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HEHRZERIERET

[0001]  FFIE

[0002] A H IG5 F#E RN TFH R — &R A% T PR RN
200157WOSEQ. txt, BIEE T 20135910 H1 H , K/ANA K ZI556KBII S K % H 48 ) 75
R BIE 5 HUA L AN F 457,

% A<

[0003] ko S e 451 S At ol 2 ) A AR ER B2 44 (AR) FH T 400 ) 4 A o ) A 8 2= S A 7K P )
B VMG, X LA A WAL S AT 160 ST R A1 i Aee 40 A A B BB ) 7 v i &
Al LA T

[0004] 43 HA 7Y =

[0005]  MfEIE 324K (AR) JE& T A% 32 A8 88 2 ik I Hoadad 456 48 Holsa B AR M B0 , X Le e 44
SEMERER S 2 EHEDHT L4 M P 5 A B TOAR o, HESCR S2 AR 2 4k, R4 e iz
‘B 45 A DNAFEAE A S DR i AR AE i, AR 22 P i LRI (K0 3R 38 , 89 01 270 e S PR 0
(PSA) AITMPRSS2 .KnudsenZs: A (Trends Endocrinol Metab ({422 58 RAC A E))
21:315-24,2010) BennettZs A\ (Int J Biochem Cell Biol. (Wb 540 oA M H b
k) 42:813-827,201) .

[0006]  HEBER SZAK (AR) 15 5 % ‘T2 W0 21 It 40 Mo 1) D B A7V i 12, I ELIE SR I T I
(ADT) LR “Hh 22 22 3877) 2 — Plooh 43 22 Uk I 2= MO ME i 27 s 1) — 2R 9 T RN 5 1%
MY /D IR ) B 2 KT I EL R PR ARYE Tk o R K0 43 28 3 B DR ADT I B, {EL A& K
ZHRG A KRN EF U ARG OU T A SR 25 A0, 5 T 3 i o St A
FR B RERE RN 2 AP FT Z R (CRPC) o fF1E 2 Pl 5|8 %5 (castrate,castration) $T
PERY R R L], B HEARTE F1 0 3R R 3N GZAREE 1 0] DA AT 15 40 g X {16 7K P 1 A8 25 B
JE) , ARRAE (3K 6 5 A7 W] DA AR e S W0S B A ARG 5 AR BC AR 500 AR T A8 BT 42 3K
(1) HH B, 3 e A AR B 422Uk = B AR 25 A 45 3k, V8 It AEU ] AR AR F DA 33 ivyed 7
AAEAEBCAR RGO T A4 o a0, 1 B ogg ik n] LA A s B B SR, Rt 3 T £t
WOEARE FI I J53 3098 1 S2 R 7K

[0007]  HEBE 24K (AR) 15 5 5 T2 W0 21 I 40 Mo 1) O B A7V i 12, I FLESER RSB T4
(ADT) T+ ST =) 1S e 00 AR A e 140 38 T 5 192 32 VR 7 o U K 40 A e vy
ADTHR B, {H A2 K 22 B0 B 48 R R 22 B30T, AEBEAE UL R, AN 2R 25 340K , 1% 7%
AT R o IE D S B I R RR O 2 BT PE AT P IR 98 (CRPC) (Karantos% A, Oncogene
advance online (5@ LRI BERAELL)) 1 1-13,2013) AFFEZ P 5| L H IR R ERIHL
il A FEARER A 1 RIS I N, 1ZARER ) AT DAATAS 40 M I AT B RS ER BUK (Gregory S5 N,
Cancer Res ({JBIEWFF)) 61:2892-2898,2001;Linja%s A , CEIEHF 4L )61 :3550-3555,
2001) , ARTEAL , 3X L G AR A] DA g A8 5 S5 006 BT A5 ARKS B AR R B AR U3¢ (Scher SN, T
Clin Oncol (I PR IR 2% 24 75 )) 23:8253-8261,2005) LA M2 ARF A A8 BT I 20 HE B, 3 6
A AR BT 3B = O AR 45 A 5 R, RV 01 (B W] GRS AR FH AT 33 8 6 AN 4776 e A )
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BT AR (YingmingZE A, GEIEMFFLN73:483-489,2013) o 4k, BT 51 Jij fiJ8g 38 7] LA
AR A B RERCE B I Inm] HE0E ARAE I 5008 I 2 B ZK P (Attard%E A, Cancer
Cell ((JBHHMLY) 16:458-462,2009) .

[0008] ki E S AR AE 2 Fv b Ml 21 i o 75 HoA Vi PR IR S5 S8 L 2 B R T I 24 7 R A
T 22 1) 0 ) A B 25 RO AR 1 7 A B DB A A X AR TR FH o 3 2 39 114 24 7R 4 2 BRI L
B, HAR L T-a— 3840 B/ 17, 20~ 2Ll (CYPLT) W&, AT SIS F b B A7 1T 270 e ek g
H 5 1A R R iR ZE 82D deBono S8 A (N Engl ] Med (G edg =R 220 ) 364 :
1995-2006,2011) , A JL B & ik (enzalutamide) , HfH 1L HEBCR LA LS & AR B AL 2 41
MAZ FE 454 22DNA (Scher N, (T A% 22 R 24 Z2 0367 : 1187-1197,2012) o 2 Pl HoAth 3
B A RG] 77 B 2 52 AR BEL T R b T I PR T B PR B 2 T I H B R B I ARNS 09
0DM201.TOK001 . VT464.

[0009] V& 25 57) ({1 T S 2 5 Jla AT L Hir ) 7ECRPCHR VG PR 2 AR 2 NBBE I . (H 2 R
T IFAAETA B RN AR I B AR S o L2 B AR B BOE KRR 7 AN
FUMEADE (YingmingZE A, Cancer Res ((RESEMFFT)) 73:483-489,2013) . A, 1T % 5
YR I7 CRPCIF B AR 7, I HLAF A2 mT DARR 2 A1/ se il BT A T2 s AR (L4545, B AR 2
RAZ BT RATARAR) VS PRI B L AFAERF 4275 5K o

[0010] AR EHFRME T RO, R H A vH FIE 7 20 (55 ARRNASEFR 3 AT Bl e 6f
JF Hi#idRNase HA-FHBEIR , 1ZRNase HiE— PRl TRDNA/RNAXUEE {4 H (R RNA K ) 1X L fz
NEZIR S A6 Z U AR H I B 5) AR mRNAMIE 2 X 35, 1% U Z IR TG 51 i
FE R (KRR I AR I ) 0 MR S2 AR S A R 3 F HL R ok iE TR 7 A
CRPCIF) i3 o

[0011] B HiI 1 i < A, ARFE FLA Jieg (48] 4 37l i) ) 3 o vp A i — IR &R o AE
FURRIE  , AR R IA T 70 % -80 % (1) Bl Jg v , 1% 5 g 0 A2 ERFH R 1T , F HAE12% 15 00 T, 4%
RN =THIER) CAFRIAER.PRFIHER2) (HickeyZE A ,Molecular Endocrinology K7+ 7
W) 26:1252-1267,2012) oAElIm PRATHFFH , MEBCER S2ARTE U EL S i A8 3L e 40 Y
75 AR AN IS N2 I HLIXE L 0 NP1 3K /mTORII il 77145 LA 358 (Ni%F A, Cancer Cell
CRBAARY) 20:119-131,2011) o EE2ARIUMER 2 ARG FAEER+/ AR+ LI 40 b 4| — &R
S2P (DHT) A5 3558 FF HLAE A P W AR B AR 2R mp 7 400 1 Bl 2 e 1) 2L e ekl A K T Tl
5= RAE RIS % (Cochrane® A, Cancer Res ((ERERFFT)Y) 72 (2438 F)) : P2-14-02,
2012) o B2 e i AEHER 2+ 1 = BF P 2L e 40 B o 00t 30998 o A e A E S 2R A P s 2> (491
W, K HAME B 2R RIFEAAEAEER) IO, ARZKSF 38 n 91 B n] LAAR 15 8508 - X 3R B, ARF
TR L e AR = B MBS R M AR IR B b (HickeyZE A ,Molecular
Endocrinology ({7 F P4 IA%)) 26:1252-1267,2012) o ARBE )97 32 B A 78 L IR e PR IR
IS A9 2 T (NCT00468715 . NCTO1597193 .NCT01381874 .NCT00755886) .

[0012]  ARICHHRIE T 2 Pl AR, AR AR T BB SRS B VLA B o I PR A 2L
5 S a0 AE LR w2 4 28 240 e 164 B A7 3 1) SIS A €8, R) T BEL D X 6 g o R ARTT DAL
BT IR R 25 4L (ChangZE A ,Oncogene advance online (§ 5L K3 EAELLY) 1 1-10),
2013) .

[0013] R H A
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[0014] £ b4 (5 F) 2 S it 5 K FH T 4100 o) 4 B v 1 BB 2R 32 AR /KT AL A P A2
WO TN, » 1% B A A W AN 2H A Pt -T- Y6 97 e i AR ot g 4 B 3G S B AR K i 5 v 5 ml DA &2
A R 1w o) e 7L | B0 S B e BB I B0 40 i

[0015]  PEZH i Bl

[0016]  NEEAE , BT IA I — i B LA K BA T B0 T 48 08 IA 5 =2 s 8 PR 1) 3 HLAR AR MR 1Y I
HAPR G Fr 2RI AR B o AR I, B3R A8 6 20, B AR S A B U RH & an /e stk B fd H
AR R AN UL, B A A E SR CR/BC . AN, ARE “4E (including) ” BA R HABIE 20 (41
Wi, “B4% (includes) ” A “B 055 (included) ™) BIAE A A2 ARFR H1E R« [FIAE , B3R 53 41 11
Y B ARG “ B ER” B 7 ik S A A 1 S E 2 4y DL S R A A
IR NIEE G o

[0017]  FELGAF FHI /N AR B RN T 23 B 1 BLAS BT R R i B fi R () 32 8
FEA G o 5] I B SCRRECCIR 38 2 (BFEEA IR T LR B R g SCEE 4 & S0
T 51 FHUAAE B2 5 SCRR I 43 LA B DA A3 N 2R T r IS 2 ML 45 5

[0018] ,—T’EX

[0019]  BRARRMUE T HAk e L, 75 W5 0 L REIR 1 o I AL 2% L A A Bk 52 DL S R 2 f
WAk 2 45 G 8 P AR TE DA B LR e A A A A0 o 88 i 9 L3 i FH ) IR 28 o o] LUK bR
HEFAR H TS A 0 i o FE SRV IS DL T, BT B8] HE S & R H G LR Ak
AN FEY AR P () B R A ERA(E B A0 (NCBI) ) ] 3R 15 ¥ GENBANK S 5% 5 FIAH 5
()7 FAE B LA S H A B 2 78 1 ) 48 8 i i A 1) AR 254 e 3 51 FH DAAE I 3 1 1 SR 1 358
a3 VA S PA AT N R4 A

[0020]  BRAESAMEH, LN REHALLT & X

[0021]  “2" -O-F & JE 2L (JFFR2 -MOEFN2’ —0 (CHz) 2~0CHs) A& Fi5 K 1 (451 41 , WK R 58 )
(12" 1Ak F0-FF 48 - 2 3848 i . 27 —0—FF 43 2 FEAB AT KM A2 — PP AR 1)

[0022]  “2" -MOEAZ Y (JR#R2 —0-F & L ZH) BIREHE—2 -MOEABURRIBEA 7 1
AR

[0023] 2" —HUARMAZ B8 LW R IR 27 — A7 b G — AN B HEROHA ) B A L (1) 7%
o AE R e vh , 27 BRI AZ B B4 B A BT

[0024]  “3* ERA7 7 TR SR E R UL G IR B v TR AN R AL BRI L IR
[0025] 5" EEf7 A7 2 FR SR R AL G IR BeD s R AN SR AL BRI X 1 IR
[0026]  “5-FR L g™ B FR I L 25T AL 10 FR JEAS AT 1 i ik g o 5 FR Jk s e & — e
EHA

[0027]  “497 BARAERAGR) £7% I B T, W1 SR8 I IX LAk A W RS M T R S AR T & D
2970 % FIH” , WIS i R 32 AR KT AE63 % 577 %6 15 R P A4 i o

[0028]  “45 77 B “UAZ7 RAR 1A 2R E GIAAE ISR UL R ARG A 58 L TUH D BRI
@A LME 25 T A i — A LW AFEA R T B o4 7, Bl 52 T 5 ik A BN
PR S B

(00291 AHXT T L B FL M 4 M, R I 52 A4 FH MR S 18 308 IR 28 S A4 1) LR A B
FLARRE AT .

[0030]  “Eh#” 4R NBEAE AN B, AR EARIR T, /N R R B 0 i B DA AR AR K

5
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K (OFEHEAR TR EEE) .

[0031]  “HLEEEER A" 246 1 v MERCER B R i 70 BURE 3 2R 52 A4 BEL T 77 1K1V 97 A& B
LU

[0032]  “fx XiE M AR AT H A TR AL G Y5 FLERRZ IR 2% A8 I AR AT ] I B T I = v
TR AERLLE ST A5, 5 S T A SEAZ PR B FH X A 1 SEAZ IR G S 1) £ 1 [ B BURIE I R % o

[0033]  “IRMALEY Bigge s A S M SRR R TN FERNED  x SUE
i) <2 4 E 465 B B MOSUREAL A, 1911 Jse S5 A% H R « siRNA L shRNA | ssRNARA B2 T 5 5 (1)
(occupancy-based) tL &7

[0034]  “J HH]” BAe SAEAFEAE R A RE LT B EEZ IR K AHLE  FEEE 5%
B IR TANRZ R XA AP O0 T R IR KPR 9D o

[0035]  “Fe AL S ¥ SAb B W5 B IR 2R A8 W T RS AL, e rp R A8 &5 SR B A F =2
ERFREE AR B PR 5 FERE T A9 e S B B R A LS 1 42 Ak

[0036]  “J¢ IFIZH R B4R RA — A SUVF 5 AR R 1 A B X I3 ER (X B 2 A 1 A% i e
IR B H R -

[0037] Tl FL AN A& 48 e ST A% R ) AZ Dl 5 B A 1 v 110 0o 2 A T A s i il 2 P
X (B, Z%48) B8 77, FF HLEH 6T B2 R B2 < [R) (R VR #% - e 2 o, (Watson—Crick) « #H HriH
(Hoogsteen) BY ¢ [l EHEF A 2 & 5

[0038]  “EAMEES AT mARAHE— AR TITE B AB U I HE S 4 (B AR EAS R T K R A
5 ZAR T IO AR ERAZA R T IO AN SR I N AT BB8 B8, AT 7 A XA
G AR TSR, ZA R TIR I S B AR LS P L 14 R TR R R I R R AR5
6 PSS, IR R IR R R 1 27 B T4 Tk

[0039] 3 e E0, 5 7 HRARE A8 & I KT LNARR 58 SO D A BTN LNA, Ho oAz s W 1 2 34 B
TER R4 R E A, I N 5 0 (47 —CHa—0-27) M, AT R — 3R B 36
G o UM ] LA — N IERE2 R A4 ik i - 1 S0 R R (—CHe-) B 1, B0k HAT R 1E I
FRRL S AL (47 —CHo—0-2 ) LNAG b4k, 721 3R 43 A5 e for B rp B — AN 2 e I (]
IS0 R S A AR E I 2,3 583 (47 —CHaCH2—0-2" ) LNA a1 - 1 R4 (4 —CHe-0-2") (—
I S (4 —CHo—0-2" ) LNASRAEMA) 4B 5 AELNARKT 58 A, IAE GBI il

[0040]  “fF—F£544)7 B “KimlE 3 27 B O 285 N E R AT —RKim AL i1k
B

[0041]  “F=HAGPERT RIS (castrate—resistant prostate cancer)” By “Z# I w71
iJE (castration-resistant prostate cancer)” FIR{ 1) e 40 o 2 18 5l Z1) e A ET 51 i
i 210 IR B8 2 R S T VA B R R ) U PRI

[0042]  “CEt”BL “S2 W LA BAREHE — MG A2 BRI IS4, Horp
AL R4 -CH (CHy) —0-2 &

[0043]  “ZLAR LT UPFRCEUIZH) BfaafE— 54 —CH (CHs) —0-2 Hriy 3
PE A AL

[0044]  “fk2Z2 EAEIA X3 (chemically distinct region)” j& 48 s XA AW — AN X
80, H DL — 277 sUAEA 22 AR T A — I U AE PR 55— X8 a0, — N B2 -0-F4A
BRI XA EART—MARA2 -0-F &5 A 2 5 BRI X 45

6
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[0045]  “Ex &R AEY” iR B A 2020 EAFE X R U &Y, AL E
HHA 2N ERAL

[0046]  “HAMAE" BARHE — %R -5 5 IR BRI AR A < [A) EAT BT () R

[0047]  “f04E (comprise)” . “BL4E (comprises)” Fl “BFE (comprising) ” M 24 fd NS 7~
AFE— DR PP R E R A D BRBE R A (B AR AT HoAh — AN D R B R B
AP IRECERA.

[0048]  “VELRAZIMIL” AR UL B AR AL T o

[0049]  “Mi sz M IZ B IR SRR R 212 A BA — N AR H R . 7] LA H
% PR B AR AAT BRAR A i i SR R A% R

[0050]  “Vit” B “Bk ik it N AR it SPrA IR o i RS S R G .
[0051] Ry B A ol M AL BRI 37 S B C— R ¥ AH XS 77 1A

[0052] PR mAR AR A BRI AR BE

[0053] ST FLMRSEE AL A M , “BECE 3244 (BR) BRI & e R IAMERR =24k (ER) I HL
e B L M e 40 e

[0054] ST FLNRRE B AL 4 M, “BESCE 324K (BR) BT SR S8 A RIBME R 3244 (ER) 1
FL I B N 20 A

[0055]  “SRIK” RIBAT A LhRe , s BUFT R DhRe , ZE R ) g it 5 B 3% Ak e AE 4l e Hh A7 AE i
ITHIEE M  IL RS M AFR R T 5 B 24

[0056]  “SE4x T 4N B “100% FLAN B4R 58 — R BRI BRI AR B AL 7E 55 — A% h AR AT T AR
B o AE FE LS9 T L S — A R A O A ) ITF HAEAZTR A2 5 %R

[0057]  “GR 14k (gapmer) ” BRI & R XALEW), 1EZAE W B A Z A FFRNase H
DIEN A2 1 A B X sk 2 A AR B AT — DB A E B A I8 ], i iR A 5 i
B X S A AR 5 B AR T AR X B A0 X I 2 A% 1 BIOX S A% 8 1% A B X AT DA
FRAE “BR 1 (gap) ” FF HIXLLHMER X 35 A] DLPEARAE “BL (wing) 7.

[0058] ¢ T FMm B LIS A, “Her2/neu 14" 248 A K Her 2/neu ) FL M Hw B 7L A
4.

[0059]  “ZRA” AR TLAMEIR 7 (VIR K o AL LL S, BLAMZ IR AR E AR T,
R A RIZER SEAR o 2 FE LSS, BAMZ IR 5 F AR EAR T, Kk CFEZ TR A%
PR LR .

[0060]  “S54R” RARAE R BER LA FLAEN NEZK .

[0061]  “AME” AR AR FH TR IT BT A ANBEEAN S .

[0062]  “UFS7 | HHI” L WGRE” TR W WD BT R SR R R R
REZ M ENZESR.

[0063]  “HIfi| IR B PR A& Fi RIL BOE PR B AK B W 9 HoR DR R RIBBOEER 24
TR

[0064]  “RZH[AIIESL R 2 M A 8

[0065]  “TEAHIK)” e X FEAZ A R A& M T AE ML B 8 1) S U IR , B — AN s 4 A4k
AZA IR,

[0066]  “WEHz (1) I S8R 1 T F8 4 B O 1R T 02 2 10 Gt SR A% W LA AT ol A 1 8 110 A% B ok

7
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H (AG.C.TU) 6

[0067]  “SEEdRIZ T Eda I B A e e — i AH AR 1

[0068]  “FEPC” B “HE A AMZIMEL" 248 Y — IR R EA R 5 5 BUEEZ IR I X B
IZIRIE XS A5 1L o

[0069]  “SARMHRY L R IEHL” 246K B R R AR R 3 (R, B B iz (R 80 19
EARBATA A1k

[0070]  “LARIHAZ DI B FERR RIS | s i | S NG04 | I i 135 g BICPR 1% W 47 (1) AE AT A% Tk
F o “REABIHIZINIE” 5 1 VA T L R4 (A) A1 REENS (G) , DL S s i el 56 i iR s e (T)
g (C) AfRmEE (U) .

[0071]  “ZABMRRZ T B I ML B AT AU H B S 2 F1 /B AB R A L 1 1%
[0072] B AZE R AR AL BT SAB MG IR BE R 7 VAR I A% (R e B AR 1
IR ZH TR -

[0073]  “ZEIHMFEZH IR B85 20— DB AZ 5 (R 23 L 2800 15 R /5L
CAB LI I A IR

[0074]  “ZAZURRIFE” 246 2K B R SRBE S 7 B BACAN /BT 224k

[0075]  “BAAA” 245 S BRAT ) S RAR AR R H AR TR 18 2 KRR K A KR B K
ZAH IR -

[0076]  “BLf7” mAR KR AL G B RS AR AZ

[0077]  “RARWEF 4> FFEDNA (27 -H) BLRNA (2”7 -OH) H R ILHIBEHL 7

[0078]  “RARKARIZEREE Bi83" 25 MR IRiEH:.

