, HAFHAFF N REL S5 5] FHIFAAR L.

[0153] 2= /b—PfmiREER 7 M Bl 28 D — P film i R IE B4k S W i, 1 i i s q
T 110 52 02 T e A0 ML 38 0 1A SR Y, Il A0 L ) B 5 2 i R PR AN M B A
P 0 B3 A R B L Bk 2 4 1) A o G SR A e P m i RIS IR 7= A B 1 fitlm i R2E [R) SR (19 4k
GG, AR R AN B R B B AR E R Bk D, A R HET G SIS A1 ) 154 G 4 SR
o 200 R P 28555 50 B AL e A A3 23 D80/, T W i 40 %) 8 AR A o

[0154]  m e 3ok F 422 W = B ok A R i MR B0 8 e e 1) DR/ A T S A e 52 A R I Y
FEAN RIS E o0, LI G A AR A U v IR A M T AR B TR e 4 B
FEVER AR e BRI &2 5 (e E .

[0155]  mlid ik B4z B A0S S0 i 12 W M 2 AR 2 5 1A X 4% R 4R BAR LB A
Ho5 HEAH A A 5 B R 14 DR /N o AR AT N L S S P AEAF AR BN A7 AR 38 S 7R R 175 400 13
FHT- 5 Mg B ) /NS W PEEAZ S 38 TR R 38 7 154 an 20 2338 i) A2 B3040 A &=
ASCAR AR T 0 420 25 0 2 R Re e PR R ) KN

[0156] W] Ik & A 47 1% B b A i 1 43 52 0 3 () 9o 40 B XA ART g v 6 52 3K 2 it Fiim i RS
PN film i RIEE DR RIS B4 A9 B, P LE A T FX S AL A el A gm i X
AW B A% B8 1 G 52 3 0 M ) 0 Y2 SR e Flm i R3S IR 7= B 410 i  RER A I AL &
W) AE—ASEHE T 2R, A & g A & /b — R RIEE DR 7= 4 e 10 il m i R 32 [R) SRk 10 4k & 90 1)
J7 B SR B0 B A A e A

[0157]  FH-T B R 40 M i) 2 Gl 77 V20 AN G535k P 3 i /0, 461 G0 A% 12 2 00 10 400 L A BT A%
MBS EF SRR B BUEL SRR BN SR RN SR .
bioballisticBURi+ I ; BEERES Ui ve MUE L iR s HAR AN TG

(01581  f5ltu1, ] FH G A& 56 A2 AL A PIDOTAP (FF SEBR BN-[ 1-(2, 3- B0 T3 ]-N, N,
N-=H J—4% ,Boehringer-Mannhe im) B 5 [F] ¥4 AL TPOFECT INF% %L 41 Jfd o 45 FH I % BR 1) &
ST A I 0 S B AN A B O E BN BT FHO . 1- 100 B0 I A% R / 10° A 4E B3R 15 AT 552 1 &5
o, Al fd FAFL0P AN HILZI0 . 5T TR T3 L DOTAPH R L 2

[0159]  Jdsm] J& b A AF] &5 36 1) W P9 B I W 1 5 249 3 40 50 52 X 25 Tt P m i RS R 7 47 B 417 A
miRIEFIRISMAEY . T ATTIER A E R W 45 25 1@ 2 B4 0 0 ik B EE: P i
% AIE N B WA 4 2 8 A RE A G LA PN 45 25 (9 20, 2 KA R e 1D e ik P R A e
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Jikc e ~ Bk A DRI B ik P B R S ) s AL RN R RN G0N v A (4, R L AR
Je8 PRSP0 JEE A S B DX R )+ B T S BTN, A B T A (o i v
) 0 H B Z B A ) ane o 5 B e e B A (9, PR IR R AL 7 B TR B
55 2 AL AL BB REIRA R IR NAZR) 5 DA RN o 57 )3 A R 25 2438 A3 A2 3 59 Ay F L
23 R R 5

[0160]  FEAT VA, ALRFmi RIE PR P M B4 fillm i RIS (R 7 ) (1) RSB AL S M E N BERNA
AR — R BOVE A% IR (40, F 40 TR B 8 38U 25 32 E T T R B & Rk
m i R DR 7 ) B 40 il m i R 2 DR 3R I8 (W AL A& 0 1) )7 B0 o A 36 1 3t 326 3K 77 A 468 1 M i rus
Transit TKOZJERX 7). 1ipofectin.lipofectamine.cellfectin. 28 PH B+ (4t , 2 5 i
IR ) AR k.

[0161] A FRikmi RIER P2 M) s 0 il mi RFE R 2348 F A6 & W) 7 3 F6) B8 2L 50k R 25 28
DA B F T 38638 SH 2K SR AN 344 22 9 0 M A 52 ARAE AR SIS 5 /B A2 AR A58 A P JEL T
[0162]  7E—ANEAKRK S 75 S b, JIE Sid A T4 R R P M) B4 illmi RS PRI I8 B 4L &
V) (B B RS e A P P AZIR ) 18325 22 52383 o i M A5 mT DA S N2 [ 7= P B A B 114 1t
RV T2 o T MBRHE I TR Rl /N RV I i o (CHL i i A58 b P T 470 47 1 T R ] 1 2
B[] B ) 712 e A BH 1) 4538 14O g T o 0 % T 5 8 1 QA S 1) R B AR RIS AT L 3
HE AR - HAAE N 22, §8 S AR e £ . F T4 H8 AR (M VF 2 D7 v 2L 010, 49 o, 4
1ESzokaZE A (1980) ,Ann.Rev.Biophys.Bioeng.9:467; fllZE H % F|54,235,871.4,501,
728.4,837,028%15,019, 369 (HAH A AN 25l 275 5] I A SO ik

[0163]  FHT-AT7 V20 I S A4 mT A0 500 I o 44 2 ) et 240 L ) TG AR 40— o 25 5 e 40 i v 35
FFAE (R 52 AR TR C AR A5 01 25 -6 eI 40 70 D 0 B e A A2 AL 11

[0164] & m]F FHT A A I HR AR AT A A0 , DA JBF S 4t PR A% B I 21 i 2R 48 ( “MMS” ) 1 )
RN B R G (RES” )15 5% « MR EABAHI g A6 B A A7 AE TR 0 HBUEA N IR Bk 4514
(1) YT ER A 013 40 o £E 47 AR S 77 2, AR R B I T o A ] A0, 25 TR ER AR R 1 4
AIRCAR P

(01651 FH T+ il & A 5 BH (1) JIg o A (1% 18] EEE A FH 100 #3500 20 30 0 A 465 6 22 R A4 ) K ) 23
IKEE AW o QAR SCHT FATRT 5 22 A8 Qe 3 T V8 1t o N TS AR B o B J et 5 6T Joi ) i 12k
BB 45 A g4k i o B b B 5 2 A, JEER AR A HIEE o “S5 A7 B R B, X i
VAERAE I VESE K R AT A T 2 25 /D I B A MM S FIRESHEH 1) AR 97 R 1 )= 5 461l
WS E L H54,920,016H BT IR R, A A H N F B S% 5] HIFE AL

[0166] & FH T4 G 5 4 1 18 23 A F AR 4 A% A2 B A 2950028 2540, 00038 /RT5FN
RIEZ12,0002 2520 , 00038 /R £ &P 35 7 F = KBRS . WEREMEFREER
TFE(PEG) BUR A B (PPG) iTAEM) s 40 F 4 FEPEGEKPPG , MIPEGEXPPGHENR IR B s 5 R &
Y, ) 3R TR I Rk B N - 2 0 R L e R R PR Y L 4 SR B IR R B R - i
(polyamidoamines) ; AWML ; £ 0, IR AR AN FiEEE LB LHBENEAR
W, DL KRS 35 HE 9 i 42 35 7 IEGML o PEG L B 480 ZEPEG B B 48 FEPPG B AT AE M i 5
VI GG I o A, VR ER AR A6 1 5 S mT DUEPEGY 2 R AL 2 08 R - R
LR LB 2 A% BR () ik B SR o YR B AR R 1 2R B At mT DA 0, 15 S B PR B R 191
e U I A PR IR H e R IR L T ) DR SRR IR PP B VR I AR SRS [ R AR
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Z W AN 2 FEECERE (R PEEA S ) s BURAL 2 BE BRI , Wl 0 SR AT A=Y I B,
FRAG R FL ) 2 AR , A FRAE I H13 9 & PEG . PPGEY HL T4 ¥ « FIPEGEXPEGHT A= M8 i
(1) NG A B B A “PEGAL G I AK”

[0167] W] I ¥ 22 20 B B IR A — P P8 2R A FH A0 058 5 5 08 PO A & il
A A PEG N2 T B BT I Jlde IR 5 5 22 Tl I 1k < T i IR v Ml AR PRI L5 8 i o AL
i1, AT A# FHINa (CN) BH3 1132 7R 24 (51 71 BA 30 = 12k 48] (1) DU S0k i 117K ) £E60 °C T Il i 348 Ji
AMAE B BL & e va M AT AR M R R A

(01681 A V& FE A FH 400t 3505 4042 10 1 T o A2 700 A b b RAB U 1 I AR (R 4 K45 2 1 )
6] o PRI, SR RE KD IS AR A I FR A “Fib 35 (steal th)” g Bidd O A0 25 IS B AR 7E FH 2 ALY B
“VIRE” UL E SR A 230 R R DR I SR AR A T L A R B 170 40 23461 G SE ARS8 i
R 2 A B IX B i Fi A4 2 WGabizon, %5 A (1988),Proc.Natl.Acad.Sci.,U.S.A.,18:
6949-53 . L4k, Yk /D 1) FHRESHEAT (1 W S is ek By L T o A2 7 A A v oK S A 3R 1 B AR 7 i
T NE PR BRI DR , VR R AR FH A8 A A A 1 T A4 e o5 Fmd RS DAL = M s 41
miRFERIRIE AW (B S It B AT TP R IR ) 18328 & M 40 e .

[0169]  F MR AT N ORI B , 7245 52 5038 it FH . B, AT Kmd RIS PA] 7 B4 il |m 1 R
KRB SR RN A G, A WIRRN 907 R, Ak B 4G B T Y697 2449 1
RGN AL LT R BH A 2D — P S I mi REE R 74 B 73
(1) AR A B i 1 B, R 5 AT RS2 (R AR o AR — AN BARSE 7 2R, Bk &2 /b — Bl
mi REE: ] = )0 9 T 3R A I m i R PR 72420, BV AHS T A @ ) 0 AT, 12mi RAE AL 7 ) 78 SE A
e 40 L R B A B AR R R I8 7K o AE FE U St U5 S R, BTk 40 B (R mi RS R 72 )36 ) cmiR-
145,miR-155,miR-218-2H:4H 4.

[0170]  FEEsidr &, AR A ZMA S WA S 20 —Filfini RRIEA AL &) . 7E
—ANERSE S E T =, TR F D — P fim i R A ) Ak A W0 78 S AR g8 40 B o i 255 K
TR HE A0 L ) m i RIE DR A2 5 S PR ) o AE L8 S T 2, Bk 410 i m i RS 1 A B ) 0 — o
B % Fiide [ T IA A mi REE R P2 4 2 4 S MR Y smiR-21 ,miR—-17-5p,miR-191 ,miR-29b—2 ,miR-
223,miR-128b,miR-199a-1,miR-24-1,miR-24-2,miR-146 ,miR-155,miR-181b—1,miR-20a,
miR-107 ,miR-32,miR-92-2,miR-214 ,miR-30c ,miR-25,miR-221 ,miR-106af1HH 4 .

[0171] AR E A I RFAEAE T & 2 /D T I RT3 16 o A SR I, “Z54
HAEY AFEHT NS R @i 655 T 5 A R B I 25 W0 406 0 J7 AR AR e b,
AN A HEBEVEE Z W, B, WRemington’s Pharmaceutical Science, 517/t ,Mack
Publishing Company,Easton,Pa.(1985)F AR, KA AHARE LS HE I HIFA
A3

[0172] KRR AWA G 525% FrT 2 M Es AHTR G 10 2 20— Phmi REE DR 4
BT Hmi REE R R AL A6 & (B2 2D — B 5 g S e AT T80 3 IR AZ R ) (1611 40,0.. 1-90 %
) B AT ERIEZ ) R AR S SETE T SR, AR A S A S — e
P R (o, A7 7)) o AR BH (1) 24 4 i ) A AT RA A R TR oA A0 B 1 2 D — Flmi R AR (R 7
WHE A fimi R PR R R AL A (B2 2D — B 5 s B AT B 2 B AR IR ) , A2y 2 bl 4
VA AR — AL TT B A A WA A ZmiR-15 1 /Bimi R—16 i mi R I PR B I [A]
.
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[0173] 5 A& 10 285 2% b T B2 32 IO 3R AR J2 /K R PP TR VR AR B 307K L 0.4 % [ Eh K
0.3% HEMR . EW R,

[0174]  FE—ANHAKSEIE 7 S, AR W B 25 WA 5100 05 0 A2 B I 1) e i LA BRI 22
/b — Fhm i RIE PR 7= A B 7 fillm i RIS (R 3K (A6 A 4 (B 22 /b — P& G h 2 AT 7 B 19 %
B2 ) o ARGEE AR N ] 25 5 M5 o A% BRI A UV LI 4 i i — AN e AR
I BAAS IR AZ M AZ B8 Ami RIE R P24 B 3@ 1 2 B U A2 A% IR 45 722 o7 B
SR B L B IR RO TR IS A B AL AT S

[0175] R BH B 254 2E 6 103ds vl A, 5 0 24 R T R0 R/ BCES N 711) « 45 368 1 25 10 T 7
ALFERRE A PR B E R T (osmolality adjusting agent) & 7 IpHiE 7y
FI o B3 385 1 5 I 50 A G 4 A AR MDA S MR PR (1, SRR 20T =% (tromethamine
hydrochloride)) B & 5 (511, DTPABKD TP A— X Bt i ) B A5 2% & 4 (46 1, DTPAS .
CaNaDTPA= B ) (A NN , BT kb, 5 T A £ (40, A0 45 U I R ] 467 A R 45 X
FLERAS ) B N o A A2 A 2 BH () 2 W 20 A W DA DL A T a0 Ak m s v T

[0176]  X}T A B A ZG W02 A4 w3 o MR 0 B o] A 24 2% I ml 48252 1 2 4 )
W ) H B B LRE Ve K BB IR RS VRS AN I R R (AR AR R R AR R IR B

.
L

(01771 M1, FH-T 0 R 45 25 10 [ A 25 W 28 6 ] 0 5 b 20 () A AT 38k A AT 7R R 10—
95% , L1425 % —75 % [ 28 /b —Ffm i REE A P M Bl 40 fillm i RAE DR R A A A4 (B2 D —Fh e
TN FIRZER)  H T SE R RN G AR ZHEY A5 B A LR R
b ) EETHE0.01-20% i 2 B THEL 1 % —10 % i 22 /b — Fhmi REE A 7 ) B 47
mi REE PR eIk A0 A (BRA /D — P, 3 s ATV 7 B R AZ R ) AR 55 57 o >4 75 2 e ]
AL AR 49 0 FH T B A X R BT

[0178] AR EAM 254 A4 AT DLk — DA — PPl 2 P i1 o 78— DN AR St 77 2
L 2 A A A /D — Fhmi RIE: (R = B4 fillm i RS R 3K (14 A4 (B /D — i 5 4 B
AT PP RIAZ R ) A1 222D — B A7 7o & AT 4R B R 7 AT 7 570, A4 EHASIR T,
DNA-HKEAL 5, Bt e 40 AL 2 500, AR ), U B B AR 0E 1) U R B B R E ) R B
T, B SR ARl 400 1) 79, 2 U A £ ), HMG—Co A1 50) , CDK 11 71) , 200 e J0 340 2 1 0 71
I DER B B ), 428 S BRI, OO IR » —BEMEEDNA , IR &K , A4 A& 1
(%9975 25 40 B RN A1 B 25 o 38 BT AR R B 9 4 & 1k 0 1 S ) 68 (AR FR T, e 4 g
T, B ZWERS , KBFEF KFEm T (vP-16), Z L B (P& ) , i (CDDP) , Hi ZE KA
arglabin, IREBERG , Yo ] KB, B AEJE IR , SRR B e , 5— R IE (5FU) , KB, =M
T, TR TR 3D, 22385 21C, i AL A, YD PR, A B B FEVA S R, R, R BT,
BB, CPT-11, & M 55 8 R, P2 & B hu, o408 2, 1-B-D—Ro] J 10k i fu s
e , 8 e , s hilk , 2 V0 fih ZEHIFOLFOX4 .

(01791 AR BH -t A0 455 245 5 v J A= b 500 B¢ 7, G, 4 4 o i £ k), 0 0 &
A 22 b — Fimi REE DR P M) R KV o FE— AN BT B, 17 5 25 A0 i 3 A it
FRI A0 e 4 B AR SR AA AT IR 2 D — Phm i REE PR P M I 7K o AN T B 0@ 1Y
Xof AR (o, A 4R AR ZEBR A7) Ja A H P i m i REE PR 7 M ) 7~ B 35 n 4 7w
25 I ) A IrboTe A A A R o 76— AN 8 B SETE T Fe S m i B AR ) SRk KA
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F M) F > —Fibm i RIE P P7H03% B :miR-145,miR-155,miR-218-2F1 H4H & .