[0079]  “HEFAMZBREL" 45 AR I A BEEAS DA HoAth )7 203 R A8 1) — A% Bl A
[0080]  “IZIR” s 5 HH AR H R RN 73+ - IR FEHA IR T, X FEAZ IR RNA) | i %4
ZHEZIR (ONA) B IR DL SOSUEERZ IR

[0081]  “RXWdE" SARRENS 5 J1— AR PRI B O 6T 1 2 IR 37

[0082]  “UZWIE B ANMAE” AR LI R 5 O — LW EL A o 40, ZEDNAH, JERIgEne
(A) 5 e (T) FAR o 91 1, ZERNAH , RIS (A) b5 PRIENE (U) b o 7E S L8 St o , T
FMZIIE ST FR BE % 15 L SRAZ IR I AZ IS BEAT TR AT 1) R S A W A A o 49 4, 2R
R SAA PR FEAGT BAL ) 2L BR 8 5 SRR 1 SE N BAR R 2L AT A B A, Wi
T IR -5 124 R 2 7)) S5 A () A B A A AE A R A b A2 TN

[0083] KWL H)” B AR PRAL T AT L TN/ B M A8 T 1) 32 82 A M A () T o
[0084]  “RxH” M IRIESL B HEII LI

[0085]  “UZAFHEI” E4E T AESE RGN — DB b B AL 4 B SO AT ik LA
AN 5 W R T T 2 () IR S 25 4, 491 S L AT N R e L PR PR B L DY SR e L
IRE = IR AU I A% AL, 497 200 = PO W W AR B A7 o A% BR B AU 4 T 7E S R Ak
EYE B AT AL B i R R ) AL 2544, 49 B IR BR B MRS (FH-N (H) —C
(=0) —0-B L Ath AT PR e 422 1M e 2 () W MRS o A P i 5 8 D T8 2 IR AR T E A
WE & A2 B AR~ U b A7 (WK IR BE ) o 75 b4 1 DY St g B PR 7R & 1 A
vt ) AN SE A, JHG H i R AR L [ O 2 e DU L M L B0 R e B 4 BRI A i R
AR R/ BSOAZ A F) e 42 ) (A i, A0 PSS A O W B % 1 (R 42 A, IF HL 4k

8
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AL T 5 P SR 4428

[0086]  “RXTFIR” BAR—PZ T, %A B A I I 4 2% B R 75 [ B IR R A A
[0087]  “HERALEW BIREEN AR A R AW, ZR MRS SRS T E D
— AN XIRAAL

[0088]  “SEAZHF AR H AP E A SR A S Z R

[0089] “HZTI BISEENZ TR A, X L1 o iR % 4R m] DA ISk S i
BABBA B A1

[0090]  “BRAREEERERIE B B iz 8 Z ML R, Hoh B i —le s im it FBR 5 75 B e
AR F 2 — M AS T BRI BRI B & — PP A M M A% )% 8.

[0091]  “FH4” BABZIR IR B2 B i e S (BP, FERI0) M o 78 e se i o), — /N3
a3 e AL PR 1 R 58 2 B 1) 1 S AL M o 75 FE S S 7] o, — AN 43 S AL A I B 2 2L
ENpuNSw 2T E

[0092]  5CTFLAVIE BTG AN , “ZA A 52 4k (PR) FHME” & FE AR IA 2B A2 44 (PR) 1 7L 1R
9o BCFL IR S8 A0 L

[0093] % “X 47 52 CAHA Z D — NP5 45 1 ThEE BORRE 1 SERZ B 1 5 43

[0094]  “BMiiZH IR SRR RIS 212 A B A — MR ENZE TR T UHZ
P EAR I o AR AT B AT AZ A% 1

[0095] B “IX B s SCOMAERZ R P X 330 8/ INBROE 347

[0096]  fIfE RS 0“7 5 SORHBAZ IR P I IR A A

[0097]  “R]fRr ik A7 SR AR AERE RS A R T A BB 251, RO ZEAR g e FvR 7 VYRR
STRE LR  FEAEER RN R A I LS IR 5 4% IR < 18] B 2% 1) B
T2 5 DA 5 5 A5 BB 1) A5ORE 5 [) At A A% 18 e AL L /N RO RL B8 A R T 1 AT S B
TR AR AR N E R AW 5 A P B 28 i 5 N B B AT B R 14k
o

[0098]  “3Zi{#” BARIEPEH TRIT BT ABEEAN S .

[0099]  “Hp[EI{E FH (synergy) " BL “Wip[A] (synergize) ” & #RAL G RN K T-HE A4 73 S
RN A

[0100]  “EEAR” R Fg HL I T A BB & A R

[0101]  “EREE[R” J& FE dnhD ¥R 1K HE R .

[0102]  “Ef[a)” & FR B Ik $RR 5 SEAR IR e MR 2R A8 IR 15 A BRI UL R XU E )
[FIREFE o

[0103]  “HEAZIL” . “HEFRRNA” | “BEFRRNAKG S 40)” DA I “IXBR SEAR H B AR R W 4 I LA &
R A

[0104]  “REARIX I8 SR —FPEL 2 Pl s AL S0 i [ (R BEAZ R IK) — 049

[0105]  “BEARIX B¢ BB R LA W FTEE A B $ERZ R AL T R T 81 57 A7 237 S 4R EE bR
X BRI D A% IR - 37 BEAT 557 R AR BOARIX B33 smZ IR o

[0106]  “YRYTRBAE" A& F AT BRI RE B S Z AH A PR AR AT N BT IR AT NI AL A
BEARTE VRIT” FTIRE » T I AR AR EA PR T, 980> 523038 1 P 1) 98 4l e 2 B 3sk 2D 1%
AN RN KR AN L B o e b BT S BT IR v6 97 3 B G AT T8 i 1 (R R 1 B AR R

9
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N ER MR S, G0AR HE 7 e R A S A B (58 FH IR YE ST AN 2 AE T A A R v T I 52 i3 TR AR
AR 7E L F2 S ) S T hE 1 52 3 B A mT DA e DIy o AE FLRL STt 491 o, “YR 97
S AT LLH 2D ASFEI S Z0N PAREA , SR EAR T, 847 w0k (1) 525038 10 i K/ s)s | i
AR RE I 523 3 10 Py AR K B S ek D> B 1 % B2 B sk /N A S T A/ B B AR DR S K
AR 52 B3 I AFTE o 7R 08 SO 3 A B e m] DL AR e hE , A0 10 B A 31 e 5L
s BN SR L B DA R B e () — Pl e

[0107]  “FABMHEY” W 55 5 RIS TR RIS (A) AU SNG4 (G) 5 DA A M g Tl o i g s g
(T) Bz RE (C) AFREERE (U) -

[0108]  “RAZUGHIAZ H IR =48 HH R AR AL B A B W 38 40 AR A% 1 TR 32 22 4 B 1 A% 1
PR o FE R L SR h , RAB I )% 1 BR A RNAZ H 1R (B, B-D- 2 Fi % 1) BONARZ 1R (R, B-
DM SR AZ ) o

[0109]  “ By AR AZ RIS A i BN 1) AH A 77 141

[0110] L syt 5]

[0111]  BEsbseyg i hefit 1 H T3 BR324 (AR) mRNARIE R T 1% A A G -
[0112] b it 451 4 A1k 1 0 e RSB R S2 AR AR BRIV S AL A W B 5 W) o A i L8 S it 441
W ZHER R SRR IR 2 R IR AE LA T 5 T [ 7 31 : GENBANK S 3¢ 5 NT_011669. 17_TRUNC_
5079000_5270000 (YEASEQ 1D NO: 1455 7E3E) <GENBANKE 3% NM_000044 . 3 (fE4SEQ 1D
NO: 245 & 7E ) LGENBANK 35 NM_001011645.2 (fENSEQ 1D NO:345-4 78 1) LGENBANK &
SR5FJ235916. 1 (FENSEQ 1D NO:445 & 78 \GENBANKE %5 FJ235917. 1 (fENSEQ 1D
NO: 545418 ) WGENBANKE: 3% 5FJ235918. 1 (fENSEQ ID NO: 6454 7E 1) .GENBANKE 7% 5
FJ235919.1 (fENSEQ 1D NO: 7454 75 3t) BRGENBANKE 3% 5 FJ235920. 1 (fENSEQ 1D NO:8
SEEN) .

[0113]  FERLLL ST rh | IX Le A5 W B2 S ) A5 B R AR S 9 10 2B 30 IE R % 1
(K A ) FEAZ A R o iZAREEAR AT LA AT ZESEQ 1D NO: L-8[HIAF— 3 vh 51 25 [ J5 1) B 1L
43 B ARAA o AR FE LS 5] o L iZARSEFR T LAEA O A0 AR ARAR I 77 51 , 3 26 B 8 A
AFEH AR T-AR-V1 AR-V2.AR-V3.AR-V4 . AR-V5 . AR-V6 LA JZ AR-V7 (B Hk HAR3) , ixX LE BT 32
AR, AR 1 -3EEZ S B A4-8 AP E R SR A A M0 EE A I AR-VL JAR-V2 ARV 3,
AR-V4,AR-V5 . AR-V6 \AR-VT7 LA B 53 Z1 ) BU AR AR A T HuSE N, Cancer Res ((FIERFFL))
2009;69: 16—22F13 [F & FH 15 A FF 5 US2010,/00688021 , ¥ 55 #5151 LA HA B A
AN,

[0114]  fERELECSLE o) , X Lo b VB & M EFE— DN EBIN FEZ TR, % F % T IR
FH 10 % 30 422 1 A% 1 2 Rl o HLEL A — MRS 7 91 1A% B 7 714045 SEQ 1D NO:12-
LT — T 2 208.9.10.11.12.13.14. 15,1617 18, 198K 20N iE LEAZ Bl Ak . 78 HE b s it
i, X B i — AN B AN S )% H A AT RRE AR L SE ) iZ 21 I
B AE IRHE o AR SR EE S, i EAB TR B A% T AR LNARZ o 78 5 L8 STt ], i Z BRI 7%
g2 -HURHIRZ T AR L ST, 2 BRI 2 E O R IR IR % . AR L
S AR AR AL 22" -MOERZ 1 o 75 HELL SEHE 5 iZ AR A% T A2 52 LR & H
(cEt) BZ 1

[0115]  FERLLLsjfih , IX B b S Ed S M EHE — MBS TR, ZFE TR

10
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102 30N E N T A I B B — MZIAE T 5, iZ A% 024 7 7 SEQ 1D NO:12-179
()R — T ) A A e B A R o A RS SR 9 v, RIX B () — B A&l iz w HA
LB B o A5 L ST ], I SRR HE A2 B o A8 JE L STl ], I B IR
FELNAMZ A AR SR LS s ) v, Z B MR 22 BRI o 78 S sz i vh , 27 —HUAR
Az B G BRI AZ T AR R S ) i EABRZ T E 2 -MOBAZ AT o 74
BESE 5] IR AZ T R AR O (cBY) % .

[0116]  fE el S g v, S0 fa) R 3R 52 AR 1) 1R B4k S VB S A — D BRI 28 1
M IREIL 2% B2 (£ i S B 16 B i 4 R, B — Mt
B, iZ %L F HSEQ 1D NO:35.39.43.124.150.155. 1698 175/ 51 4L B o 45 J e s
Wi 5 T, B AN AR % ARSI TSTS 560131.1S1S 569213.1S1S569216.1S1S
569221.ISIS 569236.ISIS 579671.ISIS 586124.1S1S583918.ISIS 584149 .ISIS
584163.1SIS 5842698LISIS 584468,

[0117]  FERLLsZiEf s, iZ BN EZ R AR :a) — D80 X B, HIERM IR Sz
HRsb) —A5 BIXE, HERNZEARN L o) — M3 BXE, HIERMAZ A B 16k
X B e 715 BIX B 513 BIX Bz 1) 3F BB X B A T aELE
[RIH o

[0118] 7R RLLCSjE 6 rh , 1% ZAB U I SE A% IR FH 20 i e A 1 Bk D X B .57 BLIX B
3 BLIX B A, 1R 1 X B L0 BRI I S8 R A R, 125 BIX B MR i H A
B, 123 BIX B A EEN ZH AR, BB X B M EA a5 -0-F A ALk
B B ANAZ AT ) 420 A R IR 1 4 LA et g 8 25— FF ks g

[0119]  FERLLLSTiE i i EABURN FEAZ TR 16 MERNI T . — MO X B — 15
X B A3 BX B, iZ 80 X B 104N i AL AL, %5 BIX B =ANE
Bz A, 123 BIX B = AN E R AR, B BIX B M Z AT A FE 52 4R
3 (CEt) W, B ZH 18] FE R A2 B AT IR B e e 0T LA e v #4125 FR Ak g
[0120]  FERLLLSTiE i LSRN AL TR 16 MERNI T . — MO X B — A5
BB A3 BX B R %8 X B O/ R4 i A% B AL, %5 BIX B =A%
BRI A, 123 BIX B YA A A R 125 BIX B X = M % H
eI, (CE) B %3 BIXBRR A E M A 23 JrA B AW
(cEt) #i B2 4R 2.0 (cEt) B 52 4R 2,3 (cBt) BELA 22" —0-FR A8 L 2 Ll AN 1 ) 3%
FEAR R R AR PR BRI 2 s I LA s g S e 5 FR ik s g

[0121]  FEHRELL ST p  Z BRI SE T IR 16 MER I — AN X B — A5
BB A3 BX B R, 8 1 X B B 8N TR 420 i A% E AL i, %57 BIX B AN iE
PR A, 123 BIX B = AE A AR 125 BIX B X SN % H
SER LR O (cE) B 5 %3 BIX BIX = /AMEENZ S B &2 AR, (cBY B A
A% 1) S A T A R PR B 0 42 5 I L M g 47 A 5— FF 5 s g

[0122]  fERELL ST , X AR S IR B L6 1 s — AN O X B — AN
X B3 B X B R Z 5k 10X B B 8N 210 It E Az B Lk, %5 BIX B Y AN
BTl A, 123 BIX B AN E B A A A 15 BIX B X P AN B A% 75
23 J7H g2 -0-FEM L HENE 2 AR (cBY) B 229 2 (B BELL 324 2,

11
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HE (B0 B %9 R BUIRRPIANE B BT/ 3 051 E RS2 AR IE (B0 240
LI (B0 W ZLIRZIE CEO ML K2 —0-F I 2, B« 5/ Dt ) e A AR e AR
ARSI ELA LR A A25-T S MR

(0128 {58 SCHE I, AL I SE A EF R L6 MR BREF BT K B 5
BB AN B BUALAL, 68 11X BLk 8N Bl R 1410 257 K Bk T A
BEOREEF AL 1437 T B ER =AM ) PP AL 245 SR B3 A B 0 25
Y I Y -0-FRIEZ IR 2 -0- BRI LI R AR (cBO) LA ZIE
(B ) FHLh B LI TRZ3E (cFe) M5 437 T BRI S AME B 15 46 11 TR 238
() B+ 15/ I B R [ 1 9 FLA M 25 P M

(0124 {58 SCHE I, AL I E DA EF R 16 MR BREF — BT K B 5
BB AN BRI B, 681X BLk TN Bl R 14 257 T Bk A
BEOREEF AL %37 X BEH AN B0 PR 245 SR B3 -E M B 0 25
£ 7 LR -0-FAUIEL LR AR LI (cBO B LM LIE (B0 P2 -0-F 4%
CHER 2 -0~ AL IR LR 2 (eBY) DL S 21208 (B0 B 143" T B
BCPIMEBI B4 E AR LI (B0 B 53 L B A T BRI B O L
151G 5P S B

(0125 {E5E8E SCHE 1, AL LI S A EF IR 16 MR BREF BT K B 5
BB A B B 268 11X BL TN B I R EF 40 57 T B 5 e
BEOREEF AL %37 X B EH =AM ) PP 245 SR BRI B 0 25
£ 7 LR -0-FAUIEL LR AR LI (cBO B LR LIS (B0 P2 -0-F 4%
2R R LRI (B0 DL SO AR (B0 i 3 RIK B SRR B %
VSR LI (oB) B+ 5 BT E Bt L R PR REIEE 3 ELAG N v 45 A5
S

(0126 {EE8E SCHE 1, AL LI TR EF IR 16 M BERO BATF — BT K B 5
BB I B, 681X BLel TN B I L EF 4 57 T B T
BEOREEF AL %37 X BEH DU AN B0 AL 245 SR BRI A 0 B 25
Y Jr I Y 0~ TR IR 2 -0~ BRI LI BRI (cB0) M LRI
(CR) HHA B2 AR 23 () 1149 FIK B P MEBRI BEFFAES 553 7] b2 40
LI (RO W LR ZIE CED B LRI (B0 HBA R ~0-F 40 Z LR 48 H%
PRGBS R R RV I LA R i 99 259 i

(0127 ARSI , L ST T TP RE 16 ME B B F B KB A
BB A3 JUK AL 685 11X BLE TN B I O EF 4R 57 T BB e A
PR P AL 19" X B PR T AN B0 PP AL 265 SR BRI DA B 0 1 25
£ 7 LR -0-FAUEZ LR L AR IE (CBU) W EARZ I (cBO FBLRELH L,
3 (B B %9 R BN L ANE B BT 3 051 E RS2 AR Z3E (B0 224
SZIE (B0 BB LA ZE (RO L2 ~0-F UL Z BRI J 2 ~0-FF UL 2, 60 1%
PRGBS R R R B  I: ELAGE Ei 99 5- P9 S i

[0128] 7588 S o, WA B 2 A58 (L 2 WITRAL & WO — /BB £ 11
(NSRRI L ATHE 00 88, A SE R I | 6 ME B TP LA, A — A B

12
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T, Z A% FI HSEQ 1D NO:35.39.43.124.150. 155, 1698 17561 JE B2 %, H i
BRI AL TR AR D RS R B 0 X B — AN BIX B fil— A3 X B, H
HZ sk O X B A7 70157 BIX B 513 BIX Bz )3 B B X BT # e
CEAB B o A5 L ST 1], 1 AR 1) S5 A% TR 1) B A A2 7 ) 32 10 o o A UK I i o
e AR LE ST, X EAB A T SR T BR 0 B A e v #0257 — FF S s g

[0129] 7 JE 2L S 451 o , B0 [ B R A2 AR A B P HE — A SRR 1K ZAB U 1K S A% IR T
HZ % P2 18k LS IR B 16 B AL P A i, B — MR 7 51 1A% A
JEFIEHSEQ 1D NO: 350 /7 F1 2 it , H iz ZAB U K T2 A% H IR AL 45 -

[0130]  — AN X B, H 94N B i S8 A% 2 Al 5

[0131]  —AN5 BRIX B, | = AMNERRIZE AR YLK

[0132]  —AN3 BIX B, B U MME M AZ T 4 A

[0133]  HdpiZ#h O X Befr T-i%5 BIX BMiZY BXE 28 ;%5 B X B3 ERENZ
HHHRZARLKEE (B B 1%3 BIXBIANERINZE WS 213 J7H 224 W2
(cEt) B AR (cB) B2 LR 20 (B BEANY —0-FR 4 3k 2, L o 4 /M A2 ) v 4
SR AR BR R 122 s HF H A M i /25— FF JEE s g

[0134]  7p JE 2L S 451 o , 00 e B R A2 AR I A B P HE — A BB 1K ZAB U I S A% A IR B
HZG 2% P2 1 Eh SR IR B L6 AL P A s, BT — MR P 51 i Bl
JEFIEHSEQ 1D NO: 391 7 F 2 it , Hoe iz ZAB U K TEAZ H IR AL 45 -

[0135]  — AN X B, HH 94N $ 0 i S8 A 2 Al 5

[0136]  —A5 RIX B, FH = AMERMAZ A A LA

[0137]  —AN3 BIX B, B U MME AL T 4 Ak s

[0138]  HidiZ#h O X Befr Ti%5 BIX BNiZS BX B 208 ;1% B X B3N ERI
HH HRZARLHEE (B B 1%3 BIX B4 ERINZE WS B3 J7 &2 2R 2
(cEt) B2 AR (cB) B2 AR 20 (B BEA —0-F 4 3k 2, L o 45 /M A2 ) 7 4
SR AT BRI T 122 5 F H AT M i /25— FF JE s g

[0139]  7EJE Ll S 451 o1 , S0 1) BB 2R A2 AR I A B ) HE — AN SRR IR ZAB U I S A% A R B
HZ % P2 B Eh SR IR B L6 S A% P A s, BT — AR P 31 1A% Bl
JEFIEHSEQ 1D NO: 39 /7 F1 2H it , Hoe i ZAB U K SEAZ 1 IR AL 45 -

[0140]  —ANBRID X BE, B8N FE ) I AL 4L 5

[0141]  —AN5 RIX B, B Y AME R AZ A A s DA S

[0142]  —A3 BIX B, B U MME AL 4 Ak s

[0143]  HorpiZdh 1 X Bepk e A 7215 BIX Br 5143 BIX Bez 7] 1 1%5° BIX B i)ax PU A~
BAZ TS 23 7 A LAg2 —0-F A 2 M 2 AR 2 (cBY) M2 AR 23 (cEt) Bl
DA R ZZIR (B B 5 %3 BIX B PYAMEENZ A AES 23 Jia B2 4) R ¢ 5
(cEt) B2 AR (cBt) B2 AR 20 (B BELL 22 —0—-FR 480 Bk 20 B s B AN R 1 ) 3
FEHR SRR A PR IR 22 5 I LA A e e v 4 A 5 FR ik v

[0144]  fEELe Sy b, S0 1A HEBUER S AR B AL B AR — AN BREE R 2B I S % R B
H2G2% Erl 2 98 S IR B L6 A% AL R, B — NMZIIE 7 31 1A%
JFFIEHSEQ 1D NO: 39 ¢ B 2H it , Ferh iZ AR K SR A% T B 0 6 -

13
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[0145]  — AN X B, HH SANE F M I S A% 2 Al 5

[0146]  —AN5 RIX B, 1 FALAERRIZE AR YLK

[0147]  —A3 RIXB, H = MMEENZE AR

[0148] iz [0 X B B A AR 1% BIX Be 513 BIX BL 7] 145 B X B X A%
B AES B3 ) B2 —0-FE L Z R .2 —0- AR 2 R S AW 2, (cEt)
W2 AR 2, (cEt) DL M2 2R 20k (cBt) M, %3 BIX B SAMEER T & E 2
AR KL (cBU) Ml s RN [B) T 40 I A R R0 422 5 I LR e g /25— iy
WEIE

[0149] 75 JE 2L S 451 o , B0 e B R 2 AR A B P HE — A SRR 1K ZAB U 1K S A% IR T
H2g2E ErT Rz 8k S T IR B 16N B B AR, B — MEIE 731, 1A%
JEFIEHSEQ 1D NO: 3911 7 B 2H it » Ho iz AB U K S A% H IR AL HE -

[0150]  — AN X B, H 7ANE B i S8 A% 2 i 5

[0151]  —A5 RIX B, B USRI B A A LK

[0152]  —A3 BIX B, H TG RRI % E 4

[0153]  HoriZ @k 1 X Bep m Ar 72145 BIX Bt 5143 BIX Brz 7] 3 1%5 BIX B 1)ix U4~
BAZ S 23 JrR Lig2 —0-F A LM 2 AR LI (cBY) M 24 23 (cEt) Bl
PA RS2 2V R 3 (cEY) Ml %3 BIX B IR AAMERMZ TS 23 Jrm B2 4R 2
(cEt) BE 2L 20 (Bt B B2 AR 2,3 (cBt) .2 —0- P48 2k 2 R D Jp 27 —0—FR A it
S HERE s B AT W) e AT A A R PR TG 2 5 T LA e g 24 4 5 FR L g g

[0154]  7F JE 2l S 451 o , B0 e B R A2 AR I A B P HE — AN BB IR ZAB U I S A% A IR B
H2g2E Erl 2 98 AL IR B 16N B A% AR, B — MNMZIIE 7 51, 12 A% i
JEFIEHSEQ 1D NO: 350 /7 31 2H it , Ho iz ZAB U K TEAZ H IR AL 45 -

[0155]  — AN X B, HH 7ANE R i SR P 2Lk 5

[0156]  —AN5 RIX B, AN MERNIZ A AL DL K

[0157]  —A3 BIX B, H = MERRIZE AR

[0158]  HoriZdh (1 X Bep e hr #2145 BIX Br 5143 BIX Brz ] 11%5 BIX B X 784N
B AEDS B3 Jria E22 —0-F A 2 3R 2 AR 23, (cBt) M 2 AR 235 (cEt)
W2 —0-F L £ M A2 LR 2 3 (cBt) BELA M 32 4R 2.3 (cBb) 15123 BIXBIX =
AMEZIZT & B AR AR, (B Bl s TR MZ AT ) 230 2 B A 8 e 422 s 9F A
e e 48 e 5 F i s e

[0159] 75 JE Ll St 451 o1 , S0 [ BB 2R A2 AR I A B ) HE — A BRARE IR ZAB U I S A% AT R B
H2g5e BRI IR 2SR TR B L6 IE B AZ AL, B — NI 7 31 1% e
JFFIEHSEQ 1D NO: 43 7 B 2H filt , Ferh iZ AR I SR A% AT B 0 6 -

[0160]  —ANBRIT X B, B 10ANE R i SE AL 2L A

[0161]  —AN5 RIX B, B = AMEERIZE AL P

[0162]  —A3 RIX B, H = MMERRIZE AR

[0163] iz [0 X Beg e A 72145 BIX Bt 5143 BIX B 7] 84 B X B A A
HALHESZ Ly 2,5 (cE) B s BN Z AT [ L0 A I B R % 422 5 IF LB A s g 2542 5
FH i s e

14
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[0164] 7 JE 2L S (5] o , 00 [ B R S2AR I AL B P FE — A SRR IR ZAB U 1K S A IR T
HZ % Pl 2 13k IS IR B 16 B AL P L, B — MR 7 51 1A% A
FEFIEHSEQ 1D NO: 124(%) JP B i, Hoi iZ 8 i (1) 2% IR L4 -

[0165]  —ANERITIX Bt , BH 1OAME R B S8 A P A A

[0166]  —AN5 RIX B, H = AMERRIZE AR P

[0167]  —A3 RIXB, H = MG AR

[0168] iz [1 X B B AR 1% BIX Bt 513 BX B A B X BB
HAFESZ LW 2,5 (cBU) B s BN % () 20 2 I A PR R 7 122 5 I HL A M g #0/2: 5
FR L e e

[0169]  7EJE 2L S 451 o , B0 e B 2R A2 AR I A B P HE — A SRR IR ZAB U K S A% IR B
HAG % P2 1 Eh IS IR B 16 AL P A s, B — MR 7 51 1A% Bl
FEFIEHSEQ 1D NO: 150(%) 7 B4 i, Ho i iZ B i (1) S A% IR L4

[0170]  —ANERI X B, BH 1O EEI B S8 A 1 A A

[0171]  —A5 BRIX B, | = AMERRIZE AR YLK

[0172] —A3 BIXE, H = MR A R

[0173]  Hidrizdh [ X B BN AR5 BIX B 513 BX B B X BB
HADFESZ LA 25 (cEU) B s A8 () W B0 2 I A PR R 7 22 5 I LA s g #0425
PR L e e

[0174] 7 JELL S 451 o , 00 e B R A2 AR I A B P HE — A BB IR ZAB U I S A% A IR B
HZG 2% P2 B Eh LSRR IR B 16 S AL P A s, BT — AN 7 51 A% Bl
FEFIEHSEQ 1D NO: 1551 7 B4 i, i iZ A8 i (1) S A% AT IR .4 -

[0175]  — AN X BE, 10N ERERY I % 4L

[0176]  —A5 BIX B, H = ANEERIZ A A LY

[0177]  —A3 RIX B, H = MMERMAZ A A

[0178]  HoriZ @k 1 X Bep e hr 7215 BIX Be 5143 BIX Brz 7] A BIX B A%
HADLFESZ LI 2,5 (cEt) W 3 A A28 1) W 42280 2 I AU IR IR 7 422 5 I LR s g #0/2: 5
FH L e e

[0179] 7R JE 2L S 5] o , S0 15 BB R A2 AR I A B W) HE — A BRARE IR ZAB U I S A% AT IR B
H2g5e BRI R 2SR IR B L6 IE B A2 AL, B — NMZIE 7 31 1%
JFFIEHSEQ 1D NO: 1691 3 FIH i, He iz A 1 i) S 4% 1 IR .45 «

[0180]  —ANBRITI[X BX , B 104 F2 1) i SE AL 4L 5

[0181]  —AN5 RIX B, FH = ANEEAZ AL L A

[0182]  —A3 BIX B, H = MERRIZE AR

[0183]  Horhizdh (1 X Bepl e hr 7215 BIX Be 5143 BIX Brz 1] B BIX B A%
HALHESZ LI LB (cE) B s B Z AT [RBE RS 2 IR ACT BR IR 1 422 5 I HL A M ng #5525
FR s

[0184]  7FJE b St 451 o1 , S0 [ BB 2R A2 AR B AL B W) HE — AN BRARE IR 2 AB U I S A% A R B
H2G2% Erl 2 98 S IR B L6 A% AL R, B — NMZIIE 7 31 1A%
JFFIEHSEQ 1D NO: 175/ 3 FUH i He iz A 1 i) S 4% 1 IR B4 -
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[0185]  —ANERITIX B, FH 1O 420 I A A 1 4H i s

[0186] —A5 HEX B, H = MMERRMZ AR A&

[0187]  —A43 BIX B, H = MMEFEM A %

[0188]  Hidhizdh [1 X BA B A 7R %5 BIX Bt 513 BX B ] B X BB
HALFESZ YR 2 FE (B Bl s BN TR R 2 AT IR R 1 42 s IF H AR~ s g &K 25—
L g .

[0189] 7 Jt o S ih 451 v, S e BRI ER S2 AR L IR I I XA B B R A% IR AESEQ 1D
NO: 1HI LA R B B IX AN & TANE : 2957-2972.3079-3094.3099-3114.3109-3124.3113~
3128.3120-3135.3133-3148.,3224-3239.,3226-3241.3351-3366.3353-3368.3361-3376
3388-3403.3513-3528.3517-3532.3519-3534.,3641-3656.3735-3750.3764-3779.3768-
3783.3798-3813.3799-3814.3851-3866.3870-3885.,3874-3889,3876-3891.3878-3893,
3884-3899.3886-3901 . 3888-3903.3901-3916.,3956-3971.3962-3977.3964-3979.3967-
3982.4019-4034.4038-4053.4049-4064.4056-4071.4059-4074.4062-4077 . 4066-4081 .
4070-4085.4101-4116.4103-4118.4105-4120.4109-4124.4305-4320.4405-4420.,4532-
4547 .,4534-4549,4537-4552,4539-4554,4555-4570.4571-4586 . 4573-4588.,4578-4593 .
4597-4612.4632-4647.4655-4670.4656-4671.4662-4677 . 4699-4714 ,4747-4762.4750-
4765.4752-4767 . 4754-4769.4755-4770.4769-4784.,4798-4813.4804-4819.4807-4822.
4833-4848.,4837-4852.4839-4854 ,4865-4880,4868-4883 ,4872-4887 ,4874-4889 4876~
4891.4887-4902.4889-4904.4916-4931.4918-4933,4938-4953,4942-4957 ,4944-4959 ,
4951-4966,5050-5065.5052-5067 .5054-5069.5056-5071.5060-5075.5061-5076.5062—
5077.5133-5148.5141-5156.5155-5170.5265-5280.5293-5308.5308-5323.5392-5407 .
5448-5463.5469-5484,5481-5496 ,5483-5498.,5486-5501 .5488-5503.5494-5509.5521 -
5536.5666-5681.6222-6237.6701-6716.7543-7558.8471-8486.8638-8653.9464-9479 .
10217-10232.10250-10265.10865-10880.11197-11212.11855-11870.13189-13204.
13321-13336.13346-13361.16555-16570.16793-16808.16968-16983.17206-17221 .
18865-18880.29329-29344.32290-32305.33315-33330.39055-39070.40615-40630.
42017-42032.56050-56065.58719-58734.58720-58739.58720-58735.58721-58736.
58722-58737.58723-58738.58724-58739.58724-58739.58725-58740.58725-58740.
58725-58740.58750-58769.58750-58765.58751-58766.58752-58767.58753-58768 .
58754-58769.58755-58770.60902-60917 .67454-67469.102156—102171.114874-114889,
115272-115287.115365-115380. 134971134986 139682-139697.,139762-139777.139782-
139797 ,144856-144871,144938-144953 148406148421 .148443-148458.148520-148535.
181695-181710.182958-182973H% 183049183064

[0190] 75 2L Szt 451 o , S0 ) AR R S AR AL BRIV I LA B BRI H R 4B M SEQ 1D
NO: 1R AR R R X J5 - 2957-2972.,3079-3094.3099-3114.3109-3124.3113-3128.,3120-
3135.3133-3148.3224-3239.3226-3241.3351-3366.3353-3368.3361-3376.3388-3403,
3513-3528.3517-3532.3519-3534.3641-3656.3735-3750.3764-3779.3768-3783.3798-
3813.3799-3814.3851-3866.3870-3885.3874-3889.,3876-3891 ,3878-3893.,3884-3899,
3886-3901.3888-3903.3901-3916.3956-3971.3962-3977.3964-3979.3967-3982.4019-
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4034.,4038-4053.4049-4064,4056-4071.4059-4074.4062-4077 . 4066-4081 ,4070-4085
4101-4116.4103-4118.4105-4120.4109-4124.4305-4320.4405-4420,4532-4547 ., 4534~
4549.,4537-4552.4539-4554 ,4555-4570,4571-4586 . 4573-4588,4578-4593,4597-4612,
4632-4647 ,4655-4670.4656-4671.4662-4677 . 4699-4714.4747-4762.4750-4765.4752-
AT67.4754-4769.4755-4770.4769-4784.,4798-4813.4804-4819.,4807-4822,4833-4848.,
4837-4852.,4839-4854,4865-4880,4868-4883,4872-4887,4874-4889.,4876-4891 4887
4902.,4889-4904.4916-4931.4918-4933,4938-4953.4942-4957 ,4944-4959 ,4951-4966
5050-5065.5052-5067 . 5054-5069.5056-5071.5060-5075.5061-5076 .5062-5077 5133~
5148.5141-5156.5155-5170.5265-5280.5293-5308.5308-5323.5392-5407 . 5448-5463
5469-5484.5481-5496 . 5483-5498.5486-5501 .5488-5503.5494-5509.5521-5536 . 5666
5681.6222-6237.6701-6716.7543-7558.8471-8486.8638-8653.9464-9479.,10217-10232.
10250-10265.10865-10880,11197-11212.11855-11870,13189-13204.13321-13336.
13346-13361.16555-16570.16793-16808.16968-16983,17206-17221.18865-18880
29329-29344.,32290-32305.33315-33330.39055-39070.40615-40630.42017-42032.
56050-56065.58719-58734.58720-58739.58720-58735.58721-58736.58722-58737,
58723-58738.58724-58739.58724-58739.58725-58740.58725-58740.,58725-58740,
58750-58769.58750-58765.58751-58766.58752-58767.58753-58768.58754-58769
58755-58770.60902-60917.67454-67469.102156-102171.114874-114889.115272-
115287.115365-115380.134971-134986 . 139682-139697,139762-139777.139782-139797 .
144856-144871.144938-144953,148406-148421 148443148458, 148520148535 181695—
181710.182958-1829738183049-183064

[0191]  FEFEEESLyit 9] h , S A BRI S TEAZ T B A 1 B 3R 2 AR AL BRI — A X
PE LG ST A T, B0 e B R S AR AR IR IR I R B W BT A2 8 B AT — N 2 () A i S
a3 5 12T AT S X R SRR AT 3 FL AN o B 0, 3R 4 T RS SR R P S X ) S K
WA BAMY 2 /08.9.10.11.12,13 14 1581 6 3% S AW F 43 o A2 FELL S 5 v, 2 fh
A ER AL RN A SEQ 1D NO: 1 LA R AZEFFR X 35K : 2957-2972.3079-3094 . 3099-31 14
3109-3124.3113-3128.3120-3135.3133-3148.3224-3239,3226-3241.3351-3366.3353-
3368.3361-3376.3388-3403.3513-3528.3517-3532.3519-3534.3641-3656,3735-3750 .
3764-3779.3768-3783.3798-3813.3799-3814.3851-3866.3870-3885 38743889, 3876
3891.3878-3893.3884-3899,3886-3901 . 3888-3903.3901-3916.3956-3971.,3962-3977 .
3964-3979.3967-3982.4019-4034.,4038-4053.4049-4064 ,4056-4071,4059-4074,4062-
4077.4066-4081.,4070-4085.4101-4116.4103-4118.4105-4120,4109-4124,4305-4320,
4405-4420.4532-4547,4534-4549 ,4537-4552,4539-4554 ,4555-4570 45714586 , 4573
4588.,4578-4593,4597-4612.4632-4647 .4655-4670.4656-4671,4662-4677 ,4699-4714
ATAT-4762.4750-4765.4752-4767.4754-4769.4755-4770.4769-4784.,4798-4813,4804-
4819.4807-4822.4833-4848.,4837-4852.4839-4854 ,4865-4880 , 48684883 ,4872-4887 .
4874-4889.,4876-4891,4887-4902.,4889-4904.4916-4931.4918-4933,4938-4953,4942-
4957,4944-4959,4951-4966 .5050-5065 . 5052-5067 . 5054-5069 ,5056-5071 . 5060-5075
5061-5076.5062-5077.5133-5148.5141-5156.5155-5170.5265-5280.5293-5308.5308-
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5323.5392-5407.5448-5463.5469-5484,5481-5496 ,5483-5498.5486-5501.5488-5503 .
5494-5509.5521-5536.5666-5681.6222-6237.6701-6716.7543-7558.8471-8486 8638
8653.9464-9479.10217-10232.10250-10265.10865-10880.11197-11212.11855-11870.
13189-13204.13321-13336.13346-13361.16555-16570.16793-16808.16968-16983.
17206-17221.18865-18880.29329-29344.,32290-32305.33315-33330.39055-39070.
40615-40630.42017-42032.56050-56065.58719-58734.58720-58739.58720-58735.
58721-58736.58722-58737.58723-58738.58724-58739.58724-58739.58725-58740 .
58725-58740.58725-58740.58750-58769.58750-58765.58751-58766.58752-58767 «
58753-58768.58754-58769.58755-58770.60902-60917.67454-67469.102156-102171 .
114874-114889.,115272-115287.115365-115380.134971-134986.139682-139697.139762-
139777.139782-139797,144856-144871.144938-144953 148406148421 ,148443-148458,
148520-148535.181695-181710.182958-1829738 183049-183064 ,

[0192]  FERLLL STy ], 7E IR AL 1) e UAA B U E ER SR R AR SE 2+~ 1 1, H1
WISEQ 1D NO: 1HJ#ZH L IX 18 2863-5593 (4MEF-1) B 27672-27853 (U 1B) N o 7F KL 2L sz
JE i, BE 1A AR A0 B LI FE SR A1 S AL B0 4ESEQ ID NO: LI AEART LA R A5 1R [X I
P S HAMET £ 2957-2972.3079-3094,3099-3114.3109-3124,3113-3128.3120-3135.3133-
3148.3224-3239.3226-3241.3351-3366.3353-3368.3361-3376.3388-3403.3513-3528,
3517-3532.3519-3534.,3641-3656.3735-3750,3764-3779.3768-3783,3798-3813.3799-
3814.3851-3866.,3870-3885.3874-3889.,3876-3891.,3878-3893,3884-3899.3886-3901 .
3888-3903.3901-3916.,3956-3971.3962-3977.3964-3979.3967-3982.4019-4034.,4038-
4053.4047-4062.4049-4064.4056-4071.4059-4074.4062-4077 .4066-4081 .4070-4085 .
4101-4116.4103-4118.4105-4120.4109-4124.4305-4320.4405-4420,4532-4547 4534~
4549.4537-4552.4539-4554,4555-4570.4571-4586 . 4573-4588.4578-4593.,4597-4612
4632-4647.4655-4670.4656-4671.4662-4677 . 4699-4714 . 4747-4762.4750-4765.4752-
4767.4754-4769.4755-4770.4769-4784.,4798-4813.4804-4819.4807-4822.4833-4848 .
4837-4852.4839-4854,4865-4880 . 4868-4883,4872-4887 ,4874-4889,4876-4891 ,4887—-
4902.4889-4904.4916-4931.4918-4933,4938-4953,4942-4957 ,4944-4959 ,4951-4966 .
5050-5065.5052-5067.5054-5069.5056-5071.5060-5075.5061-5076.5062-5077 5133~
5148.5141-5156.5155-5170.5265-5280.5293-5308.5308-5323.5392-5407 .5448-5463 .
5469-5484.,5481-5496 ,5483-5498.5486-5501 .5488-5503 .5494-55098%5521-5536

[0193]  fEHELe s, /£ IR R AL A B X S5 A% B AR M AR AN -2, 441
WISEQ 1D NO: 1 RZ IR IX 1 102087-102238 (4} F-2) 5139551139834 (JMEF2¢) W .71
FELG ST, S A AR A 2 210 £E B R AL e AL S IFESEQ 1D NO: LI LA TR HERIX
BN & BAMK) : 102155-102170,102156-102171.139682-139697 . 139762-139777H( 139782~
139797,

[0194]  fERLe Sy b, 7 IR S A A W ER S X S5 A% H B AR M AR A1 -39, 441
WISEQ 1D NO: 1 HFER X 18144841-144957 (4h W +3) .148380-148594 (4} . +3b) B%,
153504-154908 (FF 2 F-3d) P o 7E HLLL S 451 v , B8 (] ARFE A0 2 - 3 AE B3R L1 S LA &
YIAESEQ 1D NO: 1HATAT LA N R B2 [X 480N A& T MY - 144856-144871,144938-144953,
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148406-148421.148443-1484588% 148520148535,

[0195]  7ERLLL STy , 7 IR AL A e LA IBUR SUSEAZ E ER SR R ARI SE 2T ,
WISEQ 1D NO: 1H % BRIX 38181658 181815 4 o 71 KL LE S jii 5] 1 , EE [a] ARIF) A1 .71 7E Ik
Pt I XAAPIFESEQ D NO: 1 HI R H BRIX 15181695181 71091 »& FLAMK o

[0196]  7ERLLL STy, 7E IR AL H) e LA PIBUR SUSEA% E ER SR 1R AR 4F -8 1 ,
WISEQ ID NO: 1A% H R IX 1H 1825171894554 o 7E L SC it 51 o , B [A] ARIK) A1 8% 7E 1
PRI 2 AL S I7ESEQ 1D NO: 1[I H IR [X 1 1829581829735 1830491830647 2 H %
1o

[0197]  FERLLLSThf ], 7E IR AL 1) e SUAA PIBUR U E ER SR R ARI N &1, 1
WISEQ ID NO: 1A% ER X 18,5594-2767 1 B 27854102086 [N o 75 HE b 52 i 45 b , 1 [] ARFY)
B LI AE R AR ) AL S WIAESEQ 1D NO: 1 LA T 42 17 B X 3 (AT — T51 A A2 AR
5666-5681.6222-6237.6701-6716.7543-7558.8471-8486 .8638-8653.9464-9479.,10217-
10232.10250-10265.10865-10880,11197-11212,11855-11870.13189-13204.13321—
13336.13346-13361.16555-16570.16793-16808.16968-16983.17206-17221.18865-
18880.29329-29344.32290-32305.33315-33330.39055-39070.40615-40630.42017-
42032.56050-56065.58719-58734.58720-58739.58720-58735.58721-58736.58722-
58737.58723-58738.58724-58739.58724-58739.58725-58740.58725-58740.58725—
58740.58750-58769.58750-58765.58751-58766.58752-58767.58753-58768.58754—
58769.58755-58770.60902-60917E67454-67469.

[0198]  7ERLLL STy ] , 76 AR AL 1) e U PIBUR SR E ER SR 1R AR N & -2, 41
WISEQ ID NO: 1A H R IX 18102239-1395505% 139835144840 P , £F H: L8 52 jifi 451 7 , £ [a] AR
() A & T 200 AE IR AR S AL A WIAESEQ 1D NO: 1R ATAAT DA TR A% H R X 8 P A2 T AN
114874-114889.115272-115287.115365-1153808134971-134986.