[0180]  fE e sty b, iZ 7 A , 45 40 B AL Itk 1) , R0 =55 0 40 i w338 i
FISIK A I Z /D — Flmi RIE DR 7= W16 7K o AHRT T 38 6 0 BE 40 B (481 4, V3 A R 4K
F) 5 ZESRAEI R S5 40 rp BT im i RAS R =40 (1) 7K P (R B AR 6 7 o5 AKX 7 A g i 28 4 1
7o £E— AP E I SE T T Z2 T, 50 4 M rh 38 0 22k AP AG ORI 22 b — Phmi RIE DR ™ e
A :miR-21,miR-17-5p,miR-191,miR-29b-2,miR-223 ,miR-128b,miR-199a—1,miR-24-1,
miR-24-2,miR-146 ,miR-155,miR-181b-1,miR-20a,miR-107 ,miR-32,miR-92-2,miR-214,
miR-30c,miR-25,miR-221 ,miR-106a.

[0181] A& M A FEHA IR T 2590 (B, a7 iK) » FAEY K 5+ (an, B i
%R o m] I B 20 A RV AR BT AR AR SRR 43 S (R, 2didh ) o T 0 4t g
P b I & Pl 7 2 (B3, 8 G ) 72 AR U0 N 2 BT, SO R 1 LR R T
2 o T Har I 22 /D — P i REE (R = 0100 A8 (19 77 72 (461140 , RNA BV 0892 | J5A7 %58 725 \RT-PCR,
FIEVE D) AE AR ST A 8 BN 1 o b S R T X e g v (K LR T R

[0182]  TRAEd It 1= B i o i e A1 e A AR A B

SC 451

[0183]  FE skt 5] o s R s A BRI V%

[0184] ﬁf_nﬁg

[0185]  FEiZ 4L M8 A T 2540/ FE S, , AL F5 36 34 [ A o 58 i RN 1 774N IR 2 41 (3R
2) o IR SEAR Y A5 - i , LR 5 BRI, B 0, &5 Wi AT e Bt N o W TR o BT AT R
FEAEASRRAL B H A F B 5 3R , AR L% FAESE R R & 52k B A8 i A1 E s 1
AMER RS ECAT , He AUk B IEE MA@ A IS N A FISC IE F AL 15 BT A 1B
FLIRRE S AR A PR U 5 8 FITRIzo 1 ™57 (Invitrogen) , AZH 243 59 MRNA
[0186]  fslt/INRNATUREF)

(01871 I HTPTIA FHAT % ) 87 (Liu,C.—G. ,ZE N ,Proc.Natl.Acad.Sci.USA 101:
11755-11760(2004) ) . fai 1l & 2 , 4 5ug M RNAFH T 7Em i RNATPE F85 B 2458 o 1% 268 1
A R R R 40-RAR ST ERRE , e A B A AR S B, RN A A RIR A
R b R AE 25 CAE6 X SSPE(0.9M NaCl/60mM NaHsPOs « H20/8mM EDTA,pH 7.4)/30%
PRk e T 2458 187N, 7E37°CHAEO . 75 X INT (Tris « HC1/NaCl/m: {8 20) F1 3564 40min , JH it 4%
EPEYE -Alexabd7(Molecular Probes)Zk& W), 18 HIAEY) R R 10K 8 V00 B 46
AT AL AT FRLRE I (GenePix Pro,Axon) HA# AR IS 83 fr, BOL IR € /E
635nm, /E [ EHIPMTIRE , HH S HEE10mn. WTA(Calin,G. A, % A,
Proc.Natl.Acad.Sci.USA101:11755-11760(2004) ;Torio,M.V.,ZE A\ ,Cancer Res.65:
7065-7070(2005) ) 8 i RNAE[T 28 SRAE SE £ 5 .

[0188] K2, ZEAM 70 H A58 A KT AE i (g AH 2R T A )
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il o JE T B A
At 5 123 123
FL A% 5 79 6+
& 46 8

[0189] = 20 21
A o i FR B P 39 12
EEiLET 56 7
FrAeng (527) 363 177

[0190] B ML S SN ASA I IR IR 2R A CEIL30 A AHREME) o

[0191] {15 Hr.

[0192]  ffi FHGenePix Pro(Axon) 73 #fr il B Z1 4 o 0 41 m i RNARY B 52 s ()~ B ek 255
0 bREAL, AT 20 i A FI R AT AERE B N 2 G il i RS R A B bR v
WITE AT IR AL - B o, B B B AE B IREE G I 240 28 ) 18 22 2D /NSl R A2 AE 1
miRNAZEGL it i Z B0, B B2 (Absent call) [ RIE 1% 52 N4 . 5. 1% K P RS2 56
5 R 35 B 7N 5k KT o Sk ZRNA A 44 A2 fR HiGenome  Browser (www . genome . ucsc. edu)
FAESanger CenterHI/NRNAZL G % (Griffiths—Jones,S.,Nucleic Acids Res 32:
D109-11(2004) ) s FEAFRTA IGO0 , A4 R/ N RNAZ A FE o 7 T 21 1) 2 25 1% 40 #r
(SAM) N, A& 56 5, B8 Z 7 RIEW/PRNA(Tusher, V.G, ,ZE N ,Proc Natl Acad
Sci USA98:5116-21(2001) o FEAHXS T B W& B bRk I 22 1) I8 A2 A B2 il |, SAMTH 5
R VE 7 o AESAMW 3 HT e 56 o {3 FH A 10 25 4 0 T V% 1 78 /N RNA S AiE
(signature) 1% J7 V5% € HORE AR PSS A4 5 8 2% B I 1R 5 0T REA) B R R AR [X 43 - 1 BE A
MEFF o 5 BT 10— 6528 SCISHIE , THE TN 22 , 60 TR Apeie , JATAS 207 A B/ NN 22 1Y)
miREFAE o 3 1 B AL B B2 B AT FBCRERG 38, A A R p—1EL

[0193] Sl : A S H i/ INRNAZR IR RFAIE 1) 46 02

[0194]  Zgit2

[0195] i FH9ak />0 B A A s (80 JiE A0 1E 5 K ) » AT 41 A RO e e / 1 o 4 2R
KEE, MEAEE T P AN FE R ZH 2, 7= AR dR 4040 K85 o 3T T Ge it 04, MIITE #9228 miR
R B 137 M miR, E A RIS AE 222050 % [ AE i ol 256 (BRI - TR 30 F T %5 8 22 5+
RIEFIIRNA (R 3) o N2 K IFE e B IE THG 36 i p—EL , BA ¥ i T2 2 22 2 il ik 500,
000> B He BEAT B AU , 19 B 22 17 )R ip Ml (Jung, S.H. , 4% ABiostatistics 6:157-69
(2005)) AT SLuZE A (Lu, J. %5 A Nature 435:834-8(2005) ) H[H A9 732, BEATZ AT
PUIEIFT 45 R

[0196] VRN THTIR 1) — N ARTT 52, A8 FHARE B1) () 3 =25 PR 3 A (SAMD) SR 245 58 22 e SRR I 1k
/INRNA o 1% T3 12 Fe VR il Bk tH 28 (FDR) o 6 566 , L™ A2 /N T BUEE T°0 . 01K FDR 28 Ji5 A FH
FEPAM (TR 51 () F50I 43 A ) o 8 e 1) e U 2 4 1 0o T3 05 5 25 5 HH 7 A s o TR 4 SR K 3l
RNAF42 (BT, B A T A MU T3 2 28 01 R RE AN IR 65 ) ) o £ BT 10— 5% 28 SUBRAER P 2814
TR FINR 22 o 2 BEAEAE XISHIE JG 7= A B/ NV FE R ZE I 7D RNA

[0197] 45

[0198]  Jmat T-Ha 36 , 15 B4 3R 22 R A FImiR, £ I8 7 5 M p—{HK T°0.05(3K3) . {6 5L
i (LI, 26 0, I, IR U, R U IR, B ) 3 A A — &I, S R 1R 2 Z3AHEL , 26 FfmiRid
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TIK, LTI RIEA R IR e 45 LR B, 78 S48 o 2R I8 I mi RNAR 3% 4F 8 AN [A] T 155 40 g
(43/137f*JmiRNA, 31% ) o fd1 FISAM, 49 Fmi RNAKE 5E N 22 S ik i , Horp 34502 B 5 1K)
(F4) AF FIPAM, ¥ 36 R 7E Jeg i b i F K 1 mi RNA CER 1EJ8 A8 VF-2 FR 78 ) A2 LR ek = 1 35 1K)
miR(H FUERE VT F8 7R ) %8 8 N2 IR ) (3R5) HAE , XLy ANl T8 1R 24— Ut
FELAImiRRIAI , K Ami RIS 2 i JEH LU - PERY (He, L., 58 ANature 435:828-
833(2005) ; 12 WIE LK 2) .

[0199]  FEEI 19 WoR T8 228 miR, 2 T H 36 34N SEARHE AN 1774 IE 5 B i ) Rk 18
[FImiREE AT FHIAE 2 250 %6 (R 78 AL ZRAK 1 137N AS[AImi RNA , 44 4 HE B 7R AN [ 21 23
Z VB AR UF 0 X 3 B AR o 2R3 . AHAS T 1R 5 A 237 6 P s dg S 20 b 22 S i 1 m i R(TRE B8 4

i),

54



52/72 T

B

i\

CN 105907842 A

[0200]

7

P 2

H

7
o
g3
o,

Re

R3]

PN

iR

ok % 5

NiLEEN TS

==
(i

G

]
g
bE

)

—{H o 7 FL IR

L4 X TFIE

ap

051 ¥

HAMKTO
RidRIE,

*-43FfmiR
i
[E%

[0201]

ALE6 PhSE AR TSR

Z

H

y

LT Rh s T 1Y
PET BT ) *o

&

i

, 26 Fm

% B
T

)

i

1 1 52

iR(SAM, 1

m

55



CN 105907842 A w Bg B 53/72

By i3 R RER RN g8

R3S
St N
AR
BB
SRRy
v §\~i~\ N

s

[0202]

Wi §\ 27
:‘az:ti:-i\m §pee

L

[0203] - f “'LH%T“ \,HH%FS HFEFS Hﬁ%ﬂ%ﬁ HI 51 W e FSEP 35$¢ImiR‘ Kik, 14Fh &
P (8=0.9,FDR=0.001).

[0204] 5. JH L PAMCIRBE Z1 G T 43 A7 ) 358 BT 1R/ RNA , 6 5 S 44 e AR A T 1B A
ZR 1k

56



54/72 T

B

i\

CN 105907842 A

4

=3
b3

ety
LIS

223

o

o

57



CN 105907842 A w Bg B 55/72 7

[0207]  *-T=1.5,iR 3 FIRE=0.176, IEFBIEVE 5 728 36 AR IEIE ik RIA I mi R 5 475

FEVEF8 7~ 21 PP = 18 57 ImiR.

[0208] st fi]2: 55 AN ) A SEAA S AT S KA/ NRNA R IR RRAIE (V) %

[0209] 4k

[0210] A7 %5 FUR -5 SEARTE A S0 RERE IR A I S NRNA , 1T ASH 0 T 4L 8U5 7 1

e, AT — NI R 5 oG, I AT ST PAMKS 36 (e S5 /R R 6 AT ) , 15 26 AP

2R~ VR R RRAE , BE RS N — Pl R R AR R 8- 130 SO T BRI E A 4 S PERRALE

fmu FUBRIE RS 45 e —R9 s I -8 10 RIRIE-F 1 L Rl P IE-£12; BJE-£R 1315
IXEH PR, % 5 HAEAS [F) 20 23 R mid RNASFAE 2 A0 3547 (0 25 TR B O RNA (R 14) o8 T 5

TZ A E M p—E , HEAT XImi RNA B 4740 1, 000, 000/l AL B ) FEER BERG 36 o 45 p—{E 52

NN SEFRVE A BB PE 73 B A AT R o %8 58 HY 22 2D 38 S J AL A 1O 2 URPRS 5% 1 1)

/INRNA(p—{ =2.5x107°) (F14) .36 . FIT X 2 NJEAEAEH SRR/ RNA*

[0211]

& ¥ 586 nik HEHE P 69 nik 10 42 X XEBEE 89
iR RIEE
£ 15 12 0. 08
PRk 21 1 0. 09
Bt & 35 3 0. 31
PR S 7 55 2 0. 02
7 7 AR % 39 6 0.11
B & 22 6 0.19

[0212]  se—EAT R LR AR TEELL , A5 T i 2 4 1 (0 T3 12 R B TR DN E - m i RNA
[0213] 7. FESEARE: S i b 2% TR A TR/ RNAs

[0214]

BE PANNS ST RY SAMBS B T 6 PANGR LU ST Y SAMBEEE T TI A9
SR 13 3 {FDR=0.33} 12 47

& 21 42 (FDR<=0.06) i 5

B 33 35 {(FDR=001 3 3

B 55 SGEDR=0.01) 2 8

E 22 22 (FDR=0.06) 6 4

i S AR 39 48 {FDR=0.06) 6 3
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(02151 s—ftS%: ) (g F0I 43 B (PAM) %5 58 tH ) S A R AE H RE AR IE 55 4L 4 (1 TR L B A, [ Bl
TSR B S22 P o0 A (SAM) %5 5t T AE 22 rp A 22 R RIS BT A7 5L 1R A5 48 5 R bs T 7E
SAMH {15 (1) 1A% 22 (FDR)

[0216] &8 JH 3 flt % 21 () T 4 A (PAM) 75 FL IR P 3% B804 /N RNA CRg e A T 1E 4 41

Z)%.

miR BEIEIER ERALIES

miR-21 (#47) 0.0331 -3.4384
miR-280-3 {885} 00583 -3.3487
MiR-148 (#1443 g.Q182 33351
miR-1350-2 11N -308174 §.3388
miR-1256-1 (#1089} REReR Y 8232
miR~-10b 32y Soisd $.2188
AR~ 148 143} -3.0158 32078
MR- 1R 1g (#1588} Q01583 .2
miR-140 {#138) 0122 81813
miR-313 {180} NRERR -0,1587
miR-208 prec #83) 50108 <3144
R8T 20 0.0058 -0.1284
[0217] PSR- 1 (2184} 80088 GNTE
MR-k (884} 8.0084 SRR
mi-1308 #1363 ~RO0TE 3.106%
MR- 185 {$157) Q0072 ~3.085%
fel-Ta-2 (%) -0.0043 {J.0884
waR-205 #2010 £.004 {3.0833
miR-SHo (288} 0.0032 J0433
miR-334 R228) ~3.003 3.0388
MiR-100 {§8 1} 30021 §.0283
miR-31 (#73) 80017 G022
auR-3 {870} <7 O0E-04 G008
MIR-1TEp (843 T.00E-04 L O0R%
R0 #208) £ DOEDY B.0087
miR-133a #1100 & DR -3.005
iR~ 183 (W3 A00E0d G.0013

[0218]  #27 R BEMImiR , 7528 X IR UL J5 1243 2K 1R 22 40 . 0080 IERBARE VP 73 F5 78 L TP AE e
R R I HIm iR s SURESE P FE 7N L 2R R Y T AmiR
(02191 29 . 3 k¥t 3] (A FL000 7 B (PAMD) 75 25 Wi v 38 B0 T/ N RNA GREAE AR T IR 30 21

Z)x.
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[0220]
miR IR S EFHYIEY
miR-24-1 (#5323 g.0872 {3, 5580
MR-20h-2Z {#85} £2.0688 3.3845
miR-20a (#48) £§.0588 ~G.3434
miRk-10a #30) 0.0511 <3.3838
nER-A2 (#75) 0.0401 0.2308
iR-203 (8187 00381 333581
MiR-1062 (#09) 0.0384 £.2084
riR-17-Bp (84 1) 80340 3, 3008
nHR-30c 70 80328 ~3. 1888
R-223 (F327) 80382 G.4738
mR-128" (#1023 Qaiss 144
muR-128h #1115 80137 53.382
Mm-S 1 (H47 SRER RS SRS AL
niR-24-2 {854} 013858 -8.0835
miR-80h prec (¥88) 0.0128 Q0724
MHR-185 (R157) £.0082 -5 0538
MiR-2 13 #18h 8.0081 LBR22
MR- 150 (148} g.aa43 0243
miR- 107 100} S.003 L0173
anR-181 #1177} g.oa28 08158
MiR-231 (8224} a.pu2 018
RS2 (828} 0014 8.0083

(02211 #22 P FEMImiR , £E 2 SCIAILJA VR 73 SRR 22 N0 . 09 o I JmAE P70 45 75 2 LR AE S iE
A RAB KImi R s SUREAE VT2 F5 75 LR & 18 7 Am iR
[0222] 10 3L FRlB%E 2] (6 00 7 B (PAMD) A i A mh 228 436 (4 /N RNA R RE AR T IE 3 4

4%,
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miR 5 9 VR EFEEIES

miR-21 47y o473 A8
MIR-S0F 3G Q1317 Q4317
miR-200h #195; g.1127 ~6.1127
MRt {M24) Q.10 L1014
MR-Z10{H205) 00884 L0804
miR-348 {(B348) Q.6737 [RE7IT
MmiR-141 137} Q3631 -B.8631
miR-332 #1240 3.0588 -3.Q588

MRS #IA Q0575 QO5TS

WHRH IS 00558 {30858
el Tg {(B15) QOR5T 30857
DHR-18-3 (R3] 00847 Q%47
MR- 13312 prec 118 30518 <30515
R-I287{#I0Y 53488 Q0408
iR+ %28 (#1538 40388 0388
miR-30d (¥72) Q.0318 QU313
FuR-303-0pH68) £3.0287 G287
mil7-2 W2 0273 AR IR
[0223] iR-100a- 1 #18Y q.4288 L0258
MRS END 30354 L303%4
miB-3da pres §TR Q0214 Q024
anR-Ade EFTR g.0188 L0188
RiR-138 B3 {30178 30174
NUR-3VZ F186) iR Ouigs
MR IR {F18R) FO134 <438134
iR-10%8-2 (B182} ga¥ss BeR LRt
b T2 (33 88308 4108
mMiR-1249-1 154} Q.0031 Q.0081
R3S T O.007R 0807
MiR-17-5p 41 3.0081 30081
MR8 prec $188) 4.0053 LHOS3
miR-1s {#30) 30048 L0048
mMiRE8Y preg (#28%) Q.06048 Q009G
THR- 1081 IRE; 40044 0044
NR- 10 (1R} 9.0038 -3.0038
MR- $UN) 4.0032 40033
R85 {2184 7.08E84 STO0ENGE
miR-158 W57 700804 -7 00804

[0224]  #38FPLLFEMImiR , ££ 5 SCHAILJA VR 73 KR Z2 N0 . 31 o I AE P70 575 35 M AL e AiE
A R I m iR s SUREIE P73 48 8 Sl & 1 Y [AIm iR

[0225] R 11. 38R % 21 B F50IU 7 Afr (PAMD) 7 J5 Jl A8 276 6 A0 1 /N RNA G il AN T 1R
LI,

61



CN 105907842 A w Bg B 59/72

[0226]

miR & JiE 1 F 5 IER AR S
PIR-103-2 (408} 0.4748 1582
3

IR-103-1 (0T 0.4088 1,383
MIR-24-2 (854 £.4058 4.3528
MIR-107 (R100) £.3701 4233

AR~ 100 (881} 03548 <1182
miR-125h-2 11 hH 83147 ~1.0488
MuR-128b-1 R 0.307 ~LA23F
iR-24-1 {8823 0.2848 -0.8488
miR-181 @177 {.2881 ~3.887
miRE3a (#50) 0.2538 ~3.881¢

MR- 1 (856} 0.2081 08937
miR-125a #107) 0.1932 3.844
miR-130a ($120) 111851 L8303
miR-26b (#58) 0.1861 L6203
AiR-145 (8143 51847 L8158
miR-221 (8224 R 0,58
AUR- 128 (#102} 0.4732 05772
AR 162 {830} £.1588 -0.5658
ANR-148 (144} 0.1856 0.852
AUR-214 (#2123 0.1842 H5472
MiR-G0b (880 01838 08484
miR-128h (#115) 0.1538 0812
WiR-155 ®157) 01528 {5088
IR-280-2 (#05) 01487 -0.4958

mik-20a {(#63} {1454 14848

[0227] 11 (4L . 3 1B 1) 1 700 43 A (PAMD) 7 fi B e vP 38 B 140 4N RNA CJe i A kT
T HZ)*,
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[0228]
miR B JEVF S iE AR
auR-2% (#05} §.1482 B A4TTR
R8T {8353 0,444 34746
anR-B8a #30) §.1374 -3.4581
i R-224 (228} §.138% ~3.454%
iR (BT 3% §.4301 G433
RG22 {$82} 8418 -3.3865
miR-18%a-1 #igh 0.1158 ~3.3861
wR-2X AT} 8.414% ~3.3803
miR-2% ($85} g3 -3.3768
i R-30N (H88) §.1008 -3.3361
IR 1ER 12 &0 8.4 -3.3337
R (185} 8.0875 £.335
miR-17-8p (41} 0.0855 -3.3185
miR-300#7Hy g.0848 £.318
miR~7-1 3R Q.0R33 3.3
auR-R5-1 885y Q0818 SERC IS O
auR-140 138} 8.6804 23818
miR-3a-Sp (868} 8077 H3588
SIRIA2 3T g.0854 {2378
MIR-18h-1 (R0 G.0878 01818
MiR-152 preg (181 30477 3.1581
MRV (RS Q488 ~3.1583
MIRA0R (B4R} G482 ~3.4507
MR-223 {8328} 80418 ~3.1385
miR-27a (853} G408 ~31351
nuR-82-1 (#$81) Q.0332 -3.1108
miR-21 473 Q0288 ~20858
miR~128- 1 prag
FHIEY q.pzaz 0838
auR- 150 (#1148 EREY 20578
miR-3Z (#75; Q.0187 -30858
puR-1Ga 8% 8.0142 0473
AV ST £ 8.5084 Q428

(0229 5TRSEFEMIM R, 7522 I 554 51 0. 02 E T 57 i R 23 A2
mi RIS VAT (4 B H B PP 48R )

(02301 12 3 3o % B 1y FL000 43 7 (PAM) 76l 71 Hih v 6 5 1 2/ INRNA G i AL T I
W) *.
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[0231]
miR 5 5 4 EFHELIES
fot-Td 48) 0.05% 04227
miR-128a prec #1132 00412 0.3208
MR- 185 (3184 0.04 0.2188
RS (197 8.0386 0,285
Jat-7a-2 prec (#2) 10313 0.2504
miR-3da (78} 0.0303% 02428
mIR-20a (46 0.008 D.3318
SR-21E-2 (8221 08352 0.2018
MR- 885) 0.0247 0.1978
MR-G5 (55} 8.0233 0,188
MIR-05 @) 00233 01581
miR-167 (2188) n.0188 04587
AUR-155-2 (8128) 0.0108 0.1582
MR- 15T (#173) 8.0182 01535
miR-186-1 (#185) 0.017% 04411
MIR-148 146} 0.0175 0.140%
MIR-191 17T QT 0,138
MIR-21 (@47 0.0168 D351
et T H10) 6.0183 -0.1303
miR-158 (#190) 0.0145 04183
MiR-1892-2 (#1908} 00138 01058
miR-30¢ (K7 3.018% 01062
AiR-17-5p (841} 0.0132 03,1053
AUR-02-2 (882} 0.012 03,0061
MiIR-148 (#144) 8.0113 -0.0908
miR-1810-1 pras #2113 0.014 .0.0878
MIR-A2 (575 0010 QDB

[0232]  R12(%E) i B B 50 23 B (PAM) £ Hiy F1 Ji Jess r 176 8 4 S /N RINA CJg e A xf
TIEHE AL )*.
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[0233]

miR ke GBS
miR-208 #202) 0.0104 -03.083
miR-184 prec (#1890 2.0008 50784
n8R-2828 wec RE3) 10085 g.a78
PER-282 {(BO5) o.0082 L0738
MRR-1AR (34T -.0088 3.0878
miR- 18- (8310 0.0048 ~3.0382
MiR-1H8-1 prec (#1868} 00042 10335
nyR-83-1 {883} {.0038 SB.0042
IR-Z2S &22T) 00038 30308
MIR-18-1 (38} £.0028 3.0238
iR~ 1011 prec (882} 80015 30123
miR-124a-1 #1043 00018 SO
miR-28a-1 (#58} {0018 Qo
miR-214 #2123} G.0013 00108
miR-2Ta (#5%) §.001 0,008
miR-24-1 {853 B 00E04 {0087
MR- 108 (855 7.008-04 -5.00587
nuR- 1881 (E181) 40080 £30038

[0234]  %-T=1,45M ik FHImiR, FE38 XIHUE JG 1R 2R ZE N0 . 11 IEJEAEE 2 8 78 39 Ff
FEJERE I RIS IR s FUBIE V4 F8 76 AP = I8 57 Im iR,
[0235] 13 3d i 43S 2 1) T 43 A (PAM) 7E B e vP 328 £ 43 INRNA (e i A 6T 1 7 41

)%,
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[0236]
miR I JE VE 5 JEF SRS
TIR-223 (#2271} 0.1896 -0.1808
miRk-21 (#47) 31872 ~3.4783
nR-218-2 (#221) 0.1552 (.1478
miR-103-2 (#96) 013206 -0,1148
MIR-82-2 (#82) 0.1142 -0.1088&
MiR-25 {#55) 4.1087 -0.1045
miR~136 {(#130) -3 1057 01045
MRS (17T} 0.0046 0.0801
miR-221 (#224) 0.0019 -3.0878
miR-1356-2 (#111) 0.0813 -{1.086%
miR-103-1 (#987) 0.0837 -0.0797
miR-214 (#212) §.0748 -g.0713
miR-222 (§225) 0.0748 -0.0713
miR-212 preac #208) 3.054 0,054
miR-125p-1 (£109) 0.0528 -0.0503
MiR-I00 #81) 0.0824 <(.0501
MR-107 (#1080 0.0388 -0.0388
miR-82-1 #_1) 0.0369 -0.0351
MIR-BG (#86) -0.0306 0.0281
miR-182 (#178) 0.0238 00224
miR-23a (#50) Qo2 SEEE I
MiR-214 (#2138} 0.0204 00194
miR-7-2 (#21) 0.0189 0018
nR~138-2 (#13%) 0.0188 80178
miR-24-1 (#52} 0.0154 -0.0144
MiRA%h (#8Y) 3.0088 -3.0083
miR-33b (#76) L0048 4.0048
hiR-24-2 {854} 0.0044 H.003%8

[0237]  %-T=1, 28Rk PEMImiR, 7EAT X IGIE JG i 7 iR 22 40 . 19 IEJEAE TR 5 7m 22 f

FEREAE P RAR MIm iR s D AE VP23 FiE 7 6 P & IR 1 fRmiR .

[0238]  R14. 6RPSEARIERIRAEILA BT NRNA
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mik #F HABEA
s 6 HUME M A MM AR R
=17 -0p 5 HLER S8 BF MM IR
miR-181 5 H B MM WAIR B
iR-28h-2 4 LM £m MR ATAIMR
IR-Z23 4 M MR AR H
R- 12 8h 3 8 B MR
ms%?@i 'W%{%w'?? 3R MR AR
i’ 3 48 MR F
3 8 MR ¥
02391 3 Ak MR ﬁ@lﬁ%«
3 O &w M
MR-1R 1he1 3OS MR AR
=208 3 B8 MR AR
nHR-107 3 M MM B
HR-3 3 M FRMR AR
3 Mg AR §
3 MR WAR F
PHNeGUG 3 i MRR WIIR
ma’ﬁ"iuéi\} 3 MM WAR §
R 3 %M AR B
mik-108a 3 BH MR WAIR

[0240] % AL HE 3B 2 it (N) S A4 Jeg 2 80 v 11 2 1 2[R 3% & 98 35 19 N RNA (p—{E =
2.5x107%),

[0241] R 7 s Tyt , THE T 6 e / 1R X 1) 2% lm i RIKT P 38 28 %) 3k /K A 4 A1
A FImi R AL AKCF , IE#fHL2 ZEAR R R 2, TR iR A (3) .

[0242] B4R R T AN T 1E w23, ASTR] R 2 23 2 1) [H] /N RNAFY) 22 57 3R 38 o 4 2R
TR i RNAFEE R RS AR A R RE S B Fo R B 45 1« B R0 B IR 2EL 2 B AR, 1
Firi A0 L R 2H 2 E A S S [R) BAREAC R (1 4) o 1% 15 28 b SR 7 R 8m i RNA 55 52 S iE 4L 2R
AR

[0243] G| A7 E W& ,miR-21,miR-191FImiR-17-5pfEFT A (8(5/6) % &1 s S AL v i
FIF IR HEHRIE , mi R-217E B 40 iR ok 3Rk HLEL A 4 e 89 -1 5T (Chan, J . AL, 55
N ,Cancer Res.65:6029-6033(2005)) . /i -5 LRI A E AR — &85, H 5 HBSE
WIS — &5, BEmiR-17/20/92, B 73X =38 #R 2 05 B b -5 c My e FIMIE DU bk ©2 98 A=
R T S RNASE (R R 52 (He, L., 25 A\ Nature 435:828-833(2005) ) . 3% 645 /NRNATE 2 12 [
”PH,%XT&MH’J??%E’HE%l@‘ﬂ’]ﬁj& BOE B8 = miRNAH B FEmiR-210FmiR-213, LA
KemiR-155, 5 & O 4R IEAE K40 Motk 29 (Eis,P.S. , % A ,Proc.Natl.Acad.Sci.USA
102:3627-3632(2005) ) B A fAHERRMEE ) JLE (Metzler,M. , 58 N\ ,Genes Chromosomes
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Cancer 39:167-169(2004))F1 2 FHBAN Motk 298 (Kluiver, J, % N, J.Pathol . , fEZRH F
A, July 22,2005) H147 3 o 3% L6 5/ NRNA A 78 5L B A i e o A0 1 38 & 19 1 omiR-218-
2L 25 Wy dee: < 15 8 < A 51 M R0 B AR e v — S0 el 1, AL A e AN L AR e v AN AR
[0244]  JUANM 45 il 1 ax Be 45 5L 0, AR A A, WU E K 22 IO DR 1) Wi A4 i -
mi RNAFH 5 #m i RNAR) A 7K o 7 2L BR T miR-212F0miR-128abA4b, 7E BT A H B [H1E i
T TR R AR X A T ) 3 DR R A R R X 3k o HE VR, I 3P R L SR A R TR
mi RNA) ZAK AR AEAS [R] S BY ) S e 2 () 485 A B — 1 (B s E B = ) , IX I 7R & 7
N g A A B LRI o 58 =, ik 12 UM AL (miR-125b, miR-145FImiR-21; Torio,
M.V.,%28 A\ ,Cancer Res.65:7065-7070(2005))F117AN P 43 b sk g A1 1F 5 AL 5 (miR-103,
miR—-155F1miR-204 ; FHE R W7 ) VAT A A, B0iE 1 B AU , IX 9 ZUIESE T 3l 21 2
PR .

[0245] S 6]3 : 75 A4 Yed Hh 2k I 1/ )NRINATK T U 1) 45 v

[0246]  FARLAIT V2

(02471 Jiefrseg 4117 o] AT AR 5 AT ¥ 0

[0248]  fifi Fs it I TargetScan Tl (20054F4 H ) 2k % 52 H#E 52 [ 5/ NRNASE . ‘e A1) = EE A0 H
Lewis®s AJRIEMI 3’ UTREE (Lewis,B.P. , 25 A ,Cell 120:15-20(2005)) , Hrfr JLAN Sk 5
H 200544 HUCSC Genome Browser 88 #[F LK 52 X, BTiRUCSC Genome Browser¥
RefSeq mRNAEE Elhgl 7 NEERAH LG FEHE T R, AR P8 & A1 78 7T DL AE [R5 9
www . sanger.ac.uk/genetics/CGP/Census/ 15 2|5 FHOMIMHR & fEwww .ncbi.nlm.nih. govH]
Cancer Gene CensusH [ %58 , A EH O 0 Ja ik 25 D) (e 100 | 22 DR e J2E D) o

[0249]  ER{A&4MALE

[0250] 3 T2t AR IE 2 I 5E , B IEPCR, A T2 PR 2L DNAY 38 500 554 o2 1) e e A
T/ INRNAAH BLAE FHIRb1 L TGFBR2MIP1ag1 f¥] 3" UTRIX BX , 3148 FIAE 5548 't Rl £ 1L 2544
F R UEHIXbal B 2, 48 ApGL3XT BB # 44 (Promega) « 7£37 C  7E5 % COM¥1 #218 “Ul T . fEAH
Z A RMEG-01 4 K AE-TRPMIKF 323 1640 (110 % FBSH , Forp s in 17 1 xE 24 75 2 3L 1R
Lmmo 1 TR A & 5 o AR B4 P2 TR B9 T, /8 s iPORT neoFX(Ambion,Austin, TX) ,f# FH0. 4ngf)
K 8T G FR R OE B R0 . 08ug ) 7 16 H s ' 2 I IR 6 BB & pRL-TK (Promega ) , ¥
Y0 L Gt 1 2L PR o 0T T AR L, A3 F W BE 9 10nMIR) 3 /D RNA SR 1% £ R (Dharmacon
Research,Lafayette,CO) il LBV 2= 1) A% 1 R (Ambion) o ff B X - Ot KB Il 2
(Promega) , fERG YL J7 24/ N, T 2820 &5 K HOAIAE e D BBV VE o

[0251]  RBIWJEE (A ERF

[0252] i A &5 (A ER 28 (Y b vfE 77 2%, A3 /BB s BE HT-RB1Hi 44 (Santa Cruz,CA), € &
RB1EE [ I 7K o FH/N SR 5 b B S - JLBh 8 3 FiAA (Sigma) BEAT AR .