[0199]  FERLLLSLHE g h , 294 e XA B SCEEAZ T BR 4R R ), SEQ 1D NO: LHBA 4%
IR X I g o & /050 % 4715 : 3099-3114.3120-3135.3351-3366.3353-3368.3361-3376.
3513-3528.3519-3534.3768-3783.3799-3814.3851-3866 . 3888-3903.4059-4074 4534~
4549.,4555-4570.4571-4586 .4578-4593.4655-4670.4699-4714.,4750-4765.4755-4770
4865-4880.5054-5069.5060-5075.5061-5076.5062-5077.5155-5170.5265-5280.5392-
5407.5448-5463.5483-5498.7543-7558,8471-8486 ,8638-8653,9464-9479.,10217-10232.
10250-10265.10865-10880.11197-11212.11855-11870.13189-13204.13321-13336.
13346-13361.16555-16570.16793-16808.16968-16983.17206—-17221.18865-18880.
29329-29344.32290-32305.33315-33330.39055-39070.40615-40630.42017-42032.
56050-56065.58719-58734.58720-58735.58720-58739.58721-58736.58722-58737 .
58723-58738.58724-58739.58725-58740.58750-58765.58750-58769.58751-58766 .
58752-58767.58753-58768.58754-58769.58755-58770.60902-60917.67454-67469 .
102156-102171.114874-114889.,114874-114889.,115272-115287.115365-115380.134971-
134986.144856-144871.181695-181710.182958-1829731A }2183049-183064 .

[0200]  fERELLS g, 4 S AL B PIBUR U IR ER A I, SEQ 1D NO: 1HJBA N #%
TR X i 7 1 3 7060 % ] : 3799-3814.3851-3866 . 3888-3903.4059-4074 .4534-4549
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4555-4570,4571-4586,4578-4593.4655-4670.4699-4714.,4755-4770.4865-4880 5060
5075.5061-5076.5062-5077.5155-5170.5265-5280.5392-5407,5448-5463,5483-5498
7543-7558.8471-8486.,8638-8653.9464-9479,10217-10232.,10250-10265 . 10865-10880 .
11197-11212.11855-11870,13189-13204.13321-13336.13346-13361.16555-16570,
16793-16808.16968-16983.17206-17221.18865-18880.,29329-29344,32290-32305
33315-33330.42017-42032.56050-56065.58719-58734.58720-58735.58720-58739,
58721-58736.58722-58737.58723-58738.58724-58739.58725-58740.,58750-58765,
58750-58769.58751-58766.58752-58767.58753-58768.58754-58769.58755-58770,
67454-67469.102156-102171.115272-115287.115365-115380.144856-144871.181695-
181710.182958-182973A 2 183049-183064.

[0201]  fERELLsi o, 4 S AL BV BUR UL IR SR M B, SEQ 1D NO: 1R BA N %
TR X I 7R E /70 % #1461 < 3799-3814.,3851-3866,3888-3903.4059-4074,4534-4549 .
4655-4670,4699-4714.4755-4770.4865-4880.5060-5075.5062-5077.5155-5170.5265—
5280.5392-5407 .5448-5463.5483-5498.7543-7558.8471-8486.8638-8653,9464-9479 .
10865-10880.11197-11212.11855-11870,13189-13204.13321-13336.13346-13361
16555-16570.16793-16808.,16968-16983,17206-17221.18865-18880.33315-33330.
42017-42032.58719-58734.,58720-58739.58720-58735.58721-58736.,58722-58737 .
58723-58738.58724-58739.58725-58740.58750-58769.58750-58765.58751-58766 .
58752-58767.58753-58768.58754-58769.58755-58770.102156-102171.115365-115380
144856-144871.181695-181710.182958-182973L }2183049-183064.

[0202]  fERELLSjE g, Y4 S AL B VIBUR SUF L IR SR R B, SEQ 1D NO: 1R BA N #%
HFEE X I8 7 1 & 280 % 11| : 37993814, 3851-3866,3888-3903.4059-4074.4534-4549 .
4655-4670,4699-4714.4755-4770.,4865-4880.5060-5075.5062-5077.5155-5170.5265-
5280.5392-5407.5448-5463 ,5483-5498.,8471-8486.8638-8653.9464-9479,10865-10880 .
11197-11212.13189-13204.16793-16808.58719-58734.58720-58735.58721-58736 .
58722-58737.58723-58738.58724-58739.58725-58740.58750-58765.58751-58766 .
58752-58767.58753-58768.58754-58769.58755-58770.102156-102171.144856-144871 .
181695-181710.,182958-182973LA /2 183049-183064

[0203]  fERELLSiE I, Y4 S AL BV BUR U IR SR R I, SEQ 1D NO: 1R BA N #%
TR X I g o & /D90 % 4111 < 45344549 .5060-5075.5062-5077 .5155-5170.5265-5280
5448-5463.58720-58735.58721-58736,58722-58737.58723-58738.,58724-58739,58725-
58740.58750-58765.58751-58766.58752-58767.58753-58768.58754-58769 58755
58770.182958-182973L) 2 183049-183064.,

[0204]  fESELe sy, DLF R SCAA PIERR ST T IR S ) Bl R S AR LR — A X
BRI S22 52 ARmRNAFY 22 /050 % 16, TSTS 1D:549332.549334.549338.549347 .
549358.549360.549361.549362.549366.549371.549372.549374.549377.549379.549380
549381.549387.549390.549414.549432.549434.,549457.549458.549459.560071 560098 ,
560099.560100.560131.560132.560133.560137.569213.569215.569216.569220.569222.
569223569227 .569228.569229.569236.569238.583559 583567 .583608.583609.583613
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583635.583638.583662.583795.583796.583799.583834.583919.584145,584148.584149,
584152.584157.584158.584162.584163.584165.584166.584167.584168.584179.584180.
584183.584184.584192,584233.584242.584245.584263.584269.584274,584312,584329,
584361.584465.584465.584468.584469.584469.584495 584495 .585233.585259.585262.,
585263.585264.585265.585268.585269.585271.585274.586124.586224 586224 ,586225
586225.586227 1A 52586227,

[0205]  fEAELe s, DR R SCAA MBI ST T IR S8 ) R S AR L R — A X
15t H SR A8 2 52 ARmRNATE) 22 /50 % 41, SEQ ID NO:12.13.14.15.16.17.18.19.20.
21.22.23.24.25.26.27.29.31.32.33.34.35.36.37.38.39.40.41.42.43.46.,49.53.54
55.57.59.63.92.93.95.101.125,148.149.150.151.152.153.154.155.156,157.158. 159,
160.161.162.163.164.165.166.167.168.169.170.171.172.173.174.175.176 4 J4177.
[0206]  fEAELL s, DLF R SCAA MBI ST T B S8 ) e RS2 AR L R T — A X
1551 HL ST IR 52 ARmRNARK 27060 % #0141, ISTS 1D:549332.549334.549338.549347 .,
549358.549360.549361.549362.549366.549371.549372.549374.549377.549379.549380 .
549381.549387.549390.549414.549432.549434.549457.549458.549459.560071 . 560098
560099.560100.560131.560137.569213.569216.569222.569228.569236.583795.583796
583799.584145.584148.584149.584152.584157.584158.584162.584163.584165.584166 .
584167.584168.584179.584180.584183.584184.584192,584233.584242,584245.584274
584312.584361.584468.584469.585233.585259.585262.585263.585264 585265585268
585269.585274.586124.,586224,586225) 2586227,

[0207]  fERELe S, DLT R SCAA MBI ST T IR S8 ) e RS2 AR LR — A X
131 2 SR A8 2R 52 AR mRNATE) 22 /060 % 411, SEQ TD NO:12.13.14.15.16.17.18,19.20.
21.22.23,24.25,26.27.29.31.32.33.34.35.36.37.38.38.39.40.41.42.43.92.93.95.
148.149.150.151.152.,153.154,155.156.157.158.159.160.161.162.163.164.165.166 .
167.170.171.173.175LL f2 176,

[0208]  fEALLL S, DLTF R SCAA PIERUR ST T IR S ) B R SR LR — A X
151 EL S IR B 2R 52 ARmRNARK 22270 % #0141, TSTS 1D:549332.549334.549338.549347 .
549358.549360.549361.549362.549366.549371.549372.549374.549377.549379.549380 .
549381.549387.549390.549414.549432.549434.549457.549458.549459.560071 . 560098
560099.560100.560131.560137.569222.584145.584148.,584149.584152.584162.584163
584165.584166.584167.584168.584179.584180.584183.584184.584192,584245.584274 .
584469.,585259.585262.585268 585269586124 .586224 5862254 ;2586227

[0209]  fESELLesTiEpH, DLF S SCAA VIERR ST T IR S ) HE R S AR LR — A X
3 HL S IR ER 52 AR mRNAR 22 /D70 % #0141, SEQ 1D NO:12.13.14.,15.16,17.18,19.20,
21.22.23.24,25.26.27.29.31.32.33.34.35.36.37.38.39.40.41.43.148.149.150.151 .
154.155.156.157.158,159.160.161.162.163.164.167. 17004 %176,

[0210]  fERELe sy, DT e SCAA VIERR ST R S A Bl I R S AR LR I — A X
1 H S e B A2 AR mRNAFY 227080 % # ], ISTS 1D:549332.549334.549338.549347 .
549358.549360.549361.549362.549366.549371.549372.549374.549377.549379.549380
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549381.549387.549390.549414.549432.549434.549457 549458549459, 560098, 560099,
560100.560137.584148.584149.584152.584162.584163.584166.584180.586124.586224
5862251 2586227,

[0211]  fEREde s b, DLF i SCAA MBI ST T B S8 ) I RS2 AR I R — A X
15t H SR I8 22 52 ARmRNATE) %2 /80 % 41| , SEQ D NO:12.13.14.15.16.17.18,19.20.
21.22.23.24.25.26.27.29.31.32.33.34.35.36.37.39.40.41.43,149.150.151,154. 155,
15784 2161,

[0212]  fERELe s, DR R SCAA MBI ST T B S8 ) I RS2 AR L R — A X
1551 HL ST e IR 32 AAmRNARK 27090 % #1141, 1SS 1D:549358.549371.549372.549374 .,
549377.549380.549432.549434.,549457.,549458 549459, 560098 .560099.560100.560137
DL % 586224,

[0213]  fEAELe s, DLF R SCAA MBI ST T B S8 ) e RS2 AR LR — A X
15t H SR A8 2 52 AR mRNATE) 22 /90 % 41 , SEQ D NO:16.21.22.23.24.26.33.34.35,
36.37.39.40LL f2 41,

[0214] AT AT AU B AN G2 2 RN FRAE 732 (a0 R TS24 1 rh) 1 8 HERER 52
AAMRNAK 1 43 LA

[0215]  RZFR I A2 , 75 RL AL (0 S I BEANSEQ 1D NOH BRI [ 3 1 Ak 37 T 5% 38
a3 G TR B BZ B R AT AT AB i o X R, FHSEQ 1D NOBR 52 (1 S AL A 4w Al ST 3 A
FE— B A XML 5 A5 () B BRI 1S i BH TSTSm 5 (ISTS#) #A 11 I UL &
MIFE 7R IZIEE 7 9 A B AR AT PP I

[0216]  7EJE 2L S 51 rh , 2438 325 22 HuVECAN SRR , /e b I (11X 264k A sk 2 A5 1) A
HA PN TARSN Csor 1Y 22 /D — T A& A 20 : /N T-250nM, 7/T-200nM. /N T 150nM . /N T
100nM. /T 90nM. ZNT80nM. /NTF70nM. 7N TF65nM. /N T 60nM. 2N F55nM. 2N F50nM. /N T
45nM. /N T 40nM. 7N F-35nM. /N T 30nM. /N T 25nMER /Iy T 20nM o 78 5556 S i 451 o, B 0 A8 4
IR B AR R TS 3559 I & il .

[0217]  7E FERSSEtE 5] v, Q07 b 1R (1) 3 S84k A P Bk 2H A W T s T A2 1, i et 2
H 5K EE S , A2 T 445 3R B2 65 1 ALTERAS TAEL K 38 e FF U « Bk ' e
FEALT30%.20%.15%12% 10 % 5% B2 % [ 38 0 o (1) 28 /b — TR L S2 1 o F - 2k
ST R, AR IR 1) X B8 Ak A B A A2 T i P B2 ), d i SR oK AR SR ) B
FHEE , 3 A ALTBLASTHI I NI IE SE (1) o 78 FELE STt s v , /e b IR (13X e 4k S ) 4 &)
e ] PN A2 1, i i 5 KA R I S A L, A B BRI R T S 1 38 0 e S
[

[0218] 7 RLEe szt f , 75 R R AL S SUIE A P A ) — FPARBY 22 A8 44 , 12 A8 AT 5 4 7Y
N—i 485 AEJ S A0 - 1 A G R DNALS & 45 A S8 0 S - 2103, AELE ANEL KR G b 40 BBE X 1 4
A4 2D — 5 B A AR 45 B 45 M A B4 -8 A D 43 IR A I — FRARBY 422
AR ) — N SE AL FERAEANIR T-AR-VT , HAL & A 2+ 1-3{H B = 4P i F4-8 ILSSAR B 42 A8 44
(1) 3 71 () SE 5 AL FE A B AR3  AR4 L ARAb VARS BA S ARG (43 71 SEQ 1D NO:4-8) o 71 45 S ik 451
H, B8 ] ARF A2 30937 s ) F I AN/ BORC AR 45 5 M) Ui ) R A A P Re i L S 1)
TC A &5 B 5 M ITD S5 SUAK A WDAE B KR S L I 33 2R A2 A /K, 22808 ) O AR &5 5 65 )k
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[0 5 A A P2 I ANEZN-4176 , H BR8] 48 2 4 HXT R T-US 7,737, 1251 fir A 1) SEQ
ID NO:58.

[0219]  fERELL ST, e AL A VDEE 1A — PhARBT B A4 , 1% A8 4k oA — AN D RE 1 DNAZS
B G AR WA DR VRO AR 45 & 45 380 ROZ IR RN 72 , AR FEEE S v, e AL G4
A] DL SR A — PPARBT AR A4 , 270 A4 A HE AN 1) G A N 45 A I 1) 40 2 1 BH: &2 /D — A )
RE T4 FEEA 1R GBS DNAZE A 25 M ISR A S8 2 N3 s L &2 /b — AN ThERE L 4 (H R AN 5 4
PR ECEE X [ A1 041 2 /b — AN TR BR 4 B A FC AR 45 & 45 M3 41 B 7481 2 2D —
AN THEE T A3 o N FE B 1 A2 5 HH 78 SE IR AL I 8 S SUAL A W08 ) 1) L SE AR B A0 21 1 -3 A
(1) ot 6 AR B 2 A A i ] DAL 4 >R [ 2 DR A X B A -4 -8 A% B J 7 B B — AR DhRe &

3o N BB A, BT REE R T DA77 AR A5 B DNAZE & ThEe , {H R AR B8 Fo A 45 4 ThEe 1 I RAR
B AR 7 B L ST A5, B[] — RRAR BT AR AR 1 I SUAL A P Be 5 4T ] 2= A B R B R )
JgE A ML ) AR KB , 28 AR B AT — AN Dh e MEDNAZE & &6 i3, (2 3 A DhRe TERCAA 4 &
SEA IR  AE L ST 1, BB ] — BRARBY AR AR I [ A A ) Be % L S8 1a) B ) FiC A 45 & 45
I s XA A WA B8 R B B 4 30 B A SAX T =55 8 & B IRARATI 550 16 1iT 51 s
YH I A KB , %A R B — AN ThEE HEDNALS & 45 /0, (R 2 VR Thee MO 45 & 45 1)
I8, 12 48 1A A 5 B 45 I I SUAL B DR 9 NEZN-4176 , JL 88 1) 70 554 FF AR T-US
7,737,125 T A I SEQ 1D NO: 58 7E R LS L5 v, 45 I RAIL K S SUAG A P EE 3] AR A1
BAIN ZINEF RSN R F3093 ) A/ BURCAR 25 A 25 3 05 o 70 5 28 S i 441
h, FE ISR AL S A A YRR ] ARF A1 2 2N 1% 4 S 1276 4 S5 1300 3° S ) b3 AN /B
BCAR & & 45 ) 0 o 70 RE L8 S vp L 7E e AR I AL B PSRRI AR N & F 1, 1%
W& FIIEANE 3193 v Rl /B AR 45 & 45 M3 E

[0220]  fEAELe s, 78 ML ER ALY R AL A PR U8 /D A ARFIAR BY 452 A8 A 1 357 1) 3%
K, 1% A, HE G R N— 25 R 3 1) A1 S 1R 2w B DNA 45 25 45 A 1) 4 S 2013, AE A £
F G b R0 BCRE X 1) 1 0 AR B D — B 4 BUm A IC AR 45 G 46 A8 A1 2 4-8 A — T 1)
F /D F 5 o AR FE LGS, IXAE I — B s S B A ) N REEER S AR T AR 45 A 45 1)
S i o AE HEEE S 5, S I SUAK B DR Iy NSRS AR AE A 3113 s b
Ui o AE SR S R, 7E SRR AL R AL S PSRRI ARI A1, A B LAEAN 2311
3 Ui AN/ B AR 25 A A5 A Ui o A SR e S A, 78 R AR e XA A D EE R AR
(FIANEF20 , ZAMNEF27EMNEF 30937 Sty (1 YR/ BURC AR 45 1 25 R ) L3 o 70 e e st
Jit 5, 76 AR AL S S S DEE R ARI N F 1N 1N & F LS 13137 s i) Ui
/B AR 4G A S5 M i

[0221]  7F FE G syt 45 b, 78 AR AL S5 AL A P8 1) — FRARBY B2 AR A4, 2 AR AR 5 4w b5
N—i 485 AEJ S A0 - 1 A R DNALS & 485 A 38 0 S - 203, AELE ANEL KR b 40 B BE X 1 41
A4 2D — 5 B A AR 45 B 45 M I A B 481 A b 43 IR AR I — AR BY 422
AR ) — AN SE AR AR AR T-AR-VT , HoA & 4 71 -3(H B = 4 B F4-8.

[0222]  HLEC S (B EL I S VAT I XA S 2R S A P4 ) RS R 32 A4 (AR) [ TC A4
SE A A i BEAE LU B 1R BCAKR 5 A 25 AR S S SUA B WA B R 400l e 14 i 71
e 1 ) A A BRG] T A 45 5 A I R LA B )2 B NEZN-4176 , H R ] Ak
B4 HAFNTFUS 7,737, 1259 FFAR USEQ 1D NO: 58 . 78 F: b sz jifi | ohr |, #0 [) A\ Mfk R
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BZAK (AR) FRTC AR 45 & 45 M B3 0 S S S-S0 1) A0 51300 3° sm i SO ARIX 45 . 76
SEse s, 28 R AR I S AL S DER B AR AN B LY, 40 T LR AN 3103 5K
AN BRRC AR &5 B S5 M L o 7R R S ) R, 7 R SRR R AL A S T AR S B
F2W LM F 2R RT3 3 Sl Ly A BRI 45 & 45 R L0 o A0 RE L S ]
FE MR AL S AL S ISR FIARFI N & 1N N & T LAESN 13003 Sk L Jig A/ s Ee Ak
S E IR B

[0223]  fEHELLsi i 6 , 78 M FR AL ZAS M I S AL BRI BB AL 7 51 /& 5 SEQ 1D NO: 1-
ST — T2 5 /70% . 75% .80 % .85 % .90 % . 95 % B 100 % F4MKT , WILE1Z & AB M (1) B %
HER I A =1

[0224]  AEFEBCsEiE i, [ LB W) — PRI R TR 2L BN S H R H
128 30 MR ZH AT BB A —AMZIE P71, Z Azt 751 5SEQ 1D NO: -8/
— I % /090 % TLAR , N7 TR AR I AL T BR R B4k - Bl = 1) .

[0225]  fEFELCsLi il , [l LAY — PRI T IR 2L BN S H R H
128 30 &R R ZH A T BB A —AMZE 71, 2% 751 5SEQ 1D NO: -8 /T
—I100% FLAb, WILEFTIR SAB IR 1) TR A% B BL 1 AR T BT DU S o A5 S L STt 9], 76 B4R
BER AL A VI ERZAB I S A% 5 R A& PRI o

[0226] 71 HLLL STy ] b, 76 ML FR AL AR SR T IR FH8.9.10.11,12,13.14, 15,16,
17.18.19.20.21.22.23.24.25.2627 28 298 301~ 2 ) 4% 7 41 il o 78 - LS SE i 51 5 1%
ZEABIRI) TEAZ L HH 20/ IR 2 AZ B AL Al o 72 SR SE S 4o o, i B IR ) SEAZ T ER FH 16
AT R

[0227]  fERELLSiE /IR AL SR I A% B R ) 2 D — MZ AT R e 28 1
(RIAZ AT ) 422 o AE RL LG S v, R AN A 7 () I 420 A I A PR T A% T ) e 42

[0228]  7F FEECSEE G, ZEAB I S T IR 2 /D — M Z B RESAB R . 70 it
S, NSRRI RE2 -0-F A ] (27 -0 (CHo) 2~ 0CHs) o 75 LE ST il
Bl AZ B PEAHE2 -0-CHsBE ]

[0229]  fEHELesiif s, 2 D— AN RABIRII S I AR RS S ] % IR LR
4 = (CH2) n=0-2" M, HHnJB 182 AEFEEL S , 1% IR HEAT —CHo-0-2" My o AE L 5K
JitE 5 h , % AL R4 ~CH (CHa) —0-2" #fr .

[0230]  fEAELLsijEf e, £E LR AL AR I A R 2 D — Mz AR 2B 1%
B AEFEEE ST, X EAB AR IR AT 5 R s

[0231] 7 BL 6 S i 5] o, 75 S FR AR (1) 2R 4B A0 (1Y) 55 4% 1 IR FH S (1) 2B 1 SE A% 1 IR A
i o

[0232]  fERLLCSLE o) , 7RI BRI A A B & W R R LB TR SERZ IR IN 1
[0233]  ZH-AWA T I 23 &V 7%

[0234] WM e X FAZH IR 5255 LRl TS B Y s &, UL & ZH 51
BYCC il & o A A T 250 4 & M0 7 R T 2 bR, SRR (AR T 45 25 1%
PIRPEE B 4E T I &

[0235]  WIFEZJWLE A ) AR 9] B R S AR L BRI — Pl XUAA D, X TE R
XA PRI — P & 1 255 RTS8 (R R I BR AR 2 6 o A5 L BL STt 5, — Fh 252 |
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A2 52 R RE A2 K 9 3l A T 5 R R T K BRI O, AE— AN SE i ] R, 76 e Bk 19 75 72
W R I — R A &) % 234 A W) B4 S0 1) R R S AR R — Pl AL &) —
Py bl 252 IR R o AE SR S 45 vh , % 242 b T B2 IR R TR A 7K o 70 R S i 451
W %R A VDR AE IR BER — Pl s U IR

[0236] AR XA &V FFEATAT 2] L rl #5210 £ G B R ER 1 £h B
AT AR SEAZ L , KL LT R AEME 45 T 2 — P (B4 AN Jage e (it (E 80
) £ E BAEER A B R R R I, a0, AR AR R XA I 2
5 LRI ER VAT 20 LSRRI A I 2 BT s 0 Eh L DL S AR M A ) 1 A T 2
AT I B REAE AR T AN AR 2

[0237]  —FhaT 25 Al BHEAE— PR UL S — i B v AR Y A /ML BN S 1R L
A B PR A R T P T A BRI DT R, DA R M S LA B4

[0238]  fEALLLsjEf e, X LA A VB & Wi — DB HE— Py 2% LT s M BUR B
FEF.