[0253] 455

[0254] 5 2R M il /N RNA K V8 £E S e v () D BB R S o AESEARIR TR, i L K it /N RNA SR AF
L Je LA FRAT , MAEJEE h R IE N8 e — P IR A, Hod EAH LR /e 3
AMEA T — AN TR KPR = R R T 2 E e 2 50 “SH R (insilico)” FLM, SR J5 =&
o RE AH O EE B WK IS AIE K i 06 2R BN A8 , B 5 72 7 B mi RNA : mRNAH B /E A 4T Jmi RNA SR
18 Rk S 2)) AR 1 338 (Tl it 8 1 B2 ) 2 7] B0 A4 g O BBK o J iEm  RNA ) AH OC
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AT DA BEPE (0 (A1) e g 100 ot 25 BR1 ) B0 3 P %) (490 2 B AT ) e i B AT o o4 17 DX T i Al e
U S A e 2 TR (140 /N RINA B i) 2 2801 P s 2 R B8 g 440 61| S5 1K1 , {3 i Targe t Scan , BRAR 5F
(3" UTRAR/INRNASE () B4 1 4 52 31X Smi RNAR TR EE (Lewis, B.P. ,ZE A ,Cell 120:15-20
(2005) ) . TargetScanfE3£22, 4024 T o 75 A7 75 SE A48 Hh 2 YA 1K 18 Ffm i RNAFI5 , 12141
M(26.5% ) o 115/2634> (44 % ) AR JIT Ja] S0 Ja8hE 5 DS 48 P 0 g 3 18 b i RNAF B (215) o K]
S B A B P e E 2 DR A A S AR TP R R (¥ m i R [A] , 3 S8 FINCAS T RE A B TR AR (A
Fisher¥g#ffis 4 ,P<0.0001) .

[0255]  Jeik AR AN SE , SEBRAESE 1 3P AN [ Ja o i R — PRI R B 41 &g (Rb)  TGF-B-252
14 (TGFBR2) 1 22 JE I Je L PR 1 (PLAG L) B v SATL I o {8 FH a2 D't 25 B IR 08 73— i, 725
[FIMEG—01 41 i 5 78 2% 1) 3 BESERNAAH EL , DK SRR A3 ZNRNA (mi R-106a ,mi R—20a Flmi R~
26a—1) 1 A T 8 BRI B2 B AR (B 6) o 4, i TR I I B 41 R 3° UTRAE Dh e 1 5
miR~106afH F1E F . LA FRIE R B , Rb 1L K 78 45 e b IE w0 56 3%, 1 2 N304 1 4l e AS
FKIERb1EEH X 504 T iZ%miRNA :mRNAAH FLAE I A 2 EEE Pk (ATi,AL AL, %8 A, FASEB
J.7:931-937(1993)) o iZ K G 7~ 1A FTRb 1 %% 3 S AL H A7 AE L 1X AT DL L 45 B e o 1
B [¥1miR-106ait A5 AR (E4) o Ak, mir—20afr FLIRE R & 18 55 (Kl4) , TRGBR2 & [
7EFLIRIE S0 | 7 F 2235 (Buck ,M.B. ,ZE A ,Clin.Cancer Res.10:491-498(2004))./X 2 »
mir—20afE 45 i i I8 AT AR B 1 R AZ 238 LA AN 1) 9 & 18 55 TGFBR2 (1) 35 FL il
(Biswas,S.,% A\ ,Cancer Res.64:687-692(2004)) .

[0256]  f )i, AR T — 4L RER , AISIERBL & A £k 2 15 5miR-106a 3 iA M3 Bk (K5
FIEI6B) o WITR AR , 75 5B 1 &1 M A0 i e A5 v, RB L Y50 R T- RS 1 TR R D)
H & miR-106aid Fe1k 1M A8 FL IR IR A 5, miR-106a %% T & 1 7 (KI5 A1 6B) , HRBI
DA EE e [ 1 56 RIS 17 1) K P 3R

[0257] X ECSRIGUEAR RN T R AR UL , B SEAA R o 1R 5% S nE i R FHm i RIK S 22K 1
F 03X EH A Mt LA BT FH Johnssons A (Johnson,S.M. , 28 A ,Cell 120:635-647(2005))
(X Tlet-7:RasHHHEAEF) .0’ Donnel 1% A (0’ Donnell,K.A., %5 A ,Nature435:839-843
(2005)) (K TmiR-17-5p:cMycHEAEH) MCimminoZE A (Cimmino,A.,%ZE A,
Proc.Natl.Acad.Sci.USA102:13944-13949(2005)) (35T mir-16:Bcl2/H HAE ) iR B
A T DR B B/ NRNA B R 3G N T B ) S, AEARE R, miR-17-5p AImiR-16 42 4%
SCHTIA HIm i RNASEAA S8 R A0 1) B I

[0258]  ZR15. HER G IENE F Al 1L Targe t Scan ST AT/ RNAFK) B F) i 5 DR R e 00 7l
FEIA %
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[0259]
SENNA B R EREw
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s
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[0260]
PPN COENIA SNBSS RRESREE I ey gl

M2, R ]

BENC BT, Wing)

124
Y
Z
oes
3
\&..
o1
“fr
3
o
”'i
:;;;
g
”;-,
47

"fz’
?—
=
i‘

B
e
PR3

e
A
:ﬂ‘l’
&
,.{;

PRy

ka2 OIS
AERAGS TERPA COARTHE B T (0/BEry | «
L2803 CLIT FRES BER G

A R oAt BB IR, w1y

AR 288 SRERRR CREREAEE (o

SRR RN B SRS IOS A N RS

.\,
b k.

£
e

SOSPHET L CEapam

U‘“e\si*fﬁ u‘-sss \m &%a Aspiis mE R

&

muRGER

“ad.

99
£7
2
L
s
'23
ol
;’ﬁ
s
’#ﬁ
B
%
2
o

IR MR8

R TLRI ELNZ ETS- s s (et
maR-R4 Bl RLEH G-ONER-TaSHasERD
iE 28y, iR 138 LTRORS varh-a R R SRR ER R R R e
SVRE P VS S R T

125k £Y81 ety WREMBELEESBRERESL
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[0001]

PR

110> CROCE, CARLO M;

A

CALIN, GEOR
VOLINIA, STE

T AT S R BT M RNAR R A
1228349

<407 127160, 061
1> 2008-01-03

PCT/US07/000159
- 2007-01-03

<

1505 607756, 585
i1 20060105
160> 498
0 Patentlu version 3.5
1
= QQ
R
=

4400 1
caglgugega ugagguagua ggluglaag Uuulaggauc acgeccdeda cugggagaua

acliatacaal tuaclugucul uccuaaegug

aguagguugy audguduaga anudcalicas gggagatgac tglacagecl

cu

‘guagelugia Uagiuigeeg cucugtcolg cualggeats acialiacasll

cUuagugucul uccl

<2100 4
<211 107

RNA
PA
<4007 4

gugacugeau. gelicecaggu. ugagguagiua geutguatag uuuagaaldus cacasgggag

allaacuguac ageclccuag culiiccuuge. guctugeacl agacaac

5

greggeguga: ‘gguaguagall UgugUgRItlL. cagegragug augiligeece ucggaagala

agliguacaac clacugeeull cecug
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[0002]

<2102 6
211> 84
<212 RNA
213 FA

400> 6
geauccgggl ugagguagua

caaccuucda geuuuccuug

{2105 7
211> 87
<2127 RNA
213 WA

CA00F 7
ceuaggaaga gguaguaggu

acuauacgac cugeugccuu

2107 8
<2115 85
<212> RNA
213 A

<4000 8
¢uaggdagag guaguaguiu

CHARHCLACce Ugeageaulir

2105 9
€211 85

212> RNA

213 HA

<4005 9

cuggougage uaguaguiug

agugegcaag. cuacugeeuu

910> 10
<211 79
<2125 RNA
<213 A

cecgggcuga gEuAggagey

ceuceuagel Uuccecagg

<2105 11
<11 87
<2125 RNA
o135 A

<4002 11

ucagagugag guaguagauu

agcuauacaa  ucuauugecu

210 12
<211 89
<212 RNA
213 FA

400> 12
cuglggeaug agguagiaga

gguuguaugg

gdge

ugcavaguul

Ucuuage

geanaguuul

uguag

ugeuguirggu

geuag

tgiiatiagiug

FUANAEULEU

ueecuga

uligliauaguit

uuuagagiua cacecuggea; guuaacugus

Hagggeaggg auuuugeecsa. caaggaggua

fgggcanaga. Unliugeccac aagiagiitag

cggguuguga calugeccge uguggagaua

ageageacac ccaaggagal. cacualaceg

gggeuagiga THUIACCEUS Icaggagau

gugegguagil gautulaces Uguucaggag
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[0003]

auaacuauac

<2125 RNA
L3 #A

<4002 13
cugugggaug

atlacagueud

918> HR.

<4007 14
Lgeeuganlt

gliacaggaga

<2100 15
211> 85
<2125 RNA
Q213 A

400> 15
cuggeugage

acugegcaag

<2105 16
211 85
<2125 RNA
Q213 B

<4007 16

aecuacucay

daagaaguan

@10 17
211 108
<2125 RNA
213y WA

2400 17
cageuaacaa

alacaaugeu

<2100 18
<2113 85

£2127 KNA
213 HA

400> 18
geeugeuugg

agagaaguat

211> 71
€212 RNA
213 B

£4003 19
ugggaaacau

agueuaulge

agguaguaga

cugucuuuee

coagacugap

vaacuglaca

Uaguaguuilyg

cuacugecuu

aglacatacu

guatitultegg:

cunaguaauna

auggaaugua

gaascauac

guaueucagg

acuilcuuuau

cuueceuga

uuguauagul uuagggueal. accccaleull ggagataacu

Cacgg

gUagUaguil, gUacaguiuy aggpleualg algctaccey

ggocacuges uugecaggas cagigegc

ugeuguuggu cggguuguga caungercgoe uguggagaua

geuag

HELUUAURTE CeCatdligad Calacaailge Hauggaaug

uggee

couacucaga guacauacuy cutitatguac ¢cauaugaac

adgaaguaug tauuuiuggu . aggeaala

ucuiuanaug” cecalduges eclugeuaage ualggasugu

CCEEs

augeccalau ggaccugeua agelauggaa Uguaaagaag
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[0004]

uanguaucue

L4002
accuacucag

aaagaagual

210> 21
<2117 108
<2125 RNA
O30 AA

4007 21
uggauguugg

ucgacaacaa

29105 .92
SAEE NN
<2125 RNA
L2135 A

<400 22
uuggauguug

aucgacaaca

210> 23
L2113 110
42195 RNA
L2137 A

{40023
cuggauacag

gelugegeuca

<210 24

211> 119
€212>» RNA
L2185 A

400> 24
agauuagagu

uacuacgaca

2105 25
<2117 89

<212 RNA
2135 A

400> 25
CggrRuuggy

cuaganaace

{910+ 26
211587
212> RNA
L2135 A

400> 26

aguacauacu.

gualtuuLgg

ceuaguucug

aucdcagueu

géeuaguueu

dateacague

aguggacegg

acaacagauc

ggeiigigguc:

acgaguecaca.

uguuaucuuu

gaaagianas

velilitaugla cecavdaugaa

uagge

ugtiggaagac “wagugalutiu

geeatangge acaggecaug

guguggaaga cluaguganid

UgeCausuge: Cacaggerau

guggceeceal: euggaagacu

ecaglicuace “ladugeugcd

uagugcugug uggaagacia

gecggecucsa lagegcargac

ggluauctag cuguaugagu

ausacceea

79

calacaange: uauggaaugu

guguuuuua gauaacuaan.

ceucuaca

Uguuguuiiy ‘agataacuai

geeucuacag

agugauinug uuguugnetn

agecdiiegea

gugattiuugy ugudeugaug

ucesuuegac

gglguggagu culcalaaag
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[0005]

geaapcgagl

agauaaccga

<210 .27
211> 90
<212 RNA
Q13> A
400> 27

ggaggecegu

cuagauance

210> 28
2211 110
<2127 RNA
13 HA

€400> 28

gaucugucug

cacdaauucg

2105 29

211> 110
<212 RNA
<o A

<4005 29
coagagguug

uagucacaga.

210> 30
<11 108

{400, 30
gcgegaaugll

uguggAtuly

210> 31
211> 83
212> RNA
213> H K

<4002 31
ceuuggagUd

dgligeugecl

<2107 32
11> 64
<9125 RNA
Qi3 BHA

<4007 32
cuguageage

cuag

<2107 33
2211398
<212 RNA
213 FA

ggubaucuuy

Aasglanaadc

uueuciteuuu

gaaaglagas

Aculcghat

usucuagggg

Uaacguugle

aucgauucua

glgiitaaaa

gaaaagguge

Adgudgeage

caaaaataca

acaucauggu

gguuauctag

uccuuca

gguuducusg

augauueuea

anacceugud

gauauguagl

vavauauace

cuguatgagl gualliggiel ucalianagey

cuguaugagl: geeacagage cgucauanag

galcegaatil ugugiaagga auuuiguggu

ugacaugaac acucegeucu

cuguaganct ghillliglgl ‘sgualcegia

ggggaauala

agaavaagac

aggecaiau

AcAUHAaLEgL

agg

unacaigeia

uggucgauge: aasaacuuca

cuuggaghiaa: aglageagea catisalgguu

gugeugecue. gaaaauar

HugUgeaullt- tganaaggug caggreauau

cagucaagal gogaalcaul autugougel
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[0006]

<4007 33
uugaggeenu aaaguacugu

alcauuauud. geugeucuag

€210 34
211> 89
<2125 RNA
QL3 A

<400 34
glicageaguyg couuageage

autascugug cugcugaagu

acugugetige Uuuaguguga

210> 36
<2117 81
212> RNA

QI3 EA

400> 36
geagugecut ageageacgu

Acuglgeuge Ugaagusagg

<400 37

gucagaguaa uglicaaagiig

aggeacuugu agcanuaugg

<2107 38
£211 71
<212 RNA
D13

400> 38

ugulcuaagg ugcancuagl

HECHueUgse &

210> 39
2115781
<2125 RNA
313 A

<4003 39
ulputglilticy aaggigeatc

gugeuceuue Uggeansaga

2103 40
CE1Lx82
<2125 RNA
QI3 /A

ageageacal. caugguiliac augeuacagl caagaugegsa

daauultaagy: daaatiicau

acgiaaalal uggcgullaag allcuaaadl talcuccagu

dagguilgac

aaauaulgge guagligagall auauatiiana caccadualll

c

agausuigegc: gulaagauuc. uaaaatuaile: uccaghaula

u

cutdcaglge agguagugau augugeaucu dcugcaguga

ugae

geagalagug. aagiagata: getalcuacuy cetuaaguge

Uagugeagall agugaaglag: auuagoalicl acugeecuaa

a
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[0007]

<400 40
gtagucelcy

ugcaaaacug

210> 41
<2112 80
212> RNA
218 B K

400> 41
caguccucug

gcaaaacluga

<2107 42
<2115 87

<212 RNA
213> A

<ADQ A2
cacuguucua

210> 43
211> 96

CADO> 43

acaliugeiac

cugugcaaau

<212 RVA
@13 A

400> 44

HucuAtggul
ugcaagacug
<2107 45

211> 81
2125 RVA

213 HA

400> 45

livacaatiiag

ccalgeanaa

<2107 46
211> 71
<2127 RVA
213y HAR

<4007 46
guagcacilaa

nagaguacug
210> 47

211> 72
<212» RNA

guuAgUIUUE

auggliggecu

tuaguuuuge

ugguggeeug

uggutaguuL

agcugacugu

utacgauuag

ceaugcaaaa

AZUUIIGEAT

acugugguag

uuuugeaggl

clgangugs

agugetudus

&

gauaguuged: cllgcaagaag aalguagiug ugcagaucusa

ge

auagliigeac Uacaagaaga. augliaguilgl geadallcuay

lgcageguung cauccageug ugigatauuc ugcugugeas

geuagug

ulitigeagglt vigcaultics geglatuata guaualgugg

cugauugiga: uasugu

SUULGCANCE AgCIgUIga nanticugeug ugeaaateea

uugcauvuica. geguauatall: gualauglge: cugugecaaau

u

glugtagguag uguuuaguua Ucliacugeall Usugageacu
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[0008]

13 A

{4007 47
lguecggguag culaucagac

ggeugueuga ca

<2107 48
<211 81

<2127 RNA

218> /A

<400 48
decuugucgg. guageunauc

gaugggcugy. cugacauduy

€210 49
211> 85
212> RYA
<213 WA

<003 19
ggeligageeg cagagnic

aguligadgag cugiugecu

210> 50
<2113 73
<212+ RNA
<213 FA

<4007 50
ggceggougg galiiccuges

ulliccaaceg ace
<210 51

£211>-97
<212% RNA

L213 BN

£400> 51

cucagguect. cuggeHgeutl

acauugecag ggauuaccac

<2107 52
<211

400> 52
geacggeegy cugggguuce

gggauuucca. acggacecug

2105 53
11 68
£212> RNA
213 A

<400> 53
CULCERUECC tacugageug

aataggag

20> B4
{21 70

ugaugiigae ugliigaalicy cauggeadca. ceaguogaug

agacugaugll Ugactuglugs. auslcangge adcaccaguc

g

Hcagiiggean gouliiangie cligacceage AAAgCHEEC

cugee

galigggauull geuuccugue acaaaucaca dugecaggga

gggulccuge caugeugaull ugugaciuda galiuaasauc

geagccacga Couugee

uggegaunggg atitugeuuce  ughcacaaal cacadugeesa

a

auaECagiue UCaunuUacs CACUEECHEE QUUCHELEEE
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[0009]

€212> R¥A
<2130 A

<400 54
cuclgecuce

agecaggaaca

<2107 55
<2117 81
212> RNA
2135 A
<4007 55
cecugggeue

HCAGUHEHET

<2107 56
211> 71

i RNA
i3 HA

400> 56
geeuLcgguy

ggaacageatt

<2105 57
211> 84
<2125 RNA

£400> 57
ggcoaguguir

ugucucgguc

42105 58
211586
<212 RNA
K213y K

<4007 5B
aggecgugee

gguuacunge

<2105 59
11> 77

<219 RVA
@13 BA

<400 59
guggecuegu
Hacuugeacg
<2107 60
<21 84
<2127 RNA
213> A

<4007 60
ggeuguggel

gautacutgy

210> 61

cgugccuacu: gageugdaac acaguugguu- nguguacaci ggeucaguuc

888

UgCrucecgU gecuacugag cugagacaca gulgguuligy suacacligge

4ggdacEgR 8

_chacugagc Ugaltadcagly teuscdulluils. cacatlggel Cdguueages

€

gagaggegga gacuuggeca auugeuggac. geugcecugg geauugeacy

ugacagugee . ggee

cucgulicaag Uaaliccagga Uaggelglge aggucceanu ggecuaucuu

acggggacgc ggeeeu

ucaagiealc caggallagge ugigeaggue ccaalggger uautcuuggll

gEgacec

ggaliicaagi dauccaggall aggeugiiue callcugugas gociiauncud

UUCUBRHELE “ageu

84
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[0010]

<17
<3919> RNA
213> )

<4005 61
cogegaccea guicaaguag, Uicagealag gUigugligel guteagrolg uueueauua

cuuggeucgg ggaccegg

agggliccaca ceaAgucguy Ulcacigugg

cuagguiecg CeCeecag

210> 63
115 73

<2125 RNA
I3 HA

<400 63
aggligragay cuuageigal Ugglgancag Heaulgguul cogCuiugul cacagugecy

aaguircugea ceu

<2107 64
411 97
212> RNA
<2135 HA

<4007 64
acclcuctaa caaggugeag ageuuageug aullggligaac agugatuggl ulcegelipug

tdcacagugg cuagagulcug caccugaagsd. gaaggug

210565
2115 80
<212> RNA
<2185 A

400> 6

celgaggage agegeuliage UgCUUgigag caggeuccac accaagucgl guucacagug

GEUAAGIICT "SECCCCaARE

o103 66
o1 86
L2125 RNA
AR

<4007 66

ggleculiges clcaaggage. Ucacagucla Uugagitace Huleugacl Ucecacuaga
uugugagelc cuggagggea ggeacu

210> 67

211> 108

212> RNA

A PN

<4005 67
ceulcugiga ceecliudgag galgacugall unountuggl. guilcagaguc. aduauaauuu

ucuageaccd ucugasaucg guualaaiiga yuggggaaga geaceaug
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[0011]

2105 68
<211 64

€212 RNA
<213 FA

<4007 68
augacugauu

ey

<2105 69
<211> 81

<4007 69
clilicaggaag

igdaaucagi

<2105 70
<2143 81
<2125 RVA
@213 HA

400> 70
cuticuggaag

uugaaaucag

<2107 71

400> 71
aceacuggee

uguctiagcac

2103 72
<2171
212> RNA
218 A

<400 72
gegacuguaa

nuugcageug

B0 73
<2112 60
<212 RNA
<21as BA

<400 73

aligiiaagdcau

<2103 74
211> 88
€212 RNA
913> HA

<4005 74
accagguiuc

dcuutiggue wucagaguca . attataauun cuageacsal cuganiuegs

cugguliticall -allggugguull. agatuliadal agigallgluc uageaesauy

SUUCUUGEEE &

eliggulucac “augguggetll agaluiiioe aucutiguall cuageacca

gguuuliegea. g

caucteuuac acaggeugde cgautucide UggUgUUCAE agucigumitt

cauuigaaall Cggliugugal guageggeaa angeageage

acaluccucga cuggaggeug igaagecaca gaugggtull cagucggang

ol

ccliaeacuca geuguaatiac alggailugge ugegageuge aligttiiaced

agliicaltigia aacauccyac acucagelgll satacauggs. Uuggeugggs

gguggauguu vacuucagell gacuugga
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[0012]

Gl 72
<2125 RNA
<2132 A

<4007 15
AgAlACHgUA BACAUICCUAS achcueageu

utuacucuuy cu

<910 76
211770
<2125 RNA
<2130 A

<400 76
guugliuglaa acaucecega. cuggaagcig

uugeugeuac

210>
<2112
<Z1

4213

7
64

400> 77
cuglianatall “CouIEAcEs aagcuguaay

acag

Ly 78

211> 71

<2122 RNA

213> BA

400> 78

ggageaggagg caagaugelg geauageugu

geecaucuuuc: ¢

210> 79
2115 70

<212> RNA
<218 A

400> 79
ggagauauug cacauuacud aguugeaugu

ugatauuuic

<910> 80

<211y 110
L9125 RNA
AR

<400> 80
8gggLcegag agaggrggye. gECCetgeyy

gegggligeag ugecucggea gugcageeeg

210> 81
211> 88
<212> RNA
218> A

<4005 81

aCCaaguuue gguucatgus agcatceuac

gguggaugull yacullcagell gacuugga

guggaaagua. agaaageuge gagaaggeug

taagacacag cuaageuitue: agucagaugu

gugulicagag gageuulcag ucggauguuu

ugaacuggga: aceugeuatg: ccaacauglt

Hgucacggce. Ucdaugtaal ulAgUEIEUE

ugcauiigelg llgeatigea cgugligugag

gagecgeoee guggcaccac

arlcdageugl. daudcalged Uuggtugees

87

60
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60
70

60
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60
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[0013]

21082
211> 64
<2125 RNA
213y BA

400> 82

cuguggligea

geaucacag

<2107 83
211y 110
€212 RNA
13> "A

<400 83
ggoecageugu

aagcaalcag

<2107 84
211> 84
<2125 RNA
215 B

400> 84

decacugcea

<210> 85
ol 17
212> RNA
Q1 A

CA00% -85

aguguaguua

ggecagguaa

€210 86
21182
<2125 RNA
L2137 A
{400. 86
ucagaauaau

ggcacuugua

<210 87
Gl 78
€212> RNA
<213 HA

<400 87
cuuuctacae

CEgELCUgUY

<2107 88
211> 75

{212> RNA
QL EA

<4007 88

Heaucceugg

ceggetligug

uuglaguuge ‘aliugcaugliu. cugguggliac. cedligcaallg Uuliccacagl

Cgaguguiucy. Wiggragugil culageugsl NgUgURHAgE adlaguange

gaaguatact-geccilagaag ugeugeacglt ughgaggcec

igudggcagl ghealiiagel gauuguacly tgglggUuac aaucaciase

Ucaamacaag geac

cuaggeagug uaguuagelig auugetaata guaccaalca cuiagdcracac

aaagait

gleaaaguge- uuacagugesd gguagiugalla: ugugeaueua cugeagigaa

geanuauggu. ga

agguugggau cgguugeaau. geuguguiiue. ugauggual. ugecacungue

gaguuuge

gugggealiun giugeaiag tiguguieia uatiasagiian, ugeacingue

gaaga

88

60

60
110

60

60

77

60

60
78

75
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[0014]

cuggggEcue

ageacuucee

4603 90
aacacagugg

wuatugagea

<2107 91
@11y 78
<2125 RNA
L2105 A

SAOD 91
gggcrgalll

tagugeeaay

<2107 92
<2115 80

<4007 92
gugagegach

‘gaguuiges

2107 93
<2115 80
€212 RNA
G

vagacaacly

<2107 94
<2115 70
<212 RNA

400> 94
ggeaceeace

gEucegugue

210595
<2 B
<212> RNA

o3y JHA

<4005 95
ceealliggea

coadgugeug

gageeccegy

geagucaaua

ceecacucugu

uggeacuage

algggaaa

gugaacauce

geugeeuacy

agguuguaui

acuacuuuce

cguagaacey

‘laaacecgia

UUCKlEEARE ‘Uagligugal Areddactud tugcugageu

aauguegul. gaguugaaay goeuiacall cagcgggual

g

acattuluge Uugughcucy eogeuclgag caaucaugig

uegacuggaa. gougugaage cacagaugee culueagucs

Suliglgepoil agegatialliia- ggoeceasull. agaagaiiang:

acCUUgegry geeulegecy cacacdagel cgugueugug

gaucegalicl guggligaag iggacegcac aageicgelil

cuaugggucl gugucagugu. g

89

60

80

60
81

60

78

60
80

60
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60
70

60
81
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[0015]

<2105 96

<2117 108
<212> RNA
213 A

<400> 96
angagagaag auauugagge cuguugecac asacceguag auccgaacuu gugguauuag

uccgeacaag culguaucua Uagguatigug: ucugluagee aaucucac

<2100 97
211> 80
<212 RNA
213 WA

<CH00F 97
ceuguugeca caaacccgua. gaucegaactt ughigguallla, guccgeagaa. geutguaucy

auagguUaUgl guCugUlagy

<2107 98

<2115 110

<212> RNA

213 A

<400> 98

aggcugcecu ggcueaguua neacagugel gaugecugucl auucudaagg vacaguacug

Ugaldaciuga aggauggcag cealcuuace aiceddcuga geageeucas

<2105 99
<211y 57
<212 RNA
2130 HA

<400> 99
ucdaguitauca: cagugeugan geugliecaul claaagguac: aguacugliga ugacuga

<2107 100

£2112-75
<212> RNA

<213 A

<400 1060
ugcecuggel caguualucar ‘agugeugaug. cugucuauue uagagguaca guacugugauy

aacugasgga: uggea

QU 79
<2125 RNA
<2135 BA

400> 101
acugiecutu uueggitiate augguacega ugcugiaual cugaaaggla caguacugug

allaactugaag. aaugguggu

210> 102

211> 75

4212 RNA

213 FHA

24007 102

ugllccuduuy ¢ggutaucal gguaccgaug cuguauaucy gaasgguaca guacugugau

agclugaagaa uggug

90

60
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60
80

60
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[0016]

<210 103
211> 81
<212 RNA
<213>.%§}\

€400> 103

cuucuggaag

uugaaaucag

<210> 104
L2015 81
<212> RNA

cugguuucac augguggell agauuuiice

uguiuiagga g

213> mWA

£400> 104
culCAgEAAg

Uganaucagu
<2103 105

<211 78
<2125 RNA

CUgEUIicAT AUZgHEgUUl agaluiaasat]

S gUUCHUgERE 8

<213 A

400> 105,
tugugeuune

agggeuauga

210> 106
<2115 78

4212 RNA
213> BA

<4005 106
vacugcecue

agggeuauga

€210 107
<2115 78

<2125 TNA
<2137 A

<4007 107
gagdugucaga

auaagcuace

ageuugtuua cagugeugee tuguageaun

angaacca

ggeuucuuta cagugeuges uuguugeausa

aggeaulg

cagececaucyg acugguglilg ¢eaugagaut

cgacaage

400> 108
ugugecaucgu

gageauguge

<2107 109
201> 81

<2127 RNA
2135 A

<4007 109
tugugealcgy

gageauguge

sggucaaauge. tecagacuceu guggugacug

gacggugicu a

ggueasstge licagaclicell guggliggoig

anggugusy 4

91

dicutiuguau cuageaceau

AgUEAIIGHE UAgEACCAlU

caggucaage eafauuguac

uggalcaage dgeauugiac

cagcagiucag callcaglcug

CUCAURCatE aCggauguul

cunatigeace acggangiii

81

60
81

60
78

60
78

60
78
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[0017]

<2105 110
211> 81

<212 RNA
213 A

<400 110
ccuuggecatt guaaaaguge

geaculuculda canlaccaug

<2105 111
@211 82
212> RNA
Q1 HA

<CA00F 111
ceugeeggeg cusaagugel

ggguacuuge ugcuccagea

<2105 112
<2117 81
<2125 RNA
22135 A

<400 112
clcucugeul icageuucuu

HCAREELUAL CHAUBCACHR
210> 113

<2115 90

<2125 RNA

213 BA

<4003 113

-acacugeaag dgacaatiaagg

Ceeougaadag deccucauuy

210> 114

<211>80

<2125 RNA
213 A

<400 114
acugeaagag caauaaggau

ceceanaagu cecucauutt

<2100 115
o115 85

<2125 RNA
o135 A

<4002 115

Ugddacuaad UAgeuacuge

2107 116
<211 66
<212 RNA
<2135 BA

400> 116
ageligiuggag uglugacaaug

acaguges: gguageuluy; ugagaucuac: ugeaauguas

8

gacagugeag allagugguec uclceglgey acegeacugu

88

uacagugulg couuguggea uggaguucaa geagealugu

o

auutuaggy geaulalgar ugagucagaa: aacacagoug.

wueuugeugy

wiliuagggge allaugduag ugghalggaa acacalcuge

gugagaaugg uguuuguguc: laaacuatica agcgecauila

uagec

gliguuugugl ccaaacualic daacgecaul aucacacuaa

92

60
81

60
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60
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60
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[0018]

atageu

000y 117
<211 61

<2125 RNA
<AL3HA

<400 117
acautauuac

c

<2103 118
211585

<212 RNA
<2130 K

400> 118
gggecucuci

geggigaaly

<2107 119
21> 110
<2127 RNA
ARV

<4007 119

aucasgauun

<2107 120
211587

27 RNA
42155 A

<4005 120
ugagggeece

grggugaany

£2105 121
211> 68

<2127 RNA
213> A

400>+ 121
cucugegug

greaggag

2105 122
T
212> RNA
AR PN

<400 122
clcucegugin

coaagag

213 A

<4003 123
uggeagueuc

Uutilggliacg cgctigigaca: gliivaaacic giacegligag, Uaaliaalgeg

cuccgugiie. -geageggace uugalluudgas ugucealaca auuadgggeac

ccaagaalgy ggeug

gaggrucuge: Ucucegugull cacageggac: cuygauunag ugucalacaa

cggligaauge caagagegga. gricuacggey. geacuugaag

ucugegiguu cacageggac. cullgauias. uglicuauacs Auuaaggeac

cepagagagg cgeeuee

uggeagegga couuganuua; augucuauac. aauladggch: cgeggugaau

Ucgeagegga ceudgauuua augucduaca. atlugaggeac: geggugaang

uaggucceug agacceuiud. accugugage acautcaggg ucacagguga

93

61

60

60
116

60

60

68

60

60



CN 105907842 A

F 5l &

19/68 7L

[0019]

gguiclugeg ageelggeg

L2103 124
<2117 65
<2125 RNA

K218 BN

<400 124

ggleceugag aeccunuaac

ceugg

210 125
311> 88
212> RNA
G120 BA

<Ang> 125
ugegeuescuce ucagucecug

usggetculy geagougcgs

210> 126
211> 89

2125 RNA
12 BA

400> 126
atcagacluul  uccuagiece

ugaggcucul gggaccuagg

210> 127
<211> 85

L212> RNA

2183 B

£400 127
CRLURZELaC Begacalua

gaguaauaau. gegeecgucea

210> 128

211> 61

€212 RYA
@13 A

<4007 128
acalivauuac Uulligguacg

(53

<210> 129
a1l 97
<2125 RNA
213> B

AB0> 129
uglgateacu gucuceagec

<2105 130
G 70

2125 RNA
@13 HA

400> 130

cuggce

cugugaggae alccaggauc acaggugage uuciugegag

agaceeuaas ulgugaugil taccguuad auccacgggn

guegitgey

ugagdcccua acuugugagg uauuluagua dcaucacdag

c€ggageegea

Uduuugg. atbgegeuguyg acaeuucagd cucguaccgl

cggca

cgoligugaca cllicanacuc. guactgugag Uaataaigeg

ugclugaaged: cagagggeuc. ugauucagas agaucaucgg

94

36
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60
88

60
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60
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60
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[0020]

ccageecugeu

ggeugguegy

<2107 131
G211 82

<2127 RNA
213> A

€400 13
ugagcuguug

cggucuCcuuLl

210> 182
2211 110
<2127 RNA
13 HA

400> 132
geeeggacage

ggucucacag

@105 133
a1t 10

<2125 RNA
o1y WA
<4005 133
gulggaiiucg

cuttincage

210> 134

{400 134
wggaucuul

Ccaaaaagua

216> 135
211> 90
212> RNA:
213> AR

<400> 135
Ugeceuucge

cctgaceeca.