[0239]  HLuL i RBisE

[0240] A% B B HEEL 7 T BT AR TT I RE R 775, B HE 45 T 75 LA (A 1) 08 1) e S 2R B2 AR 1Y
— P A o AE TS T, 12T A ARPH 1 o 7 e S 4 o, %08 R S O A R
FUIRE UM S 5 I T B B e o /S O S 461w, B0 [ A B 2R S AR ) S A A ) B R —
CABMGI B TR 1% SR AT TR FH 10 2 30N 3 I R 4 g E LA — AN L 7
Y %I B HESEQ 1D NO: 121799 F— PRI 2 8.9.10.11.12.13.14.15.16, 17,
1819 BL20/™ T B AZ Bl o 78 28 St 451 v, 308 1) BR324 1) e AL B B il — P
A SEAZ B IR, % LA I S A% E B F 10 B304 E B R 4L B — ANt
B, iZ AL FE B ALFESEQ 1D NO: 12- 1799 F—A o 78 FE U S fif 451 o , 0 1 Ak 2% 32 AR 1
NAMA D OFE— P2 T IR, Z LB IR SEQ 1D NO: 12-179HfF—4>
(R AZ T 22 7 1) 2E 1 o 7 S5 2 St 9 v, 0 ) R OB 2R B2 AR 1) I SUAL B B — PR B T 1) 55
ZH TR X EABUR ST TR H 16N B A A I BB — ML 7 91 i i
FFHIEHSEQ 1D NO:35.39.43.124.150. 1551698 1 7540 it o 75 H- 6 S o, i% e XA
ST LR o A5 S LE ST B ) BECR S2 AR R AL B2 TSTS 560131, 1SIS 569213,
ISIS 569216.ISIS 569221.1S1S569236.ISIS 579671.ISIS 586124,1SIS 583918.,1SIS
584149.1S15584163.ISIS 584269 .85 SIS 584468,

[0241]  BLECT7 it ) 7E BLFR AL 1 TV I 7 RERE I — i pa g 2 AR 1) e AL &) o 1E
B ST AR R 1R AR ARBH 4 o 75 B 8 S 49 1SR A W B e LR | OF SE  JRE
IOt B 1 i o 7 S S 5] v, B ) AR R S AR ) IR U B R — MBI A
GBI ST R 108 30 E R A I B A — N 751, iZ %0 7 5 A
FESEQ ID NO:12-179HfF— A ZE/8.9.10.11.12.13.14.15.16.17.18. 19 BL 20N E 4L
(RIAZ TR AL o 75 Bt 2 S 5] v, 8 1) BEESRER S AR ) OB L FE — MBI 2R 4%
CABNTI FEAZ IR HH L0 R 30 MM FE M AZ B AL I B — AMZIEE 7 91 A0 7 71 A 4
SEQ ID NO:12-179HfF—> o FE R L St o] o , S0 1m) EBER S2 AR I R AL B A ds — Fh e
AR BT R, iZ L AB M SEAZEFBEH SEQ 1D NO: 12-1799 T — AN A% B L 75 F1) ZH 1 o
L LE S e 451 v, 0 [ 2R SR S A B B FE — R B 1 S AL T IR , i AR )
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FZ R H 16 MM E RN Z T A BRI B A — DT A% 085 7P HSEQ 1D NO:
35.39.43.124.150,155. 16981 752 i, . £ H LE S h 1% U P 2 B BE I o 7E SR LY
SE A T, B ] B R AR e A AR TSTS 560131.1STS 569213.1SIS 569216, 1STS
569221.1SIS 569236, 1SIS 579671.1SIS 586124.1SIS 583918.1SIS 584149,1SIS
584163, 1SIS 584269.ELISIS 584468,

[0242] LG5 i B ok 76 JH B 1K) — ol 8 i) Al B 2R S2 AR S SUA A T s — R 25 4
(%) FHIE 250 FH TG ST RBAE o 78 SR LS ST v, i JmiE A ARFH P o 7E B S 5] 1, iR e
e B FURTRE LR U0 S5 B It e I 15 i o 76 SR BB St ] v, 08 e B R A AR S AR A
MAASE — P B % B IR , A SR T IR H 10 B30 M ERN T AR IF A —
GBI T, A 7 5 4ESEQ ID NO:12-179FfF— A E228.9.10.11.12.13,
14.15.16,17-1819 B 20 B2 ) A2 Bl 2k o 75 B e ST 48] v, 80 1) BEESBLER S2AR I I AL &
YAAFE — P B SEAZ IR LB EAZ IR H 10 B30 MERN R B AR IF A —
AMMEIREL T 71, 2 AT B A FESEQ 1D NO: 12-179r 4T —A 78 e st 451 v , 0 ) A 8
RN R S EMARE— AN TR  Z 2B FAZ TR SEQ 1D NO:12-
VTR — AR AR TR 7 B 2 R o A0 R 8 S i 491 408 1) B 2R B2 AR T S XA A M) B — Fob
LA R Z LB TR B 16 E BN T A RO B BA — M 7
T, A FEFIEHSEQ 1D NO:35.39.43.124.150. 155 1698% 1 7520 1%, . 7 55 L6 ST i 451 o
T S A BRI o 7 R S St 9] v S ) R 2R S AR T R XA A A TSTS 560131
ISIS 569213.ISIS 569216, ISIS 569221 .1SIS 569236.1SIS 579671.ISIS 586124.1SIS
583918, 1SIS 584149.ISIS 584163.1SIS 584269.B( SIS 584468,

[0243] A< BH 1 K 8 5 D 46t S6o G0 7 b BT o 1) — P ey N SR 3244 (AR) I R UL B
T R97 — e B 0 & % 83 TR E o6 FH — P B I 22 77 (B ke & 0 5025 4)
BEAT BT A5 HAT Uitk o AE SR B S ) v, BT ad Jg e 2 Bl 91 IR o A8 R S TR 5 vh , Bk
BE R 1% B BOZ B R O T A% E PR & B — R 2 34T
(K677 E A B :MDV3100 . ARN-059 ,0DM-201 . Z, BR R LL 458 . TOKOO 1 . TAK7TO0FTVT464 o 7 4
S S it 491 B A IR 2 AR I R UL B MBS — PR BRI ST R X A BRI 5%
TR HH 10 22 30 452 1) A% 1 1 W I F B — ML 17 91 2% 0 7 1) B 5 SEQ 1D NO:
12-179 9 F— A EA8.9.10.11.12.13.14.15.16. 17,1819 B 20N E L 2 Bl Ak . 764
S S it 491 B A R RS2 AR I R U B V) B — PRI SR T IR X A B S %
TR HH 10 2 30 BB AZ H A BT HAT — MZ B P 51, i % B P A8 F5SEQ 1D NO:
12-17T9H T — A o AEFLEC St ] v, B8 1) Al 2 52 AR 1) S SUAL B AL G — Fh A4S 1) S5 4%
TR, %S BR SEAZ T BRFH SEQ 1D NO: 12-179H AT — AN B I T L 15 71 4 1 o 7 5 16 52 it
i, B2 ) B ECER S2 AR I XA VS — B B MR N SEAZ 1 IR, X AR I S A% R HH
L6 TR ) R A T BB A — AL 7 51 A% 08 P FI FH SEQ 1D NO:35.39.43,
124,150,155 169817520 Jil o 75 5= LL 5Lt 491 71, 12 s SUA A W4 IR AR A0 S LA ST, 45 4
SEQ ID NO: 1% HER[X 18286 3-5593 (4P 1) BL27672-27853 (FMEF1B) P o 7E - LL 5L it
i, BR[| AR A2 L AE IR A e CAAPIAESEQ 1D NO: LI AEAT L B 1 IR X 48 A
7 HAME : 2957-2972.3079-3094,3099-3114.3109-3124.3113-3128.3120-3135.3133-
3148.3224-3239.,3226-3241.3351-3366.3353-3368.3361-3376.3388-3403.3513-3528.
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3517-3532.3519-3534.3641-3656,3735-3750.3764-3779.3768-3783,3798-3813.3799-
3814.3851-3866.3870-3885.3874-3889.,3876-3891 . 3878-3893 . 3884-3899,3886-3901 .
3888-3903.3901-3916.3956-3971.3962-3977.3964-3979.3967-3982.,4019-4034.4038-
4053,4049-4064.4056-4071.4059-4074.4062-4077.4066-4081 ,4070-4085.4101-4116 .
4103-4118.4105-4120.4109-4124,4305-4320.4405-4420.4532-4547.4534-4549,4537-
4552.,4539-4554.,4555-4570.4571-4586.4573-4588.,4578-4593.4597-4612.4632-4647 .
4655-4670.4656-4671.4662-4677.4699-4714.4747-4762.4750-4765.4752-4767 4754~
4769.4755-4770.4769-4784.,4798-4813.4804-4819.4807-4822.4833-4848.,4837-4852.
4839-4854,4865-4880,4868-4883 ,4872-4887,4874-4889,4876-4891.,4887-4902,4889-
4904.,4916-4931.4918-4933.4938-4953.4942-4957.4944-4959,4951-4966 .5050-5065
5052-5067.5054-5069.5056-5071.5060-5075.5061-5076.5062-5077.5133-5148.5141-
5156.5155-5170.5265-5280.5293-5308.5308-5323.5392-5407 . 5448-5463.5469-5484 .
5481-5496,5483-5498,5486-5501 .5488-5503.5494-5509 55521 -5536 . 7 H- L S2Jife 51 1
FE ISR I 1) e A S PSR R AR A B2, Bl 0SEQ ID NO: LI H R [X 15102087 -
102238 (S i +2) B%139551-139834 (4} i F2¢) P o 78 H L 52t 5] b , B[R] ARTE) A1 5 21 75
IER AL S AL B YIAESEQ 1D NO: LIATART LA T A% H B X I N & B : 102155-102170,
102156-102171.139682-139697.139762-139777 . 8% 139782-139797 , £F =L S it {51 1 , 76 1
PRALRY S AL A SR A AR AP 73, I IISEQ ID NO: 1A% H R X 4514484 1-144957 (41
73) . 148380148594 (4h 3b) B 153504-154908 (&b it F-3d) N o 78 - B S i 7] v, B0
6] AR A1 S 31 78 I 3R AR 1 e SUAL B AESEQ 1D NO: LIFHATAAT LA R R R X 4 N 2 T b
() : 144856-144871.144938-144953.148406-148421 ,148443-148458 . 5% 148520-148535 . £F
Fe s b, 76 MR AR R S AL S ER I ARRS N S LA, BIIISEQ ID NO: LK% H BR [X
185594-2767 1827854102086 P - 7F HE L S 51 1 , B[R AR N 5 - LI AE SE B R I SUAk
AWIAESEQ 1D NO: 1ATAT BA R A% H BR [X 35k N A2 HL M) : 5666-5681.6222-6237.6701 -
6716.7543-7558.8471-8486.8638-8653.9464-9479.,10217-10232.,10250-10265.10865—
10880.11197-11212.11855-11870.,13189-13204,13321-13336.13346-13361.16555—
16570.16793-16808.,16968-16983.17206-17221.,18865-18880.29329-29344 ,32290-
32305.33315-33330.39055-39070.40615-40630.42017-42032.56050-56065.58719-
58734.58720-58739.58720-58735.58721-58736.58722-58737.58723-58738.58724
58739.58724-58739.58725-58740.58725-58740.58725-58740.58750-58769.58750—
58765.58751-58766.58752-58767.58753-58768.58754-58769.58755-58770.60902—
60917 6745467469 . 7F F-LE S 5] , 78 bR LI — Bl s AL S WP 4E M AR N H5 -2
BIBNSEQ 1D NO: 1% BE [X 15 102239-1395508% 1 39835144840 P o 71 42 L6 52 it 5] v , 1)
ARIET N & F 210 7E LU 10 e XUAL S AESEQ 1D NO: LFATART A T AZ IR X 45 N A2 EL AT
114874-114889.115272-115287.115365-115380. 3% 13497 1-134986 . £ K- s fifi (5] v, i% ¢
NAAE D BRI o A5 S ST 5], S8 ) R S AR ) e AL A DA TSTS 560131, 1STS
569213.1SIS 569216.1S1S569221.1SIS 569236.1SIS 579671.1SIS 586124 .1SIS
583918.1S1S584149.1SIS 584163.1SIS 584269 B ISIS 584468,

[0244]  %f FH— PP EARI 25 57) (Gl antk &V AT IR IT A P B i A e T
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B B AR KB 07 T AS A SRS B A 23 9 BRI B 8 3 B 283 (1 e iE R
FE T ) B HERE O A8 453 X012 24 551 2L A 58 /D o 197 Pk S S e o i R, IS BB 2 i S R
B 26575 3 HAS H 2825 70 3- T 1697 « A A% B :MDV3100 . ARN-059 ., 0DM—201 . Z. FREH]
EE 72 . TOKOO 1\ TAK700 MIVTA64 1) — i 24y 77| B A3 Fu 14 1 1l 51 B e 1) — > 32 2 m] A, 491
W, AN B AN R 2R SRR SE ITR 25 ) AR R 1 R P R AR — A i
A 5D g R B RLPE o 14, X — Rk H :MDV3100ARN-059, 0DM=201 , Z, B R LL 5 %
TOKO01 . TAK700FIVTA64 1 4t Ak iE 2= 71 2 A P 1 B B &) e vl A0 a0 1 (AT Z e , 8 H
ZZFIBATIR T AHZ AT F R O AE IR AR AR S B8 L Bt Je 77 T 34 N o A5 L L S 461 v, o)
— ik H :MDV3100,ARN-059,0DM—-201 . Z, FRRA LL 45 % . TOKOO1 . TAK700 FIVT46 41 Ju ki &=
FELA B HT 20 IR n] B HE R B AT RS S AT IR TT AT BRSNS
SEMEYE PR, 3F ELAE I AR B 8 L B0 f O T AN Rk D o 38 T S 49 0 B — Fiia I T 32 w3
o BT 370 R R D5 V25 5 % R0 B e e — Rk 5 MDV3 100, ARN-059 . 0DM-201 . Z. B Rl Lk 45 4%
TOKOO1 . TAK700FIVTA64 1 Hi HESCR I A A Bk Z Az SR B A iz
FIRTHT Z1 R I B2 4 7 Q048 I Pk i B8 1) N RESER 324 (AR) A2 +-31 3
vy LR/ BOEC AR 25 A 45 A Ui ) — PR OUE D T SR S — PR IT 32 il
o R 370 R P D5 V2% 5 % R0 B e X — Ak 5 MDV3 100, ARN-059 . 0DM-201 . Z, B2kl Lk 45 1%
TOKOO 1 TAK7O00FNVTA64 1 4t KR 7 2 A Bk % 07 VA4 [ 4 25 A B2 W A B B id
PO I AT 51 R 10 52 303 45 T WIAE L BT 1 4 ) N 524 (AR) AR -31 3
vy b3 A/ BTG AR 25 A 485 RSB B ) — Bl A B W o A5 HE S S 45 rh , 0 — g
MDV3100,ARN-059.,0DM-201 . Z, FRRA Lt 45 4% . TOKO0O 1 TAK7O0FIVTA6 4470 Lk i 2 77 A $i Pk
) BT 51 B 40 Al e T8 — FRAR B J AR 4R 1L 45 K AR

[0245] 2<% B L8 7 T 16 V6 97 8 B2 R0 2 B 1 AR B — RO, otz R B
AR IAE O K e AR AT FH— P HUBER R 71 (e S #HAT G T A HLE, 1%
J7 12 ] BTk B35 25 T AR L BT IR () 4 1) N R 52 A (AR) 1) I UL B o 75 EL S il
B, ik 3 R IR AN B B EH ORISR T I B BT & U — Mg AT G
7 BIHHE : MDV3100 ARN-059 ,0DM-201  Z, FiZRAT LE 457 % . TOKOO 1, TAK700 FIVT464 o 7F - LL 5L i
i, B ) B ECER B2 AR I XA A M EFE — B B R N SEAZ 1 IR, X B I S A% B2 HH
10 30ME R IZ H A O A — MEEE P 71, Z A% P 54 FESEQ 1D NO: 12-179+
=M EA8.9.10.11.12.13.14, 15,1617 18,19 BL 204N L2 [ R Bl Ik o £ 5 46 S i 451]
w0 [ i B S AR S AL B R MBI SEAZ IR , 12 2B SEAZ R HH 10
230N RN R I A — NI 7 i B AR SEQ 1D NO: 12-179H 4 F:
AN AEIEEL S 5] T, BB 5] RRECER S AR SO S P EE— PRSI AR TR 1% 218
WA SR % R SEQ 1D NO: 12-179 9 A — AN AR B I 7 51 2H 1l o 75 it 226 St 451 o, 48 )
BER AR S S A W B — A ) SEA% B IR 2B I S A% R HH 161 TE 32010 %
HH NI B A —MEIEE 75, %0 7 71 - SEQ 1D NO:35.39.43.124,150,155.169
B 1 THZH B o 7E RS S ] 5 1% A B W) BRI o 7 i St 5w, 8L ) B 2R S AR 1)
RALE)ZTSIS 560131,1SIS 569213.1S1S569216.ISIS 569221.1SIS 569236.1SIS
579671.1SIS 586124.1S1S583918.1SIS 584149.1SIS 584163.ISIS 584269 .8 ISIS
584468,
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[0246] LK J& AEAR AT X F— PP AT BV 97 B U Al B IR e PR 25
AP HTF B (CRPO) o R, 78— Se STyt b , R — i iz 77 (B anMDv3100) B A4t
PRI HT 51 e 20 i 5 A B 2 R T M7, I LA B I ) FHERS O R4S Az il ) 2 A
/U] 87 P B AR A o 451 60 , MDV 31 00 ] i i A1 41 il 12 S 3 v 1 i 1) e 2 e A A BROG 3, 1
Rt 255 10 (RO R RS 5 24 1 S 20 Al AR A Ui P A SIS, b S it 25 SR ] B 1) 95

(02471 % B B8 T T XS £ I B A ) — 288 1) g 2 S AR 1) e SUAR & 1) T il
— M B 3& XA A TR YT R ) — N R R E % R R O AR A —
PUHERCER R (S EZGY) AT VG B Suith o 78 T LL ST v , 0 0E 22 Wl 21 s o 78
FELLSERE R, TR B RN R Z AR TBZEE N EE LR T HIEA LT
BRI — P25 AT VAT B B : MDV3100 ARN-059 ,0DM—201 . Z, B3 bt 45 7% . TOKOO 1
TAKTO00FIVT464 o ££ 58 SC it 451, 38 ) M 2 52 AR 1) s AL & VA 4s — R B0 22 %
Bg %A B ST BR FH 10 B 30N M AR T I B — MZIEE 7 51 %A% 7
A FESEQ ID NO: 12-179H fF—AMEEA8.9.10.11.12.13.14.15.16.17.18.19. 8204
RS AZIRIL o 70 R S g vp , B ) S R AR 1 S U A B A — R BT R AL
BRI A ST BR FH 10 B 30N M AR B I B — MZIEE 7 91 A% 7
FIALFESEQ 1D NO: 12-179H AT —A o 75 L LL ST 9] b, 418 1) B8R 52 A 1) e S & Y B
— PR FEAZ T IR A LB AL BRI SEQ 1D NO: 12-179H - — AN LTI 7 71
R0 AE R LS5 1, B [ RS R S AR B R LA M ASE — M AR SEZ TR, 2412
TR ) SR AZ T IR FH 16N TR 42 (W A% 1 A B HLB A — IR P 81 2% i 2E 7 31 B SEQ 1D
N0:35.39.43.124,150. 155, 1698 1 7520 B, 75 FELE ST 1 , 1% ) AL G108 BREERY o AEHE
S S it 49 S0 e R R AR S AL A A TSTS 560131, 1STS 569213.1S1S 569216,
ISIS 569221.ISIS 569236, ISIS 579671.1SIS 586124, 1SIS 583918.ISIS 584149.1SIS
584163.ISIS 584269.ELISIS 584468,

[0248] [ ZRE X

[0249]  MDV3100tFx B 24 & ik (Xtandi™) , 7 HLIUPACEFR A& 4- (3- -3~ R/ H
B IRIE) -5, 5 R4S A -2 BRACIK I it -1 - J5) —2— 38 —N— PP R DR R I g, o — BB
AR AR & A ), JE T XT3 7R 1 2 05 58 20 P9 196 DR 21 1 A 3 2= 52 AR 40 ol 57
MDV3100 24 LA R :

[0250]

s

[0251]  MDV3100MI7E LA 38 A F T 5L SE 111 9 A0 — 75 55 2 oA IR IR e 38 3R 32 A
AR TR E LR 57,709,517 K E LR HEAFFUS 20100172975 F13E [F L F|H
EAFFZUS 20100210665 , 47 Him il 5] FH A4 B 45 A 70

[0252]  ARN-509:
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] s F
[0253] N‘_«O {
)\@ NH
- J
(XI1)

[0254]  HARXTTHAL & W)t B NARN-5093F HLIUPACK B /24— (T- (6-F 3L -5- =/ F
) MEwE-3-45) -6, 8- AR5, T- R IR [3. 4] -5 ) —2-F-N-FF BN e fi , e — A
T 2R S AR AR &5 5 P 71 o ARN-509 FIAE b $2 (15 138 A FH7E S L8 52 i 451 v 119 55 4 (1) 8k
ZAZ AR F)HE AR TW0 2007126765.W0 2008119015815 [ 4 R i A 52013/
0116258, 1 H il 5| A H AN R4 A E k.