<2107 136
211> 89

<9125 RNA
Qi3 BHA

<400> 136
ugeugengee

aauguudand

<2102 137
2115 110
<2125 RNA
{213 HA

gaageucagd. gggeucigall ucagaaagal. caucggatee guciigageuu

gauucgggge cguagcacug ucugagaggll uuacauuuey cacagugadac

uigageugeou. ue

cacligugeag Ugggaagegy ggcegaltaca cligllacgaga gugaguagea

Ugaaccgeue . ueullceoua cuguglicaca Cuceugaugy

gggteguage aclgicugag AggUiatal. uucitacag gaaccgguen

ugeggueugg geulgengul eelicucaaca: glagucagga ageccutace

cua

gEadcuiiin-geegucugee CUUgeuglar. aldasivaal ageegeaagtc

agaageduul gegeagegcy

cagagoucul ulicacaligy geuacugiucll geaccuguca cuageaguge

gggeauugge cguguaguy

95
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60
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60
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[0021]

<400 137
geeaggagace
uucauasage
<210 138
€211> 110
<2125 RNA
213 HA

<4003 138
CACERCECRE

ualigagugee

<400 139
guuguuatcu

gaaaguaaaa

210> 140
<2117 101
212> RNA

<213 A
400> 140

CEBCCCTLEE

acagueuaca

216> 141
<2117 66

<4005 141
gggeaaceg

ucgece

<210% 142
511> 88

<2193 RNA
213 A
Q0D 142

acaaugeunn

ceuticaaeca

210> 143
2113102
<2125 RNA
313 A

<4003 143
gggagecana

uggueceouy
L2100 144

<2l> 68
L2127 RNA

QI3 A

gegeuugEull guUAUCIUE gutalclage Uglaligagug ‘gugliggagie

uagaladccg daaguaagaan laaceccalia cacligegeag

cagecggeacy ggeligaggga ggrecguiiue teucuuiuggy datucuageug

acagageegu cauasageun. gaugapcgas. aguagasaug

Uugglitaueu -ageugualga. guguauuggl clilicatiaaag cuagalgace

ac

guclccaggg caaccgugee: Hulcgaulgu tacuguggea acuggaggua

geeauggueg ceecglagea tgeetacgeg ©

ggounucgau ugiuacugle, ggadaciuggag gudacagucil dcageeaugg

geuagageug guadgaugga. agcagaucgt ClcUucARuY gauuugguee

geuguageua. ugeauluga

ugeuullgeta . gagcugglaa asuggancea aalcgaclgy ceaalggaul

taaceagelg uageugugea Hugauggege. ¢g

96

60
110

60
110
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[0022]

<4005 144
gouagageug guaaaauggs accaaauces cuclilicaaug galluugges. coudcascca

gedguage

2103 145
211> 119

<9125 RVA

LON R 8
<4007 145

cclcagaaga aggalgeece cugcucugge upgucdaacy: gaactaague cplculiceug

agagguulgg ucecclilcas ceageuacag ¢cagggeugge . aalgeeragu ceuuggaga

J 146
211> 80

<2120 RNA
Q13 FA

A6y 146
geoeotugcl CUgecuggue aaacggaace. aaguoegucl. uccugagagy uuuggucees

uucaaceage uacagcaggg

0> 147

caggglighgll gacuggoluga ¢oagaggdec alpcacugliy uticacccupu gogeeatceta

gucaceaace cuc

400> 148

AggEUgHEUE ATIgUUgAc LAgagEEICA TZeaACUgUgl: Leaceligilg gearacting

ugégcaacce u

<4007 149
aggecucgel guuclictatg: goliuiutaiil. colaigigal telaclgoue. acticaliauag

geEUUZEAgE Cpuggegeae goggggaca

<2107 150

<2113 100

<2127 RVA

212> &A

<4005 150

ag_-auaa’auut fliCllCufag'[:I'g,C ulauggeul nuuauue el ugligauagua: auaaagucuc

allguagggal ggaagecaug aaauacallig Ugaaadatica

<2107 151

<2127 RNA

97
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60
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60
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[0023]

QL3 A

<4007 151
cllauggcuul uuatuceual. gugalliciac ugetcacuca anagggaul ggagcegugg

L2100 152
42113 97

<2127 RNA
€2135 N

<4003 152
caclicugeug -uggeccualigg culiitealitle cuatigigalil geugucoeas: aclcauguag

ggeusanage. caugggeluac ‘agugageser. gageuce

<2103 153
2115 82
212> RNA
G5 A

<4002 152
lgagceeucy gaggacucca Uuliguliiiga ugauggaullc. tiaugcueca ugancgueue

azaligagiicd Ucagagaelu ¢u

£2105 154
<2117 62

2125 RNA
213x A

<400 154
gaggocucca dugguutuga dgauggailuc: uuaugeucca ucaucgueuc: aaaugagucut

ue

<4007 155
cuueggugac gggualteul geguggatiaa tacggaulac guugulaullg: cuuaggaaua

cgeguagueg agg

@13 |k
<4005 156
CLCUEREHUE SUSUELULER 2Cagelgeuy UuRHggaucH. ggLegulges aauragagad

cggeuacuue acaacaccag ggecacacea daclacagg

<210 157
211> 84
<2125 RNA
15 B

400> 157
CgUUgelgty grugglgliug tgaatiagge Cgdacgageng cgealcelict dageeggtia

WHIUCECEACA Crageguugt auna
<210> 158

2T
<2127 RNA

98
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60

20}
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60

60
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[0024]

<4003 158
CAgCUEEUgU Ugugaaucag geogacgage agegraucey culhAccegge ualiuucacga

caccagggui g

<2103 159
<2117 68

€212 RNA
213 B A

<400> 159
gligiatucua cagugeacgl guciccagug uggelcgpag geliggagaeg ¢ggoccigud

ggaguaac

<2105 160
211> 100
212> RNA
213> A

400> 160
lglguctictc Ueugtguecl gecagugguu. wuacceuaug. guagguiacy ucaugeuguu

cuaccacagy glagaaccac ggacaggala ceggggeace

210> 161
@11>72

%2123 RNA

ISIE T

<400> 161
ecugecagl gguulivacee ualgguagg uacgucaige. Uguucuacca cagggilagaa

ceacggacag ga

£2107 162
<2115 70

<212> RNA
218y HK

<400 162
ctlgeragug guuuuaceol augguaggul. acgucaugel guucuaceac: aggguagaag

cacggacagg

K210 163

211> 95
<2125 RNA
213 BA

<400> 163

eggecggece uggguccaue. Uucgagiaca: glguuggaug gucuaauugy gaagcuceia

acacugucug guaaagaugg CUecegggug geliuc

€210 164
Q11> 72
<2125 RNA
U3y BA

400> 164
gepuecalcl uccagiacas ugliugpaige deUaduliguy adgaucciaa cacugucugs

uadagaugge cc

<2107 165
211> 64
<212 RNA

99
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[0025]

213 FA

<400 165
agccauaaag vagagageac vacuaacage acliggagggu: guaguguunge. cuacuudaug

gaug

<2107 166
11 10

400> 186
gegragegee cugucuccea. geeugaggug:. cagugeugea ucugugguea gulgggaguc

ugagaugaag CacUgUagel caggaagaga: gaaguliguile. ugcage

22105 167
<211 63
212> RVA
213> BA

<400F 167
ceugagglge agugeligeal. cucuggicag uugggaguel gagaugaage acugiagele

agg

<400 168
lUggegecoug geugggatal calcauauac UgUAsgUULE cgaugagaca ¢uacaguata

gaugaugiae Haguceggge acecee

L2130 BN

<4007 169
ggeugggatia ucattatata cuguangiill gogaugagac Seuacaguall agatgaugus

cuague:

L4003 I?Q
caccuuglce ucacggucea. guuuiicceag gaautecuua gaugelaaga uggggauuce

uggaaatiacy gUuculgagg ucalugguu

2105 171
311> 70
<212 RNA
@13 BA

<400> 171
cucacggucee aguuuuceea: ggaaucecul agaugeuaag. auggeganuc: cuggaadiac

dguircungag

<210 172
211799

100
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[0026]

cegaligugia

Ugaaduucag

210> 173
2117 b5

<4007 173
ageuuugaga

cageu

400> 174
ajgueuaaaga

uucugeuaga:

<2107 175
211 68

L2127 RNA
205 A

400> 175
gaggedaagu

duugueue

CoHEs 116

15 N

<400 176
Caagcacgau

agucagugea

guecagligeall

<2105 178
11 89
<2125 RVA

£ggaceeLes

210> 179

lecucageul. ugagageuga auuccaugeg nugugueagl gucagaceuc

ulieuuicagc. gggaunatcie Ugucategi

aclugaauuce “auggguugug ucagugucag accugugaga: Hucaguueu

caacalllic geacatacas Cagacuaugg aageeagligll gugganaige

uegligagatac uccgatucuyg aguaugalag dagucaguge actacagaac

gageielgge Uceguglcull catuectguy culguecgag gaggeagsss

CUBUBCUEEE BLABCUREE

101

U agedulitigag gugaagiuclt guldudeat caggugigy cuctcugags

60

99

66

80

60
99

60

6L
89
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[0027]

400> 179
geuecuggeue Cgugueuica cuCecgugiu uguccgagsa. §8gagggags gad

<2107 180
C211% 84

<2127 RNA

218> /A
44003 180
cuccceoaligg Coougucuce caactcuugl. accagugoug ggeutdgace cugguacagg

ceuggpgeac agggaccugg ggac

210> 181
211> 64
212> RYA
<213 WA

<400> 181
ceclugiclice cadcoculgl aceagiigelig ggeucagace cligguacagg woligegdeac

Ggre

210> 182
<2115 72

212> RNA

13 HA

<4007 182

uuticeugece ucgaggageu caddaguciiag ualguouenu ¢eccuaciuag acugnagiud

clugaggaca. 8¢
210> 183

211> 69
<212% RNA

L213 BN

400> 183

‘ceuguecuca: dggageuuca: gucuaguage graugagacs., tacuagacug ugageuecuc

‘gagggragg

212> RYA
213y BA

400> 184
ugueceecee ggeccaggul cugliganaca . clicegacucy ggeuclgeag cagucaguge

augacagadac. uugggcecggaaggace

210> 185
a7

iligggeeceg g

<210 186
L2117 90

102

60
84

60

64

60

60

60

60
11
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[0028]

€212> R¥A
<2130 A

<400 186
clucacageug ceagligucau uuuugugalie Ugeageuagi alilcucacue caguugeala

gucacagaag tgaucauugg caggugugge

2105 187
<211 71

<212 RVA
@13 B A

<4007 187
uclgucucue geticacagel. gecaguguea uuglcacaaa ggugancauy ggeaggugug

geugeugeau. g

agcgguggcc aguguradll TUglgdugul grdgelaguy alaligagees dguugesuay
ucacaaaag gaucauugga aacugug
<2102 189

211> 69
<2125 RNA

400> 189
caglgueauls uuugugaugl ugeageuagy aguaugagcce. caguugeala gucacaaaag

42105 190
211584

<2125 RNA

213 JA
<4002 190
gugguacuug aagauagguil auccgliguug cculcgeiuy auuugugacg aatucalacac

gguugaccua nuuuucagua -ecaa

<2103 191
211 66
<2125 RA
213 BA

<4005 191
gaagalaggu tauccgugull gretucgeul uauuygugac gaaticaldea cgguugacel

aiiuay

<2107 192
211> B5

€2125 RNA
213> B A

4000 192
cligiligauge Uaaucgugall -agggguuuul. geelccaacly gacuecuaca vaulageauy

dacag

103

60

90

60
71

60

60

60
84

60
66
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[0029]

211r 82
17 RNA
@13 & )

<4002 193
ccuaacacug Ucugguaaag auggeticeeg

AgECCUgARY ACCAlggage ac

<9107 194
211> 110
<2125 RNA
<2135 A

<4003 194
googagaccg agugeacagg geucugacel

cucuggeuge: caguuccaua. ggucacaggu

210> 195
11 80
<31
213

400> 195
UCCEREEEED: UgUaacagta -atleeaugys

guualicugeg gegagggeca

<2160 196

211> 70

<2127 RNA

213 A

<4002 196

agageuggel ugagagegeg aaagaggatg

g8Lgeucgey

L2105 197
211361

<212> RNA
<218 A

cauuggecue. cuaageeagg gauugugggul

aaulr

<OT03 198
211> 70

L9125 RNA
AR

4007 198
ccuaagecag ggaulgiggg ulcgaguece

ggaauuiyun

210> 199
211> 108
<2127 RNA
L2130 F A

<4005 199

cagugucage agugecluag cagracguan

caglaluaac. ugugeugeug aaguaaggull

gguggguucy cueggeagua aceuuragsg

Augadligae Agreaglgel cucgusucee

augulcgectl cagugeeage

gaagugecea cugguuceag uggegougeu

aggligaclgg lcugggouae: goualgciige

ucgaguecta ceegggguan agaaaggeeyg

accliggggia gaggugaaag Uicculuuac

audlluggegl. taagauucus adautaucus

gaccaudaene: uacaguug

104

60
82

60
110

80

60
70

60
64

70

60
108
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[0030]

{2105-200

£211>81

<2125 RNA

213> A

<4005 200

gggeudlicaa glcactiagig gluccguulia: guagatigaiit gugecauugu dcaaaatggu

geeeuaguga cuataaagee ¢

0201
>0
0 RNA
A

<4003 201
acgecaagugl collaagguga. grutagegag catagaaace uecaguggadn cagangggea

aaggeucaul

<2107 202
211> 70

<2125 RNA
2155 A

CAD0> 202
cauglgucac Uuldecagglgg agulicaasga. gicceulccll. gguucaceg cuceuiigey

cuuccacaas

210> 203
<2115 110
212> RNA
Q1 HA

CA00F 203

agaagggeua ucaggecage cudcagagga cuccasaggda caulcaacge ugucggugag

ulugggalill ‘gaanaaacea cugacegUR acuguactull . gggglictliua

310y 204

211> 110

<2125 RNA

€213 A

<AD0Y 204

celgilgeaga gauuauuuul uaaaagguea caaticaacall ucalugcugy vggugggulg

aacugugugg acaageucac lugaacaanga. augcaacuglt ggoeeecgeuu

<210% 205
<211y 89
€212 RNA
<213 HA

<ADD> 205
clgallggeug caclicaacdu dcauugelgl egelgggiull. gagucugadl caacucacug

aucaaugaalt -gcaaacligeg gaccaaaca

210> 206
<211> 110
<212 RNA
G213 WA

<4002 206
CEgAARALINTG gCtAAgEEU Uggasaaaca 1llcasdeligl Caelgagiiul Eegcageica

ggcaaaccal CgaccguUga gUgEActeliy aggetluggaa uigecauceu

105

60
81

60
70

60

60
Lo

60
110

60
89

1o
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[0031]

0 207
RNA

003207
agceugelug cruceccecy uluulggeas ugguagaacl. cacaclggug agguagcagg

=

Alccggugel Ucuagacuug craactaligs RECEAgRAC cagreggeas

gguagaacl cacacugguy: agguascags auccgguRsl UCUagacuug

coaneualsg

42105 209
<2117 110

UEUGUgUATT geaclugeuay agiulcacugl: gaacaglicue

aguedglgas UUATCgaage geeallaaacs gageagagas dgauceasga

ceagucacgy toeouuaued cUBUlEEage coageuluglt gacuguaagy guugraczga

gaacligauad ggauagglga. uuga

B0 211
<211y 65
<2125 RNA
RCARSIECE Y

<400 211
coudalcact tillecagede ageliuugtgs cuguaagugl uggacggaps acligatiaags

guage

127 RNA
QI EA
400> 212
Aggeegreag ggauliggaga gaaagecagl leeugaligel ccocucecen: ggggairgget

utccueuggu geuueccice ¢a

<4005 213
agggauligga gagasaggea. gulccugalg guceceliccs cageggelgg cultiecuctig

guegutt

106

60
110

60

60
110

60
84

60
65

60

60
66
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[0032]