[0255]  Z BRI ELAF I

[0256]  HAXXITIRI L& WAL FR N 4 BRFT L 45 e AIZY TIGA®, I+ H TUPACKFR &
[ (3S,8R,9S,10R,13S,14S) -10, 13-~ F3E-17- (3-HkHEHR) -2,3,4,7,8,9,11,12,14,15—+
S-1H-3R% [a] FE-3-3L] 2 BR 3, & — PR AW & 59+ H R A LR A

~

[0257]

(XIID)

[0258] 7, & Bl Bb 45 T8 1O 45 F A& B R 3R FPotter® A, Journal of Medicinal
Chemistry (Z5¥ib 2 E)) (38 (13) ,2463-71,1995) b W Hilid 51 FHUL AN RS &
ek,

[0259] Galeterone:

[0260]  H A XXIVIIL AP ATOK-001 FGaleterone, 3 H IUPACAL FR A& (3S, 10R,
13S) —17- (1H-2E3f: [d]wkme-1-38) -10, 13-~ FF }:-2,3,4,7,8,9,10,11,12,13,14, 15—
H-1H-30)% [a] FE-3-1, B LR
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[0261]

HO g (XIV)
[0262]  TOK—001f) 45+ Fl-5 A THandrattaZs A (Journal of Medicinal Chemistry
(522 35)) (2005) ,48 (8) ,2972-84,2005) v, i HoE 1t 5| FHLL H A E N 5 45 & 78
I
[0263]  Orteronel:
[0264]  ELAT KXVIKAL A B R A TAK=T00 RIOr terone | , I HLTUPAC &4 FK 26— [7 (S) 2
-6, T-E -BH-MEIE I [1, 2—c] WKM7 —J ] -N-FR L 25 -2 - FR SR Jrie 4t S L 2 — PPEES R A
WA A3 B A LR R

N>

N

[0265]

Ho xv)
[0266]  TAK-700 %58 Fl-& ik T-KakuZE A ,Bioorganic and Medicinal Chemistry
CEENNZEYE)) (19 (21) ,6383-99,2011) H1,
[0267]  Yin%E A, (Int.J.Mol.Sci. (KEPR4 2R ED) 14 (7) :13958-13978,2013) i+
w7 AT LEAGUERT D IRIE ) 25 B 25997 1A FE0DM-21 ,VT464 . ARN509 ., TAK700 F1TOK-001
RS Sliweid 2
[0268]  HLSLoH A FIH ATk
[0269]  7EHELL S o) b , WA FELE L TR FIAL S — R 88 — 2570 5 — Rk 2 Fi e — 2
FIBEAT I 45T AR RELL STRE G b, W S B8 2GRSk iR T SR IL B 16 55— 2RI AH R 1Y
PI0  FENG  BORE o 7E SR SE ST L BT h SR ARk IR TT S ETIA I B — A HIA
I 7 B 1 BRI IEE o 75 R S8 St 491 v, e vk — P S — 29 RISk VA 97 — P 3R 25 R A Ay
A BIE o A L ST o, 4 58 2 R % S — AT A T ORI T ZE — AR
AA BRI I A o AERL S St 9] o, vk 28 58 2 RIRIG I T AE ML I 1 — BB 22 Fh 245 4)
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HEMRIAR BRI ANEH AL LG, 1 58 =240 58 — 250t AT L4 7 L™ A
— AN ERR AT, K 5 A 5 2 AT e 4 T R A A R E
FH o 75 SR BE S 51 o, 1% 55— RN 5 24 7RI e 45 1 o VR P Lk dn SROKE X B8 2 7 4 A R
SRS T IS BN T BIIB AR B &5 ) AR = .

[0270]  fE ALl s b, B A AR R0 —FhE 2 P AL A B A 5 — FIE 2 PRI
FANBAT LA 45 T AR S o] b, 4 A8 LR L (1) — Fh Bl 2 Pk S W) B & P A — FhEk
% PP R FAEAS R I ) 3R AT 45 2 o 70 SR S Sl foil o, B 7 SRR L[ — FhE 2 P b &
VB A ) AN — Pl B 22 Pl A J 25 TR A B — TR 1) ot o — S 1) % o A R S St 461, B A U
PEBLR —FhEk 2 ik S B G WA — PPERL 22 PRI 2 7 43 - AT 1l 4% o 75 L AL S it
| eh, — Fh R 7% A MDV3100 . ARN-059 . 0DM—-201 - Fi] B 457/ . TOK0O 1 . TAK700 FlIVT464

[0271] AR B f) J5E 8 T e o 5 — B b A i 2 70U 2 A 1) S 78 Ik BT O 1 — A g A S
FRAM (AR B e XACE W F i o AE AR S 6 b, 628 @ & AR VR T A e ) f 3
() — P ik R BAE TR YT R RE R — PR 254000 i1 o o 72 SR LS ST L i E R 1R ) - H
FUMR I FLIR I  OP S | BRI BB e - AR S AR o B R A 5 AR B R R,
s BB i (MDV3100) ARN-059.,0DM-201 . Z FR R L4 J% .Galeterone (TOKOO1) |
orteronel (TAK700) AIVT464 (Z WYinZE A ) o

[0272]  HELGT5 B P K Q0 AE BT IA I — PR ) N HEBCER S2 48 (AR) I R AL & A —
PR ) (B —Fh ik 17 : MDV3100,ARN-059 ,0DM-201 - Fif kb 45 8 . TOKOO 1 . TAK700 F11
VT464 1 55 AR KA A .

[0273]  fEELL S, G AE BT IR 1) — PR ) BR324 (AR) IR AL A AT — Rl
T 25 57 (44— b (9 :MDV3100 . ARN—059 ,ODM—201 B b 45 18 . TOK0O 1 . TAK700 FIVT46 4]
5 ARBUBE ) BIXEE— PP A T30 40 e AR R BB / BRI e o AE R sk
T AG 1, A RERE A ]« HIFU R LA B0 SR 5 IO B 15 i o 7 D LS ST A v, i E
ST R FI R o A5 S L S, 12 A L o 5 L S, A0 e BT IR 1 — R )
ARI 5 SUAR A WA — P e 2R 57 (il — ik :MDV3100,ARN-059 . 0DM—-201 . B EL 5 72
TOKOO 1 TAK7O0FIVTA464 (%) 55 A3 E 71 20 A i 1R] LA e 240 e () AR K Bl 35 o A7 — 2
S, % e 4 B A R ., R R B E B R A AEA R 2Lt
i Hh 120 24 2 Wi 2 e 0 P, LR — Fhade B :MDV3100 . ARN-059 ., 0DM—-201 - Fi Lt 47 %
TOK001 TAK700FIVT464) 55 A HUE I H A HUIEE AR A H B A M o 78 55 28 50 it 51
w0 [ i B S AR S AL B R MBI SEAZ IR , 12 2B SEAZ R HH 10
230N RN R I A — NI 7 i B AR SEQ 1D NO: 12-179H 4 F:
— AR ED8.9.10.11.12.13.14.15.16.17 18,19 B 201> 7 42 i) A2 Bl L o A8 - 6 S i 451
w0 [ i R SR S A B YRR MBI SEAZ IR , 12 2B SEAZ R HH 10
230N EEI L H BT A — MZEE P 51 2% 083 7 81 A4 SEQ 1D NO: 12-179 4+
AN AEFE LS ] T, B 5] RERCER S AR RO S P EE— PRSI AR TR 1% 218
WA SEZ EH R SEQ 1D NO: 12-179 9 A — AN AR B I 7 51 2H ol o 75 i 226 St 451 v, 482 ) e
B AR R A S YASE— PRI 2R 2 2B ) A% T R HH 161 1E 31 1%
HHRMIF HBA—AMZIE T 5, %A% W7 71 SEQ 1D NO:35.39.43.124,150,155,169
Y 175 2H B o 75 L e S it 451 v, 80 [ R S S AR S XA B TSTS 560131, 1STS 569213,
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ISTS 569216, ISIS 569221.ISTS 569236.1STS 579671.ISIS 586124.1STS 583918, ISIS
584149, 1STS 584163.ISIS 584269.BKISTS 584468.

[0274] 3 SEHE B B8 J2 — R EE 1a) N 3 A4 (AR) {9 S5e SUAL & PR — b B A KX T
K] =55 5 2, W B BRARS 75 (Bl AIMDV3100) FYZH & o 72— B SHE Bl , — Fb =55 2 2 R
e S A (AR) L — AR AXVIFAL &9 -

N

Wi

Rl % R
§ ‘ .
% N T

(XVI)
[0276]  HhXik B N4, iZ4H =7 P A2 al, Horpwik B8 N4, iZ 4 B OFINRSZH A
HARSE H N4, iz HH, B R R, IF B

[0277]

&
.
N

O
[0278]  H.rpDJ&SELO HEZNDL0 H G e 75 A L 2 BRI e 2 Bl 28 BRI 75 22 5 BD A& S
B0 HE-G— S A& C1-CAfIR g be 2k
[0279]  HrpRIMIRZ—EAFES N BCE ARk I+ FF Hdk B N 2 W e ks 2 BRI b
HE (AR AT ES) DA S CRE AT TR F2 (1) B — D) P Joe S B8 B A e ks e [ 2 ol »
[0280]  HR33EH NAL, iS4l H L R AR &l 2 L. CL-Cake 5 3L P BE L i
ROBEA L =P R JUE IS R ORI U P SR B A L P A A 3t L LB R
| P R 2 A | P TR I L A PR IR S 1 R R R L R MR L | DA AT IR M B R R A R
B UL B T L L P I AR C L —Ce o i B M R L B EAR M) A R e O (L
RO s R L R B A i 2 R )
[0281]  HhRAME B T4, 1% HH AT % TUZH i - & i 3% be B A ARbe 5, 9 HL
[0282]  HHHR3AN e FR A G ik FR L m — P R L R
[0283]  R5A[ LA A&

[0284]
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[0285] L e syt 45 o, — b 1) e SR B2 A (AR) 1 UL & A —Fi B XV —
75 42 P B IR ARSI 751 (451 a0MDV 3100) ()3 A — P2 S FH T 41030 A7 51) B 40 o A R B
FEAN/BIG ST 1 B B o A T L SET A b, — PR m AR e A A A — B A XV —
75 41 £ A IR AR 751) (51 MDV 3 100) 255 B (5] LA A7 i iy 271 i s 400 M ) A A BRI o 7 —
W St 5 v L 1 B R A S 22 AP o AR AN R R SERE B 12210 B AR e 0 i — b L
A RXVIY =55 2 2 W BEIRARFTI A 75, 451 aOMDV 3 100 H A 40 1k o 28 FE L8 S 51 v , 1% Rl 71 e
A BB 25 A0 1 T 27 o 4 B S 3R R ARBY 422 A0 4 i i A AR o 78 FE B8 St 491 v, nAE Ut
FIT 3 (4] 2 1] ARER) S SUA B )R s — i gl 2= 75 FH T o (R 23 S B0 e e 25 7 35X 7
AT I BB IT o AE LS5, 1K Y P25 R TG 1 Ry — i e ) = A& 7. A
HoAh S B , H5 31X PR ZG IR N FRI A 3R 4012 23, SR 5 m R LRI i) B0 s . (it
FrHb) B

[0286]  7EHLLCSLf ], 5 53— PhPuMER R 7 (B — Pk B :MDV3100,ARN-059 ,0DM-
201 BT EL 4772 TOKOO L TAK7TO0MIVT4641%) 55 —ARBTIEER M) 46, A F T 400 51 271 i 40 JHe
/B2 F T T 2 R 4 B AR R SO TR I S AL A P 1) N SR S AR A B 311 3
g LA/ BTG AR &5 A G5 R 10 o 75 BE L S 9 v, 75 REBR AR — U AL A P [ A
1E SRR AR MG F 1 AN B2 AMNEF3 N &1 BN S T2

[0287]  £FJEBC LTt 5] , AE A AL — Bh S A S P88 1] — S ARBY AR 4K , iZARBY #2748
A 08 D BN S 485 A6 3 (1) A1 S 1 DA B2 SRR DNALE & 45 IR IR 0 S - 2 R0 3, AH AN AT 45 2l 4
BHEIX AR F AR 2 D —F0 4 B AS FL AR 45 A 45 s A0 i F-4-8 [ 2 /D — 8 4 . IARBY
BRI — A S2 A FE R AR T-AR-V7 , iZAR-VT A5 4 B 1-3{H B/ 4k B F4-8. L 2KAR
BIREARAA K] by A2 A , 440, AR3VAR4VAR4b AR5 DL ARG (43Rl /&SEQ ID NO:4-8) . 7F
FELL ST A b, 1 A0 5 B AN R AT DAt 2 B R ) D Se SRR AR B AR AR B i A KCAR
FEHAR I SE T 5] 5 1200 20 I g 48 M ek — Bhide 5 :MDV3100,ARN-059 . 0DM—201 . fif b 47 T
TOKOO1 TAK7O00 MIVTA6 41 HLHERER 2 ZH Pk AE R L se b, 5 — Mk A -
MDV3100.ARN-059 ,0DM—201 . ] kb 45 4% . TOKOO 1  TAK700 FIVT46 4 (1) F0 k184 25 75 20 4, #E [ AR
(R 403037 o b3 A/ B A4 25 5 A8 SR B Ui ) — b S AR W R % 41 1 T 271 i
4 H (B HE 2 Fu a2 RS 40 i) 1 A A B B, FEA R B LG S5 A R 3% B MDV3100,
ARN-059,0DM-201 i Lk 4778 - TOKOO 1 TAK700 FIVT464 ) i kit 25 72 A 10— Bl e XA A9
(% AL A 80 18] ICAK 45 & 45 M3, W A EZN-4176 , 80 ) 4h 1435 % B FUS 7,737,
1259 FTIRIISEQ 1D NO:58) [ HII 2 B 5 K o 7E FE 2L L ol v , WIAE LL BT IR 1 — P e XA
A PAIIE E :MDV3100ARN-059.,0DM=201 . Bi] LE 7% - TOKOO 1 . TAK700 FIVT 464 1) 470 K 38 2% 77
(1) 20 A5 7501 51T 20 e 4 . (O a2 A P i ) e 200 ) 10 A K BB Tl > 5% LAk
A ph B %1% B :MDV3100 . ARN-059 ,0DM—201 . J] kb 45 7% . TOK0O 1 , TAK7 00 FIVT 464 (%) i 1
WO AR MAR L, 3 T — AN BRE (9 oK T A 48 FH o BRI, 78RR L8 s s v, 2920 A AT
FHBT , 1% 5 XALS )R /B35 B :MDV3100 ,ARN-059 . 0DM—-201 . Fi] Lk 45 8 . TOK0O 1 TAK700 A1l
VT464 1) Ju sz 7 AT — F BN 3 10 & 7] 2D Tz U A P M B 1 B :MDV3100,
ARN=059,0DM-201 B EL 45 % - TOKOO 1 . TAK7 00 FIVT 464 ) F0 A3 22 771) B T — 22 Ak 21 AiT 771
YR A o A A T A 1) P S 80K S B 7 B A B B

[0288] ¢ e sz gl v, 55— Fhik [ :MDV3100,ARN-059 ,0DM-201 . i Eb 45 18 . TOKOO 1
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TAK7TO0MIVTA6 4 P HER ER T2 & , 72 b (i FH T 5l 20 e 4 B A / B 25 A PR AT 371
e A B A K BB 1 — PR AL A D S ) — ANARBY B2 AR 4K i ARBY 2 A8 Ak B AT T RE 4
DNAZE & 45 #0380, (B A BT DB VERC AR &5 & 5 M3k o RLFR A , 70 Lo S g v , — b e LA A&
Y] B A — AN ARBY 2 AR AR, 1% ARBY 1248 (0 45 S ANy 45 F 3 A0 o7 1 B AN B B D —
IHBETR 43 LA F S AL DNALS &5 45 My 0 40 S 23 [ BEAN B2 /b — AN DhREBR 43, (B AN 35 4
PR ECEE X [ A1 0 41 2 /b — AN DB BR 4 B AS FC AR 45 & 45 M 41 B 7481 2 2D —
AN INBETR D  AELLTE & T W AEBE R AL A b B AP B 1 -3 i e SUAL A P S ) 1Y) i 2
ARBYH28 (I8 AL 8 2R F — AN R 2 X B A B F4- 8RR IR S B 1 — N B Th e & 4 o 78
W T B R AT S EUNR AR B T DNAGS & ThBE I R A7 B T AR 45 & Th e AR B H 48
A o AF FE LG S AR, T P B R LT DA 2 AU R PL5E RIS ARBY 2 A 1Ak i 4
AR 7 FELE 5L 9 5 1R 20 IR 40 6 1 5 - MDV3100,ARN-059 . 0DM—201 . ] bb 5 e
TOKOO1 ., TAK700 RIVT464 4T A ZR 712 25 S Ju MR o 7 B L8 S 491 b , A e (1 — i
SACEVIEE R ARFI AN B 1, AN BF DR /N 3003w BN/ B AR 4 & 45 i3
T o AE FE RS h , 76 SR BRI — B S SULE A 8 1) A e B BT O ARF A0 2 F 1AM T
2R3 VAT FLEN S 2.

[0289] ¢ HLe S5 1, 5 —Fhidk [ :MDV3100 . ARN-059 . ODM—201 . F] bt %2 8 . TOK0O 1 .
TAKTOOAIVT464 ) Fi bR AL &, B0 5] B AT DhBE VEDNAZS & 45 A8k, (A BoA T e Itk il 44
S A I — AN ARBY AR AR — PR AL A YD Be % FH W0 51 R T 40 i (B0 25 A PR Al
F1) i 40 ) () AR KBS S, R PR 5 AHE 3% H :MDV3100,ARN-059,0DM-201 . Fi Lt 45
JETOKOO1 TAK700FIVTA64 (1) HrkfE i 2k 72 & 10— Fh s LA G2 AL A P 4 i) e A4
454 S8, BIINEZN-4176 , F R [a) A4 B 4FF X R T-US 7,737, 125 Firik (¥ SEQ 1D NO:
58) [ 1 il 4 i B K o £E L e St 45 v, — Bl X A& P& H :MDV3100,ARN-059 ., 0DM-
201 Bl L7 2 TOKOO 1 TAK7 00 IV T 464 1) ki 2% 77 20 A 72 F i 5 51 e 40 g, (9 2
EUPERT B BRI A ) B AR KB A T 10 , 5% A W) SR B U R R SR A L
PRAL T — AN B A (KT R 18 A o DRI, A8 R st ) vp , 2 28 A4 R 1% U
WA/ B H :MDV3100 . ARN-059.0DM-201 ] LE 47 . TOKOO 1 TAK700 FIVT46 41 Fri kg 2= 711
HAT — 3 B 3 1 & 1] D T XA A B B I 2 ) SR AT — 3 Dk B 2 i
A B A A B T A U SRR B 7R A R &

[0290]  7¢ s gl b , 5 — Fhik [ :MDV3100,ARN-059 ,0DM-201 . i Et 45 18 . TOKOO 1
TAK7O0FIVTA64 (1) i kR 2R I & » A5 AR AR F T 400t 1l 71 Ji s 4 B A/ B0 25 A i M i 271
e A AR A BRI B 1) — il e A A D B 8 AR A R AR AT T (1) — /N AR BY 422738 4 1 3 11
FIE L AR FE AR AR AT 5 G RN 45 A A0 i 1 1 DL S GRS DNALS & 5 M3 ) 40 82 F1 3,
FASED, 455 9 s 507 5 B XKD 0 S -4 28 2D — 0 43 B A G AR 25 5 45 A 38 ) 40 S 74 -8 T A
— M E D FR G AR FELE ST, IR A MR OSSP EE ) N REECR S AR I AR 45 A
SERE IS i o AERL L S R, IS I SUAL B WD EE [A) N RIS S AR A 310 3 v i
FERE LGSR, 7RI AER — PR XA PDEE I ARI AN B F LN, AN B LR AESN 3
(13 v byl A1/ BORCAR &5 & S M) i

[0291]  fERELL S b, 34 1 I7E M BT I B — Fh R ) N RERCER 24K (AR) 1 e LAY
FH—FPI& H :MDV3 100 ARN-059.,0DM-201 [ Eb 78 . TOKOO 1 TAK700 FVTA6 4 1) 47 i i3 2= 71l
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A, bz XA AR —F RN FEZ TR, ZE&B M FZTRE102301
HERR T ARSI BA — N T AR T A FESEQ 1D NO: 12- 17994 — A1)
F/08.9.10.11.12.13.14.15.16. 171819, BL 20N 42 () R Mg Ik o F - sz it 5] oy, {3t
T PR R AR 524K (AR) I AL S AT — Pk 5 :MDV3100, ARN-059,0DM-201 Fif L
FEIE . TOKOO 1 TAK700FNVT464 [ Fi g 2= FIM 4 &, Hp iz e XA P B HE— P21 1)
BT  ZEBMN F T IR H 10 230 E B T H O B A — ML 77, %%
Bl P P HESEQ 1D NO: 12-179H A — A o AE TR ST vhr , S {1 — Bhl ja) NHERCR 2
14 (AR) ) XA —Fhid [ :MDV3100 . ARN—-059 ,ODM—201 . ja] b 45 8 . TOK0O 1 . TAK700 F11
VT464 P ER R A &, iz R A EFE— P 1 A% R  iZ LB 55
WZEEZEHSEQ 1D NO:12-179H T — MR AZTIE J7 2 il o 7ERE LS i o v, 2 it 1 — Pt
] N HECER 5248 (AR) B9 I XA A A0 — P B A SUXT Y = 55 2% 20 3 B R AR i 57 (451 4
MDV3100) 2 &, HorhiZ e AL A VB HE— M B i % 5 1 2L B0 0 3% 5 IR H
L6 EZ T A I BB A — M7 51 A% 087 FIEH SEQ 1D NO:35.39.43,
124,150,155, 16981 7520 it 7 HE L L g vp , FR Ak 1 — Bl e NHERCER 5248 (AR) 1) = X
AP —Fh B XTI =55 5 4 W BEIRARF 1157 (41 a0MDV3100) K405, Ferh iz 88 a)
BRI R UAE YR 1SIS560131.1SIS 569213, 1SIS 569216.1SIS 569221.1SIS
569236, 1S1S579671. SIS 586124.1SIS 583918, 1SS 584149.1SIS 584163, 1S1S584269,
BLISIS 584468,

[0292] St (9 S BP0 K — Fh A0 Wi 2 Jlfee 40 B AR A B B 50 5 i 7 VA LR AT 1%
1 AR e 40 B 2 A — o 808 [y A BB 2K 524 (AR) 1O I LA A P A — B 5 :MDV3100 . ARN-
059 .0DM-201 i kb 45 7% . TOKOO 1 . TAK 700 FTVT 464 [ 470 A 38k 25 771 o A8 - e St 4] v L % e YAk
AW —Fhi% E :MDV3100.ARN-059,0DM—20 1 . ] bE 45 78 . TOKOO 1 . TAK7 OO FIVT 464 ) $i ke 8k
TR B P IR DA 2% 10 50 M e 240 P %) AR A SO B o £ — SR S A6 5 % 0 A e 40 P
FHAFUMERT o FEAS R S E A8 5 1200 51 A 4 B J8 Ak % — Bk B < MDV3100 ARN-059., 0DM-
201 BAT LG RF 2 . TOKOO 1 TAK700 IV T464 [ kIR 2= 71 2 A Hu e i & 25 AP e i) o AR 3L Ll s
i A5 R 5 2% 0 2 e A4 L 2 B M 2 e A P P e RIS AR B 4 Ak Ik A AR

[0293] £ Fi ik Kt 491 AT — AN R e g o, 5 — BT XV =55 3 20 N B iR AR
#1571 (B aIMDV3100) 24, FH-T 30161 81 51 i des 20 AR K Bl B 1) Sse AL A P mT 88 (i) A
B ARMI AT 3103 I U/ BURCAR 45 A 45 M3 sk (1) B DIREPEDNAZS & 45
380, AR B DhRe VEBC AR 45 6 45 M 30 — N ARBY 4228 4 s 1/ BRE 6 (1) B A4 AR A
T —ANARBT AR AR & [ R IE , 12 ARBY 452738 44 A0 4% Gy A Nit 445 1) 3811 0 S 1L DA R i
DNAZE A 25 W31 A0 52 F03 , AHASCLF8 G s 50 B BE (X 1 A1 w411 22 20— B8 4 B At Fie A
SEE A AN A48 AT — AN D4 s SR A IR S U E AR A T %
T P51, A% IS 7 51 DA TR 3RAR S I SEQ 1D NO:194-215H fF — N i

[0294] A
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SEQID o

194 GAGAACCATCCTCACC

195 GGACCAGGTAGCCTGT

196 CCCCTGGACTCAGATG

197 GCACAAGGAGTGGGAC

198 GCTGTGAAGAGAGTGT

199 TTTGACACAAGTGGGA

200 GTGACACCCAGAAGCT

201 CATCCCTGCTTCATAA

s T‘GGGGAGAACC?TCCTCACCCTG

- TCCAGGACCAGgTAGCCTGTGGG
(0295 204 | TGTTCCCCTGGACTCAGATGCTCC

s 'TGGGGCACAAGgAGTGGGACGCA

206 TTC‘GGCTGTGAJEGAGAGTGTGCC

017 CGCTTTTGACA%AAGTGGGACTG

208 CATAGTGACAC(T:‘CAGAAGCTTCA

209 | GAGTCATCCCTGCTTCATAACATT

210 CTGTGAAGAGAGTG

211 TGTGAAGAGAGT

212 TTGACACAAGTGGG

213 TGACACAAGTGG

214 TGACACCCAGAAGC

215 GACACCCAGAAG

[0296]  FE R IA Lt ] P AT — AR FEEL Ty i, AT 0 % 3 :MDV3100 \ARN-059 , ODM-
201 B L7 W TOKOO L« TAK7O0FIVTA64 (1) $ri e 2= 75 H A B 1 140w 70 e 40 M 1) A K i 38
A s SUAL A P mT SR ) () N IEBCER 2 AR A B 3103 o T I A/ BRC AR 45 & 45 M3 1
B (11) HAT DhREPEDNALS & 45 W3, AR AN AT DhRE PEBC AR 25 & 45 M I — S ARBY 4228 44
HI/BRAERS (1) BEAR AT KARFIU R () — D ARBY AR ] (1) K15 , iZARDT 2 AR B FE 4w AN
Uiy 25 R A1 32~ 1 DA K G hEDNALS & 45 B S A0 i - 20 3 AH AN 0,958 9 ) e 50 X ) 1 Y
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FAM 2 /D — 0 BSR4 & 45 I 7 B 48— 2 D —88 4 3 (G 1) $ ]
LA U ) B 20 e 20 R ) AR R B B ) AR L — P ) IO AR 45 A S I R UL
) (BIANEZN-4176) B8 K s 540 2, 1K 28 2 SUAL S AN B 00 S AR BAE 7 51, iZ A% 24 7 71
FHSEQ 1D NO:194-215 (US 7,737, 12591 ##3AHSEQ ID NO:2-9.49-50.52-53.55-56. LA %
86-93 (WAL 5| FHZEA) » FF HAERAF L) AT — k.

[0297]  HEALT5 & X FH A0 7E I Bt () — P ) AR 524 (AR) 1 e UL R 6B YT
LR 1) 7 92 RR 4 ot 2L g 400 M A K B B 1 T ¥ o AR R e S 4 i IS R A AR
R — N A BB SR PR AR R T M B R B 32 4 (BR) B PE AR KA
P T MR S 2B 52 A (PR) B PR AR AN T 22 B BHer2/neu [ PE o 76 B 28 L 4 v
12 7L B L e 200 A TR 3 A T o

[0298]  HLue sk (9 E B e — PG YT 32 5 B LRI 1) 07 V2 O AR AN S A 4
T — Pl ] N BB B2 AR (AR) 1 S SUAL A » B BB Sl ES B9 K — RhiR T 52l 1 IR
FE 0 515 %7 1RG5 ) AT LI 1) 52 3 I % 32 a3 45 T — Pl e N HE R 24k
(AR) IR SUAL B s NI I 71252 38 140 7L B o S S S e A9 At o) — A 7 o 2L M e 400 L 1)
A KB T I 77 %% 5 2% 07 V2 A 12 L e 4 B A — P ) AR 24K (AR) 1) e LAk
G o HE LG S A T B AN ] A FU R B SR LR e RV [ A2 T TR AR AR ) — Fh
15 ZTTIEARE S S AUNIE , I M2 3 45 T — FhER [ AARRY R SULE 4, Hodr i
S SAAANEZSZ R E T IARR IS .

[0299]  7E L Ee s ol o , 1% L B LIRS 40 B LA DL R R R I — AN B A R
SEARBAPE AR KA T B 2% MBS 3244 (BR) BRI AR K AS T ME S8 = L 221 32 44 (PR)
B AR A T 22 Bl BicHe 2/ neuB] M o 75 S S8 ST w5 12 LR T BCTL IR 41 L /2 ER
PR. BA S HER2 = FH 1 ) FIARPH 124 f) (ER—.PR—HER2-.AR+) o £E 3 B sz i 451 v , 12 37, i Jee B
3968 £ 2 EREF PR G ATARBH PE R (BR—AR+) o 76 3L B8 S it 4] v , 1% 3L M e o L M e 40 B A2 R
BH P B FNARFH P (ER+.AR+)

[0300] 7 Jt e S it 451 o, 12 L M e B N e 200 R o TSI 93 A 1) o O 43 A 1 LR e o 2
“SRATERT BRI EO N A R IAER PR ECHER2SZAK , 3 FLAA (1] AS S22 i) 2 AR 2k
(1) o 75 HE LG St 451 1, — PRI - ) LR e B LR e A ML 2 ER W PR B S HER2 = B MR 1 A
ARBH P ) (ER—PR-HER2—\AR+) o £F L S jfi 451] o, — oo T 2 43 1) 27 M B30 L e 40 2
ERIGIPE ) FIARBH PR [#) (ER—AR+) o £E R LSt 451 o1, — T 2R 43l (%) L e B i e 40 s
T B0 A0 J o £ SR S it 181 v, — A T 4 P L o B e 40 P o LR ) — P 3
P RE BN A M o £E RS St 8] b, — PR TR A R FU R A TT A DU R SR A — AN ER
ZA KB WG TR T JURE /I 20 i 5 BH e SR 2% KIRTIRAZ L 291 200 4% s b L A/ 8%
3 WARTURE AR 58 A Tl v 40 B BT (R A T o ) 5)

[0301] 7 Bl Syt 451 o, 12 LM i B3 7L M e 40 B & — FRER [T PR (1) FHAR BH P (7] (ER—AR+)
a3 ~F TR 43 1 ) LR i BT R 40 . o AE 228 T7 10 , — FRERII PR AIARFH P 7] (ER-.AR+) 43
TR G P 27 B 5 7L oA 4 JH ] gk — 20 2 PRIH P PRI 1% HER2 [ 4  BRHER2BH P
[0302]  FLJ A AT i A i 4 2 2 BOR A TR A AR T80k 32 4 (B ER VPR BXHER2) &
BH PRSI P 1T o 1 1, 24 /20T 1 % 1 241 2 B 6T e 8 25 RN 2R B 3R S AR M A% e £, I ELAR B3 4
FKI¥IASCOFICAPHE P » HER2I¥) Fo 1 4H 234k 2 e 1 S 7R 0 LS B 265 1 B PEAF 3 BA ST 1.8
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[FIFTSHEL (HER2EE K5 5 5 e ARk 1 745 5) W), 4 222 1 LR AR T U R “ = [
(ER-.PR-.HER2-) . Meyer,P.% A ,PLoS ONE KA LRI E HiELEE)) 7 (5) 138361
(2012)) .

[0303]  7ERLLL STy ] , 7E AR AL B — Bh F T30 97 FL MR e B0 ) 2L e 400 e L 1) A B
TETE I I XA A PDEE R ARFI AN B F LN IZ AN B F LR TEAN B33 b B R/ B EeA S &
SERII F i o AE LS SRR P L AR AR R — P SO A VD EE I AR AR T LA, 5 SEQ
ID NO: 1 R R X 1, 2863-5593 (4P . F1) B 27672-27853 (M F1B) N o 7F - 6 52 i 141
W, FE ISR (L R R AR S0 B LI — P LA API7ESEQ ID NO: TR AEART DA S R 1 IR [X Ik
P 2 HL A £ 3353-3368.3361-3376.3519-3534.3735-3750, 3768-3783.,3798-3813.3799-
3814.3851-3866.3870-3885.,3874-3889,3888-3903.4047-4062.4062-4077.4109-4124 .
4534-4549,4537-4552.4555-4570.4571-4586 . 4573-4588 ,4578-4593 ,4655-4670.4750-
4765.4752-4767.4833-4848.,4837-4852,4839-4854,4865-4880, 487 2-4887 . 48744889 .
4876-4891.4916-4931.4918-4933.5052-5067.5054-5069.5060-5075.5061-5076.506 1 -
5076.5062-5077.5155-5170.5265-5280.5293-5308.5392-5407 .5448-5463.5483-5498 ,
5486-5501 B 5494-5509.

[0304]  £FJEBeSLyf 451 v, AE AR LT — Bl S AL S ER IR AR A 228 15 0722
FEAME 3003 S b Ui A/ BB AR &5 & 45 A B0 0 o A6 R A S 5 v L A B R A — A
V6T FL M BT ) L 20 B 1 AR R B TR ) S XA A DR 1R AR A0 8- 2 1 , 451 2
SEQ 1D NO:1f#ZHER X 38102087-102238 (4} ik F-2) 8139551139834 (FME.F2¢) W EH:
e St 45, AE I LR SR R AR A0 200 — iU U B AESEQ 1D NO: LI AR R #%
HFEEIX I 2 FAME : 102155-10217085102156-107171 .

[0305]  7ERLLLTy [ , 76 b FRAL ) — i T 97 2R i A i) 2L e 4 B 1 A R B B 1)
A EVIEEIM AR N & LN N & FLRAESN B 31103 I b I /B AA 45 6 45 1) 4
() b3 o A5 22 28 SE T 51 v, 78 G AR AR K — B0 e SUAL & PSR 1R AR N & LA, Bl A SEQ 1D
NO: 1R R X 4805594 -2767 1 B 27854102086 P o 71 HELE J5 [ , 75 b2 AL 1) 41 ] ARTET N 25
FLE— e A S PIAESEQ 1D NO: LHJAFAT LA T 4% H R IX 58N 42 H.4MK) : 5666-5681
6701-6716.7543-7558.,8471-8486.8638-8653.9464-9479.10865-10880.11197-11212,
11855-11870.13189-13204.13321-13336.13346-13361.16793-16808.16968-16983.
17206-17221.18865-18880.32290-32305.33315-33330.39055-39070.40615-40630.
42017-42032.56050-56065.58719-58734.58720-58735.58721-58736.58722-58737 .
58723-58738.58725-58740.58750-58765.58751-58766.58752-58767.58753-58768
58754-58769. B, 58755-58770.

[0306]  FERTIA SLHE ] A AT — N STy i, B TV6 97 70 B ) 2L 40 B ) A K
BCIEBE IR S A A PSR 1) N HEBCER S2AR I AP 8310 3 v R/ BROBC AR 45 & 25 38 |
Ui o AE SR ST, 7E B FR AL RS (CFREASER T80 13 A BRI 2 AR 1 4 53
(13" g b Y FN / BRC AR 25 A 25 W 3 ) B 00 ) IS ) RT3 o7 L s B o) 7L e A4 ) A
BRCHGTE , A S LG — il ) BC AR &5 5 5 AR S ) e SAR B (BB BB ZN-4176) 1) il 4 J 5
K 552, IR B e XAEMA BA 0T BRI 7 51, i %0805 7 I SEQ 1D NO:194-
215 (UST7,737, 1259 438 HSEQ ID NO:2-9.49-50.52-53.55-56, LA }286-93 (It 4bid it 5| A
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255 5 IF HAERAT ) FAT— AN

[0307]  Jx XALEY)

[0308] FEEMGWAFEARNRTEZTR.EZET . EZTRAUY . EZTBRENY .
RSAMAD IR CFRZ AT VA e siRNA . —FPSE AL A4 mT L — AN SEAR LB  “I SC7 11
BB IHIL AR A AT HHRZ IR ZAL -

[0309]  fEIELCSERf 5], — BSOS H AT B — M 751, {5 3 i 1A
U SN AL IR T 51 A4 B B A A — AR R ER I BB AT X B B Al AT A o A S L
AP, — MR X FZH R EA N —MEE 75, M B3 RS, 1%
TS 7 37 60,455 P 888 ] P — AN SEARAZ IR (1) BEAR X B ) R 1) T AN T 571 6

[0310]  7F L Ee sty o) o, — Fh i LA EAERE IR 10-304 W 507 o 71 3 8 S e 451 o
— P AL A AR S R 125 30N B4 o £E RL B8 SR ], — Pl LA A IAE K -
FE1 2R 22 BT o AE SRR L SRt h , — e XA IFER B B2 145 30 W 547 o FE L LY
SEHEA] T, — B s A AR K bR 1458 204N E SR AT o £ FE RS St v, — iR U B )
FERSE L2 1530 A7 o £E FEEL S 5 o, — P LA AR L2 155 201N 5
B o AE FEBE S h , — s AL B AE K B AR 165 30V FLAT o 78 FESb S 5 vpr , — Fof
RSAEAERSE TR 16220 54T o AE R L S s vp , — P AL B AEKE 1T
230NV BRAT o 7EREEE SR, — PR A IDAEACE A2 1738 20N 7 AT o 5 L LE S il
B, — R A S IAE K B R 18 F 304NV BAAT o 76 JLLL St 9 o, — i s AL A AE K
FE P2 185 21N LAY o AERLEE LR, — P e SUAL SR B 18 20 A7 o £F
SRS E A, — il A S IAE K R 205 304N BT o AT U L 2K R ARSI 4y
AAE M 128 30 W A 14 B 30TE B /N E JAL L 142 20/ E 54 L 152 30 MF 5.
B 1582204 547 L 16 230K 547 1622 20030 B A7 L 17 2304V 53457 17 22 201 B
B7 S 18Z 30N FEAT | 185 204 A7 I8 A 214N 347 « 20 82 304N ME LAy B 1 232 224N T 42
(1) BT o AF L SR, — s AL B AR B E R 1A T BAV o £E R L8 S fai v, —
Pl A PITEAK B2 16N B o AF FE S ST ) vp , — Bl AL A K E B2 174
MV ERAT o 7E FE L S, — PR S B AR B E R 18N T R o £F L8 S 5] v, — o
RAMADAEAE B 20 WA o AR H A SEREB %R LA /2858012550, 13 %8
30.13%50.14%30.14%50. 15530, 15550, 16 930,16 850,174 30, 17450, 18522, 18 %
24.18%230. 18550, 19522, 194230 19550 B 20 5= 30 H2 10 V. BT o 70 26 M 2 s i 451
X e AA A K FJ28.9.10.11.12.13.14,15.16,17.18,19,20.21.22.23.24,
25.26.27.28.29.30.31.32.33.34.35.36.37.38.39.40.41.42.43.44.45.46 ,47.48.49 .
50.51.52.53.54.55.56.57.58.59.60.61.62.63.64.65.66.67.68.69.70.71.72.73.74.
7576777879 B8O EHEI W LA, BLHH PA - AB AT FIAN By i SRS Fl o 75— L S 441
W %R AV — PR AT IR , 9 X ST 21 W SR A 2 A% IR -

[0311] 7 RS St ] vpr , S ST AZ T 1 7] DA A 46 0 I BRI o 91 2, I BA NG A iy (57

D) (BT ACHNS R (37 AR MR S VBT o B ] — PR R S AR R BRI — Fh 4
B RE 1 S AL A AT MOz AL S5 AR st g A S0 B, BCRT B A kB, AT A
I XAA PO 3 AR v B T AN S B A o m] B Ak, B Mg (0 A% 1 ] B8 28 12 e AL B 0L
A, AN, FENS RimMMER T —NZE LA Rimfibg T — MZE R — MR A .
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[0312] 4 — B —[ FAMG A AFAE T — PO S A B 5 1% 575 A A7
AN Tz A EYIHIS B Ui o 24 0N BICSE 24 U SRR BB A A7 AE IS, BT 0 4 IE 5347
AT LAAR BEAH AR, 40, 721915 Rim (57 B BRAT AR R (37 8 1) 80 1 PR /N M1 5347
[ A B eR o AT B AR MK, BT 0 S 55457 T 53 4 1% s A A A » 9 T, 7E 1157 AR o
BN T — AT LA S E] 3 AR i T AN K — R A
[0313] A AI R IG INE k2> — Bl S & W (B n— P ORI R FIARRE, Fl/ BTN
TR RIS 1] AN T ¥ R o 0 41, TWoo L 1558 A (Proc.Natl. Acad. Sci.USA ({32 H [ R 2B
B TII)) 89:7305-7309,1992) , /E— AN SP RNy B AL o A AE KR 13- 25 MZ IR ) —
RIS B E % Hok 5 — AN EEARRNA VI & (1) B8 773047 T o S0 iX 28 Je OTE I 1 IR
() A i b ELAT 8B 1AM OB L 0 76 K B B 25 N L I I U B IR B 6 5| i 40
mRNAR R e )8 U8 = 5AE SR B R R R B AL BN R FE) o SR ALh b , SE4%
R DI EEAE A 13RI R LT IR (B A 1 B3NSR L) L 31
[0314]  GautschiZE A (J.Natl.CancerInst. (ERIMFEEZED) 93:463-471,20014E3 H)
WEA T Hbel-2mRNAEL A5 100 % H 44 A 5bel-xLmRNA LA SAMEEC ) — D B R D>
bel-2HTbe | -xLF & [ A 7 FTA Py R IB B RE 770 BEAh , XA SEAZ T BAE R 1 9 73R4 Py 3t
PR v PE
[0315]  MaherfiDolnick (Nuc.Acid.Res. ((IZBRHFFT)) 16:3341-3358,1988) /E— M
LA ML E 2 P — R R 1A A IS e TR AZ AT B DA B — AN FH 3% 28 AR R
SR BRI TR A B = AN 5 51K R 28 R4 2N AT ik S5 S BEAZ A B o) e 45 i A DHFR
(RIFH R B AT BEAT 1 K o 3% = AN 1AM RIS I SCSE A% T IR Hh B A B R A 4100 ot 38 12 ORS
B 5 IX 28842 M Z I S IR AZE R AH B A2 SR AT K
[0316]  JEub fz S AKA Wy AL
[0317] RS SLi g v, e XA A WA LIS 2REC 7 22 HF I e Ak A A5 G S 8547 DA )
KRG J A P THRE M A5 2 18G5 ) U0 % P S 38 0 ) X BE AR AZ IR 1) 45 6 25 A1 77 BION 4
1 P AZ BRI P A ) P 12k
[0318] Bk A R AL AP ML A A5 38 /D — AN AR X330, DA T 389N i 0 A2 IR iy 4
R DL A 360 PR 40 P S B BN ) R B AR AR BR (1) 45 - 21 R0 77 S A/ B I 4 3 P o —
A IR AA I — A58 XTI 5 o) — AN BRI e 1, 491 4 78 4 A A R P VDl
RNase HIJJEY), iZRNase HEJE|—RNA: DNAXUEEAA [T RNARE .
[0319]  Je SEPER] GRS K T3 iz I LA A4 (B a0, A% TR 5 — PRI BRI 2428
FIEATHLAE], He P iZ 248 B n S BUE RN o 78 HE B S ] v, 2 3045 A2 R 1 = A0/ B35 P
B R o AR LS ST P, 2SR R 1 A B PR ek D o AR BE L S ) oh % A A
VIR 22 1% PR L IR 5 5 5 B AR 1 B B it o A0 RS ST P 12 I AL B W) 228 22 1% 40
PRI ERAS 2 T BEAR AL R P i o 72 FE L I S S A1) v, 52 3R AR IR A8 (1) R LA A P
FEAE (5 38 3 BUK SCE PRI VY o 75 S Lo STt 91 o, HA B A A 2 05 iy Buass = (1) 4k 242 A
1) ) AL AP0 ) 38 TR A — AN B2 WL - 7E SR B8 s i b, e Uk B it 2 T — 4
RIS T/ B3 e 3 SR [ B PR WL A1) R A TR o IR I, 78 SR TR 10 S5 SUAL A A 52 HARHL AR R
il o
[0320]  Jo SCALAIELFE A SZPR i) RNase HAM ST 5 S RNATHLH] (R FRTSCI #% I . K
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(A BZPR ) siRNA | ssRNAFImi croRNAALH) 5 A A28 T3 i g MLl o S 2l e AL &l id
R — AR SEH LA/ BE R AL AE