<2105 214
211> 86

<2123 RNA
213 BA

400> 214
tugcuuguaac uuuccaaaga auucueeuul

gglgaauuul uugggaaguu tigageu

<2103 215
21 71
<2127 RNA
213 WA

<A00F 215
aguuiiccaaa gaauucuccl uduggecuul

uuuuggeaag u

<2105 216
<2115 109
<212> RNA
(o135 B

<4002 216
gguCgggele accaugacac agugugagac

ctedgasece ucgugleuuy uguugeages

2103217
o117 86
<212 RNA
<218 HA

<4005 217
ugcucecuetl cucacaucee uugeauggug

augeaggeuu ugcaggaugg Cgagee

210> 218
<211 68

<2125 RNA
<213 A

<400 218
ucucacauce cuugcauggu ggagggugag

uggeagga

<2100 219
<115 102
<212 RNA
o135 A

L4007 219

clgucgaulg. gaccecgeecl ceggugeeus

cuggcucagu. ucagcaggaa caggagucga

22107 220
<211> 68
<212 RNA
213 BA

<4005 220
guceggugee uacugageug aualcagule

Ugggeluicy gguulianiy’ usagtecaas

cugguuuuaw: dulaagcecsa. agaggugagut

negggeuaca. acacaggacc cggggegeug

gEagggdcge. dgguceged

gagggugage uulucuganaa ceeelucceac

eulueugana acceciicees calgeaggeu

cugageugal gucaguucuc. auluuacaca

geeelugage aa

ucaluuigca cacuggeuca gulicageagg

107

60

86

60
71

60
169

86

60
68

60
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[0033]

aacaggag

<2117 85
<2125 RNA
<2137 HA

<400 221
ugeageecie Ugugligatall guiigatata Uliaggilugiil aulitaaiicea actiataiiaue

HAdCAUALUT CURCAGIZUE MIgEe

<2100 222
<211 67

<212 RNA
<2130 K

400> 222
cigugugaua uguulgalal auuggguley uautliaaice. aacugiatay. caaacauauil

cruacay

<210 223
<21 82

<2127 RNA
ARV

<4007 223
cggelggacn gegggenacy gaalcteaad. ageageugull gucuccagag cauuccageu

gegeutiggal uucgusceel goucuscuge cu

<400 224
agegggcaac ggaaucceda aageageugu ugicuccaga geauugcage: ugegoulgga

uttegiiccee ugel

£2105 225
211> 108
<2127 RNA
213> A

400> 225
cegagaccga gugeacapgy cucugaceys ugaaulgaca geoagugeue: Neguoucece

dcuggeuges aguuccaudg gucacaggua Uguuegecus. agugecag

210> 226
@11y 110
<2125 RNA
213 A

<4007 226
geegagaccg aglugeacagg geucugaccu. algaatilgac: ageeagugell eldcguctcee

cucuggeuge caauuccala. ggucacaggu auguliegecl cagugeeage

5 227
211 88

RNA
-8

4003227
cgaggQUggg'agcugagggc UgggUCcHUUg cgggegagal gaggglugueg gaucaacugg

108

68

&b

60

60

60

60

108

60
110

60
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[0034]

ctluacaaagl Cooaguucue

210> 228

211> 58

212> RNA
215> B A

<A00> 228
geligggucun ugegggegag

L2107 229

<2115 85
<2127 RNA
213> EA

<4007 229

allggugiiiat. caagiguaac

ugeuguuacy nuugauggul

<210>- 230

<2113 83

<2127 BNA
Q13 B

<400 230
guglaacags aatlccaugy

gau

210> 231

2117 87

<212> RNA

213 /A

<4067 231

agcuuceelg geucuageag

ggeugugeug cuccaggeag

210> 232
211> 58
219> RNA

218> A

<400>232
uagcageaca. gaaauaulgg

<210 233
<211 110

<212 RNA

2135 B A

A0S 235

clagageuug aauuggaacu

uucugaacac aacaacalua

210> 234

L2110 70

212> RNA
213> BA

400> 234
BUZAHLNEEE  udguuUCaug

ccegaunucac

ggotecey

augaggeugl eggatcaden ggotudcand gueetagu

ageaacucca uglggacugy glaccaauull ccagliggaga

accaa

ggacugugua ccaatuircca guggagauge uguuacyuuu

cacagaaalia Ulggeacagg gaagegague ugccaalaud

geugeug

cacHgggang cgagicugee aauauliggol gugeugeu

gelgaglgaa Huagguagii Ucayguuguu gggeciigagi

agceaccegs uucacggeag Uacugeues

UugUUggeEte UggguuuICuy aagataacds callaagcca

109

88

60
86

60
63

60
87

58

60

110

60
70
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[0035]

210> 235
211> 110
<21 i

<4007 235
ugeucgcuca geugalcugu. ggelutaggua guulicauguu . guugggauug dguluugaac

ucggraacaa gagacugecl gaguuacalc agucggiuil. cglicgagges

€210 236
<2115 70

<212 RNA
213 A

<4002 236
gugaaluage uagluuucalg NUguUgEgec Uggglinluclig dacacdacaa cauuaaacea

ceegaducac

<2105 237
<211+ 84

<212% RNA
213 BA

<4003 237
acligeucggu gaduuaggua. guiuccugul- guligegaler acciluclicl: egacageacy

acacigecuy cajuacuuca guug

<210> 238
@11 75

<212 RNA
213 FA

€400+ 238

ggcligligecy gguagagagg geagugeeag guaggagcuc uucaecculle ‘accaccuucu

ceadéeagea liggee

o107 239
211> 60

<212> RNA
213 A

<4003 239
gligecaugugl auguanguen geaugigeall guglalglugl augagugeall segugiguge

<2105 240
211562

<212 RNA
<213y BN

<4007 240
vecauugguce agaggegaga tagguiicelg ‘ugatuuiuce Uctucdela Uagaauaaalt

ga

Lo 241
211> 71

<212> RNA

GART I

<400>-241
gecasgecag uguucagacu accugliucag. gaggeuetca duguglacag uagueugeac

auugguuagy ©

110

60

110

60
70

84

75

60

60
62

60
71



CN 105907842 A

F 5l &

36/68 1t

[0036]

£210%:242
<211 110
<212> RNA
OARI R
<4007 242
aggaageuuc

ugecguugua

o107 243
A1 110
912> RNA
213> A

400> 243

ceagaggacy

uuguacagua

<2107 244
@11 71
<212 RNA
213 A

<400 244

geeaaceecag

auugguiiagg

<210 245
2115 70
<212 RNA

Uggagauctl geuceguoge ceCagURlUc agacuacclg ticaggacaa

taguagucug-cacalluggull dgacugggen: agggagagea

couccacuce guchacetay uguutiagac aucugiicag gacucocaan

gucugeacal ugguuaggel geecugegul agacecuceg

ugulicagacu accugilicag gaggelclca asugligiacag liagicugeac

o}

o183y WA

{400 245

geegliggeca

ugaugacgge

<2103 246

11095
<2122 RNA

€213 HA

{400>246

ceageucgeg
acugeeuggu
(2103247

<2117 68
<2125 RNA

Ueuuacuggg’ cagealliggh Uggagucagy utucuaalac. Ugceugguaa

cagecgugge caucuuaclg ggeagealiug’ galiggaguca ggucicuaals
& =3

azugaligace géggagoedl geacy

218 A

<400 247
cecucgueui

gauggagy
<2105 248
<2y 72

€212 RNA
€213 HA

<400> 248
guueetygy

ggaagaugga

aceccageagl. guuuggguge gglugggagl clcunauacl geegggaatl

ceuatgeata wacUcUtUg gggaticugec cudaagaggl alagegeaug

g

111

60

110

60:
110

60
71

60

60

95

60
68

60
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[0037]

<2107 249
211> 110
<2125 RNA
L2013 HA
<4007 249

aauugugaaa

<210 250
@11 110
<212> RNA
213> B A

<A00> 250
ggcuacaguc

auatgaagea

£210» 251

<211 110
<2125 RNA
L2137 A

<4OO§7251

uacecaaceca

<2107 252
<211 86
<212 RNA

213y &

<400 252
ugCuuceces

aaggaagugu

{210 253
<2115 69
£2125 RNA
2135 A

<400> 253
aggecacaliy

ngugguuuy

<2107 954
2113 71
£212> RNA
213> HA

400> 254
ugacggecga

Cutiguugsue

210> 255
211> 110
<212> RNA
213> HA

400> 255
acceggeagl

agceacugug

cuegegegeu

ugiitiaggac

putcuuCcaug

ggcugegaag

agataaucca

gaugucagug

ggeeacauge

gugguuuegg

cuncuutiaua.

ggguccagug

cactiagacec

ugacucgugs

gCARAgEEaT

ugugcuneus

gagiigaagull

ugcuuyaLat

caaglg

ucecceausty

glugitiaaca guueaatagy ucuguagege

BREREREECY gCRACARLEA

acuucEeUUY. gucalceual goeugagaat

gliucaduiigl ealcactigee

uligiectlea uliceacegga guelguaica

caggaggeal: ggageugaca

ceoccavalgg: altacuiuge uatiggaangy

gatuacuuilg  cualggaaug llaageangug

geuluuggee. aggguuagac cugaugeuca cglalaagac: gageagaaag

4

gecliccagee geaggetage coollgeetac ggodcaclge geugeeecag

Ccgugugacag cggougauct gugecuggge: agegegacee

112

60

110

60
110

60
116

60

86

60
69

60

60
110
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[0038]

<2105 256
211> 110
<2123 RNA
213 FA

<400> 256

ucaceuggee augugaruug

ggpCaggeac -agtaaaggsy

<2105 257
210> 110
<2127 RNA
213 WA

<CHO0F 257
cggggeacce cgeeeggaca

cegeecucag uagecagueue

<2105 258
<2115 110
<2125 RNA
22135 A

<4007 258
celgugeaga gauuauuuiu

AHCUGUEULE - dedaglCat

<2107 259

€211 108

212> RNA

213 HA

<4p0S 259

gaguuuugag guugcuucag

aadceaucga. Ceguugauug

910> 260
<211 110
<2125 RNA
<213 A

<400 260
ggctuggeug gacagagiiug

geucaccugu acageaggea
<2100 261

<211 110

<2127 RNA

o135 A

4002261

alicaducaga aaugguauac

uugucuguca  uuucuuuagg

210 262
211 110
212> RNA

3 BA

<4005 262
gauggeugug: aguuggeuua

dgggeuucee

lgcucaguug

gegegeegge

cagucacgge

nasanggucsa

ugadcdatga

ugaacatica

uacecuaugg

teangigticy

cagacaggea

agganaauga

ceaavauucu

aucucageug

uuugueauce

weacuiceca

acculggelc

caccgacgee

gcaaucaacal

algepacligu

acgeugucgg

cudaccauca

geeugueuac

guecacaugac

ceuntigadaut

guaugasugy

geaacuguga

113

ucgecuags geucugagea

cagedeggag

Hagacugetl acugeeecggg

uggececget

ucalugeugy cggiggauug

ggeecegelil

vgaguuugga: auugaaauca

uenacuec

aclugeugliy cagaacauce

aacceagect

eacagacaau alidgeugagu

geuacuucaa

gaugulcala caaucecuea

60

110

60
110

60
110

60
110

60
116

60
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[0039]

caguggucue

<2137 A
<4007 263

aglataatiia

gaaucaguca

<210 264
<2115 110
<212 RNA
1% A

400> 264
gugauaguglt

gllaaaacalig

<210 265
211> 110
<2125 RNA
3135 B

<ADOY 265

2acCaguege

agggaacaug

<2107 266
211 110
<212 RNA
215 A

<4005 266
CLgecteggy

gagaguiugag

<2107 267
<211 110
€212 RNA
213y A

<400> 267
CCgCeecegrsy
gagagulgag
268
» 97

127 RNA
QU3 HA

268
HCucagegge

gagaauugug

2105 269
<211 110
€212 RNA
213 A

<400 269
gacagugugg

ugggauuaug

vuacavagut

ccatcaguuc

agegagdaulll

gutcegucaa

ugeggggeun

guticuglicas

cogeggeuce

uguggacglc

cgeggeuse

ucuggacgue

uucgecacug

geuggacauc

cauuguageg

clugaacagag

unugaligueg

cuaalgeaul

treugtinguge

geaccalgga:

geeuuuguge

geaccgegga

ugautgueea

CLRAGCLECE

ugauugucesa

cegagecgee

aliagnecaad

ugtiggeugag

cuceacaceg

caaulliceus geecucacga

cagauactge ducaggaact galiiggaiaa

gecuucagea ucuadgacaag

Uugateuadc caugugguug cgagguaugn

dcgucacgra gelinucuacs

uugaueiaas: Cauguggige- agegaugrasa

zageacegug cuguceugea

aacgeaaluc. Ucgagcuau. ggeuceggee

geLeegaaat, CUCRageggs

agacgraguuc. ucgagucuall ggrustgeec

gocceeaant. cliegagegge

cgtaguuell guacgaglict goggeeaace

cuccegg

uatcugarac UIUgEECEEe. fEcarcauge

114

110

60
110

60
110

60
116

60
110

60
110

60
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[0040]

ugaaggugul caugaugegs

270
110
RNA
A

<400> 270
Hgaacalucea. ggueugggee

cagcagelae giugucugeu

€210> 27
211>
<2121
L2132 4

L4005 271
geugeuggaa gguguaggua

Uaaticdgeag cuacaucugg

210> 272
<211> 110
<212y RNA
G113 WA

<4000 272
¢clggectce Ugcdagugeca

geuagaglgl caguuuguca

210> 273
<2112 81

312> RNA
<2137 %9}\

<4005 273
ggecultcaa gucacuagug

geecuaguga: cuacaaagee

<210» 274
211 60

<212y RNA
213> A A

400> 274
cagucuuccy “unaucalggu

210> 275
<2115 80

<212> RNA
@213 BA

400> 275
AgEacteUlUc Cagaggecee

Aggeltucey gadgggeucy

210> 276
Q115 63

212> RNA
AR

<400> 276
aagaaauggu uyaccgucee

ueugggaacu

algaaccugg

geglutcagy

ceclueaangy

cudatuggglc

cgcliccgugu

aagaceccdaa

guugeguuua

€

attgautiil

ceegucaaue

acalugcatuu

ccucacggal. cutacugaug

caudcasigl Agauuicugll gulicgulage

cuncelggan agaugiicu

cucaguages gglauagale: ClgucIuuey

ucugauggea ycluciageu

auliligdcasy clgagluggs cacuceaugy

gligeggeaca UgoUUaAceag

guagaugaull gugeauugull tcaaaaiggu

cagligculce cluuugugug agagaagaua

CUgUUEUEEE UABUICAEAE Seulgegugs

Ugaaliaugia uglgggalge uaaaccgcuil
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110

60
110

60
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60
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60
81

60
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60



CN 105907842 A F 5 *k

41/68 11

[0041]

cuu

) 277

. 86

2125 RNA
A

00 277
acugeuaacy asugcucuga. culuaulges: ¢ilaciguacl: tuacagelag cagigeaata

guanugucaa. agealcligaa ageagg

<210° 278
11 69

<212 RNA
<2130 K

400> 278
codecactiia. aacglggalg uactilgcuiiu gaaacnadag aaguaaglige tuccaugiu

uggugaugg

<2107 279
2L 73

<2127 RNA
ARV

<4007 279
SEUCCCUICR ACUUUAACAl SRAagUECHll UCUgUgacUll tasaaguaag ugeudccaug

uuluaguage agl

280

25 RNA

I
<400 280

ceuulgeulu ‘aacauggggg uaccugeugy, gugadacasa agliaagugey uceauguiue

agugEass

2105 281
211> 68
<2127 RNA
213> A

CAD0> 281
couctacuul agcauggagg cacuugelgu: gacaugacas aaguadgugc. puccauguuu

gagugugg
<2105 282
211y 82
<212 RNA
2135 A

<4007 282
gellucgedce -ccugegectl cuctucecgg lculcecgg. aglicgggaaa ageuggguilg

agagggegaa agaggaugag gu

213 A

4003283
uuggeeuccl adageeaggga NUgUggRuUe gagucecace cgggguanag daaggecga

116

63

&6

60
69

60
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[0042]

<2105 284
<211> 86

<2123 RNA
@13 BA

<400> 284

uigguacuug

<2107 285
211 83
<212 RNA
213 WA

<AD0F 285
cugacuauge

aggugcugcl gggggulgua

<2103 286
<2115 98
<212> RNA
213 A

<4007 286
alacagugeu

aggdccgccy
<210> 287
<2117 95
€212> RNA
<2130 HA

<400> 287
cicaucugus

cucugggece

<210 288

<2112 75

<212+ RNA
@13 A

<400 288
uggagugegs

coctiisegc

<2100 289
<11 94

<2125 RNA
o135 A

<4002 289
cuuuggegal

a4gCHCacgse

€107 290
<211 94
<212 RNA
213 FA

<400> 290

gagagaggug

gglucgacele uuugeagual

cuccecgeau

ugguueccuag

uguugggeug

uuccuccage

gggcaggage

ceoug

gacugecucu

cugcagagag

guCegUEgey

cuaaue

ceLctaggge

gue

naggugueca

CACUgUECUa

£2aggeagger

cecgaggegsg

ggcucagggd

cugggecugn

geageogetcu

gaguuugguu uuguuugggu. ulguucuagg

Cguucgelul auutauggey cacanuacac

atligguguaa ageliggagac Ceacugcece

guAAgUEUUY gligacanaall Luguiluauug

ggeucugg

cuutgugaag: gCgggugEug cucagalcge

autce

gaadgligcall acagicecug gocelciiclig

gucuuaggell cugcaagauc. agecgageaa

fegotels

uatiggliceea gggaucecag alicaaaceag

117

60

86

60
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60
98

60
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[0043]

geeccuggge euaillecuaga

<2105 291
<9110 94
$2195 RNA
213 A

<4007 291
uguuiigage ggggaucang

auugeuccug accuccucue

<2105 292
<211 93

€212 RNA
2L B A

<A00> 292
guaglucagua guugegRggeu

cuccuauaug -augecuuuct

<2105 293

201> 67

<212 RNA

213 HA

<400> 293

ugueLaacaa uauceuggug

uilgaaga

<2105 294
<2115 94
<2125 ]
L3

¥

<400 294
cggggegeee geucuceeug

HLZALREARE CRRELCCURE

{4007 295
vdguaceugg -ugugauuaila

gucucaglla Culuauagte

<2107 296

21199

<2127 RNA

<2133 A

<4003 296

gaaacugege Ucaaggugag

dcucacacag aaaucgeate

<210 297
<211 98

<2125 RNA
<2135 BA

<4007 297
acceasaces uaggueugeu

accaaccuaa

agcaauascg

auyugeuaud

gggaacggeu

vecadceeccul

cugagugaug

ueciiceaggn

ceeagugiel

adgeaaugag

allaceuggua

gggugcuaue

cgucaceulg

gacccwagy

geue

agaagugulll. gucayaasce guluUcaul

uuca

ugauacagga guugaugtas agulauccag

caa

aeucaggcga. ciceageale agugauuuug

gelcaggligu. gecugecugy gagegecuecg

gERC

acugadugUue AUAUEUCEUU UglUgERauce

ucuua

tgugallilgag ggacaliggutl aaliggaaiug

geelacua

CcedgEEtueY UgaURECURE UgggcLeURs
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60
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[0044]

a:_cga_g_g;g_-gl‘le

£210> 298
<2115 86

<400 298
guecugueuge

agougeeugs

0> 299

> 68
2125 RNA
A

5 299
ceangacugy

ggugatgy

<4007 300
“Aanaggugga

[feqbsibieg

210> 301
<211 70

212> RNA
<213y BA

LADG 301
uligaaggeng

CUUUUCUCag

302
575
RYA
BA

{400 302
aghacagagaa

gaaceuggue

12195 RYA
213> A

<4007 303
gUEgEECCH

SUGHIHE
<210

Q1> 67
<2

400> 304

uggaggeeug gguuugaatia ucgacage

cegraugeeu. gecueleug Ugctcugang gaggeagpgs cugggreuge

geagagegge ucclige

‘Ugcuaataug cdaacucgull gaatatiadall. uggaauugca: cuunagcaaiy

AUCEACLEUE UHaUdUBCge “tidauugdacy LCgadudaus, Calgguugall

geoeagglican. guctieugeag tudcaeagel gacgagugee Ugeuggggug

ugucy

agcugugegy gracuuicug cuclicuggug. adagugerge caucuuntgsa

119
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gifgggeclica -aatigiggage acualiiclga Uguceaaguy gagaglugeug cgacauinga

gLgHeac

5 305
2117 69

2219 RNA
213y AA

L4005 305
gggatacuca

gggugiece

‘13x.§£4&
<4007 306

vacaucggeo

AUGEUCUgIg

auggagcugﬁ

aagugeugeg.

[0045]

o130 ﬁ“')\

£406> 308
gealcececus

gecgeeautu

‘cgﬁggagcuc

aagigeulicg

<2125 RNA
v)13\ ;’gﬂ}\

<400> 310
ugagguagua

<m, é‘ﬂj\

<4603 311
ugAg

guagua

aanuggrgec

avtauaatac

Ha

UEACCEUgUE

acattugage

agecugligge

uuugagugul

avpuuggggu

ggutguaitag

ggliugugues

gounCeUUl UHgHCUgUaT: gEgaagULCc: tuegauiug

aaccugataa gugluallage aclitaticags vigiauugua

ggeecugaaall guggaggass. lauucugalg: uecaagugga

gucaccgguy aegeccalan ¢a

acucaaaclig ugggegeacy Uucligeueuc: iggligaaagl

accgeuugag aagacucaar: ¢

dcucanmdlg gREgeEcuUl seluluuuguer gulacuges

gluccelgiuyl gagliaggeed e

utt

8198
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[0046]

<2103 312
<211 22
212> RNA

<213 Bk

<4003 312

ugagguagua gguuguaugg  uu

210> 313
<1 21

4212> RNA
X213y B A

<4003 313
dgageiagua gguugeduag u

<0314
2110 21

<2125 RNA
O A

<4005 314
ugagguagga gguuguaiag i

<210 315
@11 22
212> RNA
213 BA

<400 315
ugagguagua: gauuguauag ‘uu

210> 316
211%.21
<2125 RNA

42135 gA

<400> 316

Ugagguagua guuuguacag U

<210+ 317

211> 19

£212% RNA
<213y A

<400 317

ugagguagia. guuugugel

<2107 318
<2115 .21

<2125 RNA
@2 g/A
<4005 318
Uggaalguaa. dgaaglag a

2105319
211> 21
212> RNA

<4007 319
tggangacus \gugauiuugy. o

<2103 320

£ZELv 28

121
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21
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[0047]

32
€211 22
RN

212> RNA

L2183y BA

<4007 320
deuutggiia- ucuagetgua uga

210> 321
211> 21
<2125 RYA
213 HA

<400, 321

uaaagclag taaccgaaag u

<2107 322

400> 322
yacceugiag alnncgaaliil -glig

<210% 323
<211 22
£212> RNA
Gk RPN

<400 323
uaeccuguag aaccgaauut gu

C210x 324

211> 22

$212> RNA
C213 N

400> 324

lageageaca uaaugglulg ug

&210>

<212 RNA
218> HA

400325

uageageaca ucaugguuua. ¢a

2102326
<2113 22

212> RNA

213 BA
<400 326

uagcageacg Uaaauaulgg cg

Q10> 327
211024

<2123 RNA
<3130 A A

400> 327
cadagugeul -acagugeagg uagu

<2105 378
<2132
<2125 RYA

15 T

£400> 328

122
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[0048]

deugeaguga aggracuugu

<210% 329
211> 22
<212> RNA
<2137 HA

<4007 329
uaaggugeall cuagugeaga

<¢10> 330

'<21?\ %ﬂi

400> 330
ugugramauc yaugcasaas

<°10> 331

<°13\ %g}\

<460> 331
ughgcaaatic caugeaaaac

oL 552
<2117 22

<2123 RNA
{218y BA

<400 332
lagagugeul auagugeagg

210> 333
<211 22
<212 RVA
S fg

400> 333
gageuuauca. gacugauguu

210> 334
L2111 22

L2120 RNA
218 BA

K400 334

aagéugecayg Uugadgaacu

42105 335
<211 21

212> RVA
SEARSE

<460> 335
AUCECAUIEE CAZIgAUILE

<2105 336
211> 23

212> RVA
213 BA

<400 336
aucacaulge cagggauuag

L2187 337

ua

uga

uga

ua

ga

gu

cac
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[0049]

1t 82
212> RNA
L2135 A

€400 337

Uggeucaguu ‘cageaggaac

£210> 338
211592

4212 RNA
{213y BA
L4003 338

cauugecacuu. gueucggucu

.
339
:

22

<400 339
uucaagiaal ccaggauage

<2107 340
21121

{2125 RNA
213 wA

<4002 340

utcaaguaall ucaggalagg

210> 341
L2111y 22
<2125 RNA
2135 HA

<400> 341
ulicacagugg claaguucey

<2105 342

211y 20

<2125 RNA

€213 A

<AD0Y 342

uucacaguegg cuaaguucug

343
22

13> WA

<400 343
anggagclicd Cagucuauug

<2107 244
211522
<2127 RNA
213> BA

<400> 344
cuageaccay tligaaancgg

210> 345
211> 20
<212 RNA
<213 HA

ag:

£4d

€C

ag

{1

124
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22

20
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[0050]

<400 345

UEgCAtCAUl UFaaauCagH

<2107 346

£211222

<2127 RNA
218 HA
<4007 346
uagecaccauu ugaaaucggl

<2103 347
211> 23

<2122 RNA

2180 HA

4GOS 347
ugiagacaue cucgacugga

210> 348
211> 22

212> RNA
<2135 A

400> 348
cuuucagueg gauguuugea

<2102 349
€211x 21
<212> RNA

213> HA

<4007 349

Ugugaacauc cuacacucag

<2100 350
211> 23

<2127 RNA
2135 B A

400> 350

wgudadeale cuacacuede

22105351
<211y 22
€212 RNA
o1 A

<400 351

uglaaacalic. ¢eegacugga

1o 352
2115720
<212> RNA
Q13 B

<400 352
uglaagacaue cuugacugga

<2100 353
311> 21
<2127 RNA
<213 A

<4005 352

ggcaagauge uggcauageu

ua

age

gc

4g8e

ag

125

22

22
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20

21
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[0051]

210> 354
<211 21

L3y BA
<4003 354

uauugeacau uacuaaguug ¢

€210 355
L2117 19

<2123
<2137

RNA
A

<400 355
‘gugcauygua. guugcaug

212> RNA&
€213 HA

<4007 356
Uggeagugle uuagcugguy. gu

<2107 357
11> 22

<2127 RNA
€213 A

<400 3BT
aggeagugue ‘auuageugan ug

<210> 358
il 22

<2125 RNA
<213 A

<4003 358
aggeagugla guuagecugai ug

<216> 35
<11y 22
€212 RNA
L2135 A

<400 359
ualijgeacuu gucceggec. git

210> 360
11 92
2127 RNA

<400 360
aaagugeligll ucgugcaggl. ag

<2107 261
11> 22

<2127 RNA
2135 A

<400 361
utcascgery -auntauugag ca

126
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[0052]

400362

uuggcacua

€2107 363

<2113 22
<2123 RNA
<2130 A

<4007 363

210> 364

<211 22

<9195 RNA
GARTE

<400> 364
Aacceguags

<2107 365
21192
<212 RNA
<313 HA

<400> 365
caeccguaga

<210> 366
211> 22
212> RNA

£4007 366

uacaguactg

<2105 367
211F22

<2125 RNA
2135 #A

400> 367

Hacaguacug

<210 368

21123
o125 RNA
213> A

<4003 368

agecageauug

210> 369
211> 20

2125 RNA
213 A

400> 369
ucaaaugeuc

<216> 370
211> %

212> RNA
G A

<400> 370
aaaagugcull. acagugeagg uage

geacaunuuul ge

aguuguauug uu

tcogalcuug ug

accgacculg

€
0

ugataaclga ag

uganaaciigs ag

lUacagggeua uga

agacuceugu

127

22

22

22
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[0053]

L2105.371
211321
212> RNA
L2135 FA

<400> 371
Uaadgugeug ‘acagugeaga u

210> 372

{A00> 372
ageagealug acageggeia lica

2105 373
<2117 23

<2125 RNA
213 B A
400> 373

uggagugliga caplggligly ugl

210> 374
11> 22

212> RNA
213y A

400> 374
uygaggeacg cggugasuge ca

£210% 375

<211 23
212> RNA
U3y A

<4002 375
ueceugagac ceunuaacey gug

<210 376

<211y 22
<2125 RNA
<2182 B A

<4007 376

ucceugagae ccuaacuugl. ga

L9105 377
211> 21

2512 RNA
218> BA

<4007 377
catgativacl Ulugglacge. g

<2105 378
<211 21

$212> RNA
<2130 B A

<400> 378

ugguaccgug aguaguaailg ¢

K210 379

L2122

£2127 RNA

128
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[0054]

€203 HA

L4007 379
ugggaliecgl cugageuugy

£400 380

£400> 381
ucacagugad CeLggucucu

<400 382
CUBUHUZCES UCHEEECHUE

AN

<4007 383

cagligeaaug uuaaaaggee

<400 384
cagugeaaug augaaaggage

<4007 385

gaacagiicua cagecauggu

7 386

<400’ 386

UUgEUCECEl Ucaaccage

400> 387
UUERUCCECU UcaEccageu

ceggucucul.

¢

L

R

au

€8

g

&
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[0055]

4212> RNA
X213y B A

<2105 388
211> 21
<212> RNA

218> Bk

400> 388

lgugaciggn

<4003 389

Ualggetuit

<210> 390
@11 22
<2125 RNA

gaceagagg ¢

Cuauuccuaug ugd

O A

<4005 350
uauggelii

<2107 391
211> 23
<212 RNA
L203BA

<400+ 391
acuceauuug

210> 392
211722
<2127 RNA

<400> 392

yauugeudaa

L2105 393

Q1> 17

£212% RNA
<213y BN

<4005 393

agcuggugut

<2107 394
L2112 18

<212 RNA
213 HA

<4003 394
ucuacaguge

<210>-395
@11y 21
o125 RNA

cAuUCCUAlE g

utuugaugat. gga

QU2 FH A

gaauacgegll. ag

acgugucl

213> FA

£400>-395
agligguuiua

<2107 396

L2110 21

cesualggua g

130
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[0056]

€212> RYA
K213y A

<400 396

‘aacacugiucu ggliagagaug

210> 397
211> 23

212> RVA
@1ar BA

400> 397

HguAggUd ecitacttiiian

£400> 398

cauaaagiag aaagcacuae

210> 399
<211y 22

212> RNA
SAREE TN

<400 399
ugagaugaag. cacuguageu

<2103 400
211222

£212> RNA
<19 BA

<4007 400
uacaguanag -augauguacu

€210 401
<211 24
<2127 RVA
<o13> A A

400> 401
glccaguuul cceaggaaue

<210 402
<2113 22

<2125 RNA
B19 A

400> 402

lgagagacliga alulccaugss

210> 103
21120

212> RYA
2137 HA

<4007 403
gligugiggaa ‘augculicuge

<3105 404
o1l 92
<2125 RVA
215 FA

<4007 404

g

g8n

ca

ag

ceuu

uu

131
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[0057]

lgagugeacu

<210y 405
<2117 22
212> RNA
<319 Bk

<4007 405

ucagugeatc

<¢10> 406

'<21?\ %ﬂ}

400> 406
ucuggeuecg

G15 B

£400> 407
ucucceante

<910> 108

<400 408
acuagacuga

<2105 409
211y 21
<212 RVA
EB1as i@

<4007 409
aecagugeaug

<2107 410
€211> 20

<2127 RVA
215 A

<400> 410

uugcauagic

2103 411
211> 22
¢212> RVA
213 A

<4002 411
uagguuanet

2107412
211 92

<2123 RYA
213 BA

<400 412
aavcauacac

2107 413

acagaacuuun gu

acagaacuull gu

ggucuucaci. ce

cuuguaccag ug

ggcuccuga gg

ACAZAACUUE g

acaaaaguga

guguugreul €g

gguugaceu Lt

132

£
55

)
o

3
[N

21



CN 105907842 A

F 5l &

58/68 1t

[0058]

SOARES 8
212> RNA

<4005 413

Uuaaugeuas ucguganagg

210> 414
Q2112 23

<212 RNA
213 BA

L4007 414
aacauucane geugucggug

415.

400> 415
aacaulcaut -gcugucggug

{2105 416
2115922
(212> RNA
208 A

<4007 416
aacautcaac cugueggiga

<2105 417
L2111y 22

<2125 RNA
2135 HA

A0 417
uuuggeaaug guagaacuca

<2105 418
211 21
<2125 KNA
€213 A

<4007 418
ugguucuaga cuugecaact

5419

13> WA

400> 419
Laugecacuy guagaguica

<2107 420
2115 2
<2127 RNA
213> BA

<400> 420
lggneggaga: acligaluaagg

Q10> 491
211 18
<212> RNA
@213 HA

2328

agu

géun

gu

ca

cug

gil
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[0059]

<400 421
Uggtgagaad ggcaguue

<2105 422
<2115 23

<2125 RNA
213 BA

<400> 422
‘caasagdatle uccuutuggg

€O10> 493
2115 21

<2127 RNA
<2135 A

<400> 423
licguglictitlg ugtugeaged

<F10> 424

<400y 424
calcecllge augguggags

10> 425

211s 23
12> RNA

A

£400> 425
gugccuacug ageugausue

<2105 426
211> 22

£212+ RNA
AR

400> 426

Ugataugiuu gatlauauuag

4210 427
Q11> 22

<2125 RNA
o1 A

<4000 427
caacggaauc tcaaaggeag

Q10> 428
@11 21

<2125 RNA
@213 BA

<400> 428
clugaccilalg gatiugacage

<2105 429
211> 21
<212 RNA
13> WA

LAQOS 429
aactiggooud canaguccea

cuu

gt

agu

gu

cu

8
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[0060]

€210
X
<212>

210> 430
K211 22

<2127 RNA
213y TA

<4007 430

Ugliagcagea -acuccaugiyg ga

3 431
x

RNA
HA

<400 431
uageageaca: gagauailgg ¢

<213

<2107 Az
<241 )
<212> RN

212> RNA
213> FA

<400 432
tagguaguul cauguuguug g

<2107 433
€115 21

<2127 RNA
€213 A
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