[0321] RNase H/T SR X

[0322]  fRALuLsiigfoleh , i SIS PE 2 /DI T-RNase HATEEARRNAR) F£ fif . RNase HiE
— PO EIRNA : DNAXUEE 14 (1) RNABE (1) 40 9 VDA% BRI o A5 403800 91 “DNARE” (1) R 85 e A&
W51 K AL S4B I RNase  HiiG T4 o DAL , 3 REDNABDNAREAZ 1 2 /b — 33 1) e Ak
AV B RNase H, SEGZEEARZ RN I E] o AE T2 s i 5 b, A FiRNase  HI¥) sz XA &4
AFE—NEE NEBITRIZ AT AL S, IR A B R D — AN XA 1-8
NEABURAZ AT 78 FL LG IR ST b iZ AR I AZ A S FFRNase  Hy P o 78 52 L8 5 it
B, GnAE G BT G 5 BRI AL B B 1 4 o A8 B8 B 2R S 49 v 2 B DR R B 43
FEDNARZ AT o 71 3 L6 b 2 St 451 v, A0 144 (1) 3 L1 A FRDNAREAZ 1 o 78 L L8 I S St ] o
P28k LA R 1 AL FEDNARZ 7 FIDNAREAZ AT

[0323]  HL A7k M4 7 1 HE 28 e AL AP AL R A I R AL B 1 o AE SR DR, Y 36
X 3 A7 T AR X 3 1], 1% P 3B X 38 H AT S FFRNase HED#I 2 MZ IR, /MR X I8 2 A
TEAL 2 BN T PR X S I A 1) 22 A AR o 78 LA Bl 443 e (1) R ST AZ BRIV 175 100
i X B 78 W VI R U A, i BLIX B RE LB A% 1 o 76 3 L 5L it
e, B A4 25 X380 EH A R A AS [R] 0 DX IR PR Rl 8 40 IR SR 2Rk X 43 o T X430 1 A 1Y
A5 DX I PR R 43 1) 2R T A A S St 491 b P LS B-D— A R A L B-D- M S A% 2 B M
(A% GXRE2 —ASMHAAZ A Al 452 -MOEFI2  —0-CHa%5:%5) | DL M XM HHE I %8 (X
FE DU RS 1 I 1% 1 r] A FE A 52 2 R £ R B LY) A1 FE LS5 v, 1% 4 38 () 1%
A AL 8 T AR B35 2 A0 4% 49 12” —MOE LA Az XUER R 5 40 (491 152 2 R i) 2, L B
LNA) o 7E R 2L S o v, 38 ] A0 HE 5 T A I 1) R0 R 2 AB 05 I B 350 0 o 71 SR8 S it 4] o, 3L
AIALHE2 -MOERZ T - AR HE S 53 (160 52 2R £ A% B BUNAAZ ) DA A2’ - IR A8 A% 1 I
AFAE .

[0324]  FpANAS[RI A X 380 AT A48 G — BB 75 AR AR LB B OB 9o B - 1 -3 L
WA N X-Y-77, Horp XV AR B KT, VAR OB, i 27 AR B K
JE X7 A2 AT ARG — I ARAR ) BRSE B BB 79 o AE RS ST, X7 AT Y AT AR —
NREAN2 -PRERZAT Y ] EFE2 - AL AT - AR FH R, R X-Y-27 1 — ANk
P HA N A A, DT sk O )67 B R AR %S - A3 B A~ Rk, /Ei%5 -E A
B BOZB O LS - B2 A AZEN NI HIR LRI B ) S &) AT —Fha]
HA—AE AR 7 A8 FE L SERE 5 o, X7 R 77 & A R 5 78 A ST 1), S AT A
(1) o FEFEEE S 5 o, “Y” 28 5 16N Z M AL o X Y S BUZ AT L& 1.2.3.4.5.6.7.8,9.10,
11.12.13.14.,15.16.,17.18.19.20.25.,308% ¥ £ MZ P AE—A S

[0325]  fEHLLECSLE ol , B A — PSR AR IR I R U B BRA — A 7,
HAiZ5 0 H6.7.8.9.10.11.12.13.14. 15 5L 1 64 E I AZ T 4 AL

[0326]  FERLECSLt I, 1% R LFEZH R A A WL TR RAFTR I — DM () -
B o= () o= B) = A) = D) g~ W) v B) v ) x= B) y= (D) -

[0327] Hr,

[0328]  fEANABST M — A2 R
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[0329]  FEANBA ST Ml — DN XORAZ T 5
[0330]  AEANJAT A — A2 -BURHI T — AN IR
[0331]  FADRE—2 AL
[0332]  mZR0-4;nSE0-2;prE0-2; r/E0-2; tAE0-2; viE0-2; Wit 0—4; xSE0-2; yJE0-2;5 220
4;gre6-14;
[0333] L&A
[0334]  m.n.PL ferd B — A0,
[0335]  wAllyH 2/ D— A R0,
[0336]  m.n.p.r PRt A AT MM 255, 9F H
[0337]  v.w.x.y. FlzH S A2 M2E5,
[0338] RNAIfLEW
[0339]  fEALLLsjfild, ik AL AW T HERNAML &4 (RNAT) , AL HE XUBERNAL 54 (1
FRANFE B TPERNAEL s 1RNA) B FREERNA T AL G4 (s sRNA) o« 2L A9 % /D 343 1l 3 RTSC
T AE A, DL AR AN/ BB & — AN EEAR A R (R, B0 45 T/ NRNA /Bl /SRNA- AR AL S 40)
FERELC S, e AL AP HE T TS, 1 LA R A AT e 1) 3 T I SATL o
[0340]  i.ssRNAGLEW
[0341] 7 JE e Syt 451 o, A5 TS L T3 A FHAE B BERNAT AL A4 (ssRNA) [ R LA B
AFE—DNEBIMIIS A iy o 7L LL R, 1%57 R B HE— NG A R0 B IR I 0
43 o AERL LG ST 1] 1, I SIS R AB A 1) Tl 1 T A 2o 1 (9 xR i/ D B B A ok, AHEE TR
AR S ~TEIRER I S) - 7E L s2 (9 , Ih2R5 -~ R umiz B %5 — S - fae . ha
LABUGIS — R I A% H AEAE ARSI 4 21, 4 4EW0,/2011/139702+H .
[0342]  7EHELLSiE B, —FissRNALA IS 1 R AT 1c:
Tf—'A M3 BXl
1y s
R 1,
[0343] (I) G
T
IIe
[0344]  Hrh,
[0345]  TuA—F Al RIEB RS B S BEE 5 5
[0346]  Tosg— AN EA I T HIL B VNELBNZ S RANA WIRI A% R L A
[0347]  AHALL TNz —:

= /’}’S., "3 } ¥ ey \’}\\ o
O Q™ s Y0 .
<

[0348] -~\ {\}M TR z/ “““ e
(03491 QuAIQe %% 1 BT A H L B 56\ Ci-Colidik  BRARIK) Ci—Cot ik . 1 ~Cofe A8  BRAR K €1 -
Cof LA o Colls 2 LA ComCof 2  ComColb e HRARA Co-Colf BEBRN (Rs) (R

[0350]  Q3#20.S.N (Rs) BiC (Re) (R7) ;

[0351] 4 Ra RaRs ReFIRI 7 b S H. Cr—Cokir 5 « BUAR ) C1—Col 8 Cr—Co fi A 2

[0352]  M3f0+S\NR1a~C (Ri5) (R16) \C R1s) (Ri6) C (Ri7) (Rig) <C (Ris) =C (Rir) OC (Ris) (Rie) B

M
A
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0C R15) (Bx2) ;

[0353]  Rusf&H.Ci—Ceftdi BRI Ci—Colie ik  C1—Colir I  BRAR K C1—Colie 28 3 L Co—Co i3
EARI Co—Coffii 22 . Co—Colh S B HR AR Ca—Colht I 5

[0354]  RisRis-RizAlIRis % H A7 HEH . X 2 L Ci—Colia Bk BRI Ci—Coledk L Ci—Colo S 5
HUAR A Ci—Ce kot 2 3  Co—Co i - BUARH Co—Colii 2 « Co—Col I B HUA R ) Co—Coloh 3

[0355]  Bxuse— N ZERHR L H 43 5

[0356] B WIRBxoAFAE , I ABxo s — A F AT 73, HF HBxuAgH 5 %  Ci—Celn i  HX
IR C1—Celie i\ C1—Cole 28 A - AR C1—Ce bt 2 s . Co—Colfis 22  HUA K Co—Coffis 22 | Co—Cobt B
B Co—Cobfe 32

[0357]  Ju\Js<Je Al Jz0% H AR A7 H i 25\ C1—Cebit 2 U Cr—Co it AL « C1—Co e 28, 22 « B
ARAT Cr—Co it 28I  Co—Colfid < BUAC R Co—Colii 3 . Co—Co R JE B BN AR ) Co—Corbe A

[0358] B Ju5 JsB R —F TR — AN, Hoh B e (0 46 M1 2R 3N ) — BRI A, 4
TIREFEAIE HO0.SNRig C (R20) (R21) ~C (R20) =C R21) ~C[=C R20) R21) 1FIC(=0) ,FH J5.Js
A1J7 S5 H PR % AT ) 3R L Ci—Cele &2 BRI Ci—Cee s« Ci—Ceo 280 42 UK G-
Colt A  Co—Coffs 2t « HUA R Co—Colfii 5 - Co—Coloht S Bl HUAR K Co—Co e 3 5

[0359]  BEARig\Roo MR SR ST A& H C1—Ceie i  BRARKI Ci—Cefit 2 . C1—Colie 28 225 L BUARIRI Ci—
Colt S  Co—Coffs 2t  HUA R Co—Colfii 5 - Co—Coloh S Bl HUAR K Co—Co e 3 5

[0360]  GJZH.OH. X ZEK0-[C Re) Ro) Jn—[ (C=0)uX1]j-Z;

[0361]  FEANRYFIR B ST IR H 15 2 L C1—Colyr 3 BUERAR ) C1—Co it 2 5

[0362]  Xi/&0.SEEN 1) ;

[0363]  ZJEH. X %  C1—Cefit i « HUAR K C1—Co itk  Co—Co i B2 - HUARIH Co—Co i 2 L Co—Cofft 2
HUAR I Co-Col FETRN (B2) (Ea)

[0364]  Fy EoMlIEs s [ Jha7 b e H. Ci—Colse S B HUAC A Ci—Co it it ;

[0365] niEM1FEZ)6;

[0366] mAZ0EK1;

[0367]  jiZ0EL1;

[0368]  REANEUAR I ZEH G — A2 AT Mg (R 37 (1) BRI , 16 e BRAR S Ak 7 i |

<G 2 .0J1N (J1) (J2) «=NJ1.SJ1.N3.CN.OC (=X2) J1.0C (=X2) N (J1) (J2) FIC(=X2)N(J1) (J2) ;

[0369]  Xo#Z0.SHKN]3;

[0370] AN Ju Jo R Tl 7 b & HER Ci—Coie 5 5

[0371] 4 1R, WZA & i BN (B2) (B3) 53 H.

[0372] o BFid 52 AL AW HE NS 404N B4R B A7, FF HL ] 2258 B — AN EEFR A R 1
Z b= b

[0373]  ZEHRELL S v, Ma 20 CH=CH. OCH2B%0C (H) (Bx2) o £F J %6 SZfifi 5] 1 , M3 S2 0.

[0374]  AEIREECSLIE H 5 Jas Jo Jo M1 7285 H e Ho £E R LE ST 1, J45 Js B o — F TR
Mo

[0375]  FERLsesjEf b, ARG L2 —:
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[0376] ' )

[0377]  Hih,
[0378]  QuAIQ2 % F AL HESEH. b 2  C1—Cobt 25  BUAR ) Cr—Ce it 2k « C1—Cobt S FE BCHAR )
C1—Ce 5t S 3 o AE FEEE S P, QU Qo 8% H S Ho AE SR BB S HE R h , QuANQe 5% B A 7 Ml SE HEl 1
AL LS B, QuUAIQe 2N, I H QuQerh b — N Z&F . CHa B 0CHz .
[0379]  FERLLesLjEsHh, T A LA 2

Ry
[0380] Rb‘———F:’—E

R.
[0381] i,
[0382]  RaAMRcE [ JH A7 HE A OR 37 I B2 2 B AR 3P IR IR EE | C1—Cobt 22 BRI Cr—Cobit 2
C1—Cer S 2  EARIK Cr—Co ot 280 B AR 37 B R R BRI 2 5 s 9
[0383]  Rus20BKS . 7KL S H , Ro 20, 3 H Ra AR5 H A 37 #1 & 0CHs - OCH2CH3 B CH
(CHs) 2
[0384] 7 B 46z 5 7, G4 i 25 - OCHs OCH2F . OCHF2 . OCF3,OCH2CHs . O (CHz) 2F . OCH2CHF2
OCH2CF3,0CH2—CH=CHz.,0 (CHz) 2=—0CHs 0 (CHz2) 2—SCHs,0 (CHz) 2—0CF3.0 (CHz2) 3-N (R10) (R11) ~0
(CHz2) 2~ON (R10) (R11) O (CHz) 20 (CH2) 2N (R10) (R11) ~OCH2C (=0) -N (R10) (R11) <OCH2C (=0) -N
(R12) — (CH2) 2~N (R10) (R11) B%0 (CH2) 2—N (R12) —C (=NR13) [N R10) (R11) ], H:H ' R1o-Ri1RiaFR13 %%
) b ST R HER C1—Cobe 2 o 75 R L8 St 451, G/ i 25  OCHs  OCF3 » OCH2CHs  OCH2CF3 . OCHa—CH
=CH2.0 (CHz) 2—0CH3 .0 (CHz) 2—0 (CHz2) 2—N (CH3) 2. OCH2C (=0) -N (H) CH3.0CH2C (=0) -N (H) -
(CH2) 2-N (CHs) 2B%0CH2-N (H) —C (=NH) NHz o 78 3 L8 SE Tl 41 1 , G2 F L OCH3 B0 (CHz) 2~0CHs o £ 3
S 5, G420 (CHe) 2~0CHs
[0385]  FERLLLsjEfih,i%5 iz R A e:

C{§P;)}1

HO = O_ Bx
[0386] |

(l)G
T,
Ile

[0387]  fEHEECSL 5, e XA EH) (L FEH 0 T s sSRNAFK HRLE) 58 DL — AN 58 S48
BRSPS — A SR BR B X2 HE— AN Bl 22 A ST ) A 0 50 49 A/ BOR
SRR AR YRR 43 o RS 7 ] A0 4 AL it 18 BB i Hp AT — AN A/ B A 2 R A 1
[0388] 7 Bt B St 9] L 1% S AR BR AL HE B A G — FAS A ) — AN DI H LA o AE S
W6 b ST 1 5 DX I R AZ AR A 1] B RNAREEAZ AT o 78 SR8 S 1] vh 5 12 [X 35k )
BN A2 -FIEH AERLE S o i XIS N 2 — 2 -OMei% 1 o 1L 28
SR 1% X IR RN Z A R N2 -MOERZ 1 o 75 FE LS SR L iZ DX A % A —
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AN CEUZ AT o 7R T LS, i XS B A D LNARZ o 7R R L STt 9 L 45—
19 DX S A4 1% FEAZ AT BRI A TR B S A | 430 o 70 SR SE S 5] vh , 122 DX She) i 1 1 4 A Y
AN LR o

[0389] 75 JEBE STt 151, S A% 1 IR0 45 A8 B I RHB A () — AN B 2 A X, Horh iz i 1 A
A — RS I R A H AT 58 — S8 B A I () % 5 TR 2 R A8 B o 7 R e S i
B, PSSR AZ A B R RNAREAZ 1 o AR FEEE S ), IR B A I H : 27 -OMe 2 -
F\2" -MOELNA DA J2 cEt o 7E FE e S 5] 7 , 1 B2 5 AB A A2 27 —F 12 —OMe o IX A 1) [X 3502
TR B AT AR AN [F] M A A A% B BRI AZ B T T .

[0390] 7 Bt 6 S ] vhr , 58 B IS AT 1) 28 B 1) DX SR A SN R AL (B iR 2
(AB) Ay, HHP AR B A E— RPN AZ 8, BB A 5 R AZ 1 x
5120, I Hys2081) o /L SK Tt ] b, 228 B e vh | — A B 2 A8 8 X s il — A
TSI BN IZH a0, TR R T A FRATART DL A 2 7 R AR — B A X
[0391]  AABBAA;

[0392]  ABBABB;

[0393]  AABAAB;

[0394]  ABBABAABB;

[0395]  ABABAA;

[0396]  AABABAB;

[0397]  ABABAA;

[0398]  ABBAABBABABAA;

[0399]  BABBAABBABABAA; B,

[0400]  ABABBAABBABABAA;

[0401]  Hp AR S —RAZE , I B 5 R AR AR S Le s 5, ARIB - H 18
H2 -F.2 —O0Me.BNA. FIIMOE.

[0402]  fEIEBesLyf o), B X DB &IPSR RIS B FEL BN IniZ
Bt BRI TeB I Teft AR L,

[0403] 7 Bt S g5l v, S5 A% 1 B A 4G LAY 2-2-3 28 3 1 IX 40 o 3 B 1) IX 3k A0 458 DA T 2
e

[0404] = (A) 2= (B) x= (A) 2= (O) y— (A) 3~

[0405] i A S — KRB AR 1 5

[0406]  BFICZ HAZAGA R T-ARIAZ A, SR BAICH] B A7 55 48 b AH IR BAS A (1) 42475 5

[0407]  xFlly & M1E 15,

[0408]  7F HELLSLyf 51 1, A — 2" —OMe B A I AZ A o 75 L8 St 451, BRICHT &2 -Ff&
MR AZ AT o AEFELE S, A — A2 —OMeABA I AZ AT, FF HBFICHS &2 —FIEIRI A%
[0409]  FEIELGSL B, SR H A LI R

[0410] 5 —(Q) — (AB) xAy— (D) -

[0411]  Hrh,

[0412] Q2 — BT BRI 2 Wi o AR L s o, 2 — N R A U TeBk
[Tef %
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[0413] AR SE—RAM BB ZA

[0414] B2 58 SRR BABMRI %A s

[0415]  DELMBMHIIIZT , A H AR5 A R A2 Ik, 5y &0, FE-A X DY
AT S BANE , 3 B Ry &1, IR DIRAS U 06 20 -5 AAN ] o A8 FE L St 451, DANIF] TA
FIBFIH o

[0416]  X/S&5-15;

[0417]  Y208k1;

[0418]  7)%0-4.

[0419]  fER-LO o) h , SERZ A LT BT

[0420] 5 -(@Q - D).

[0421]  Hrf.

[0422] Q& —AMEHEFEE W W R B0 73 FUAZ HF o AE R Lo SE ol o, Q2 — DN B A T Tedl
[Te %t

[0423] AR BE—RAM BB LA

[0424]  DRAAZUMIZE , KA SAAFRRAZM.

[0425]  X/Z&11-30;

[0426]  7)%0-4.

[0427]  ZeEREsbsefgfid, DL EEE P AYABL.CL UL KDk -2 -0Me 2’ —F.2" -MOE.LNA. LA
JecEto fEREEE S ol o, DRI R I A% 1 o AR SELL SR, FOBs I R w1 v A 5 i
PR IZIR A UE — DA 1] BRABIRRAD) o AERLLE S 491 , A DAZ AT (1) A% 2 2 i
WA, AN VR 7E 1% SRR AZ R 1 AH LA B Ak R AZ 3 (1) 1R — A o AF R ST 5] vh , AN DAZ 1)
AL TR 2 i s g

[0428]  fEHEEC STy ], e X AGE W) (AR I8 A P AE s sRNARY HELE) A5 DL — A58
(AR B AR T 1) A% A 1) 32 2 P 12 3 A R B L X 3k 2 R ) AR U 1) A% ) 1 42 A1
S S A , SEAZ T B AL HE — AN R A AR W) TR 1 1) X 3o A S e S g v, 55
%R AR SRS AZ B RS — N X ARS8 S S ] v 1% % 1 IR L
WIR B — N X3, 12 X It A S R s A 1 ) B 4 — bt 5 o AE SR LL s o) b, 1 S A% 7
T A o A O I T A ) W e G — M 02 A0 R S 451 w5 2% A% TR ) N A 1 ) e 42
6 IR IR AR AR R I o E SR8 S 9], 1 SRR BRI BN R IR R B B IR
BE AR R TG , I HL 2 /D — AN () 1 4 A S R I

[0429] 7 RS 9] o , % SRS T IR AL 4G 22 /D6 B4 QI IR B A% 7 [R) 32 42 o A S S 451
1% SR A% T IR O HE 2 /D 8N IR AR R R A% 7 (M) 3 42 o 7R BELL ST fo v, i SE L IR B FE &
A TON AR PR B A 17 [A) 1 422 o 70 TR EL S P 2 S IR LG 2 D — AN X 2= /b6 A
T 2 1) T A QR R T A T T4 o A6 RE LG S 9 1% T A% B A & /D — AN X #2208
e S (TR A QR IR B AZ 7 () W 4 o A I LL ST, I S R 2 D — X 2 10
A3 8 () T AR Tl T T A% 7 ()R 42 o AE R ST ], i SRR IR 46 & b — AN X 22 /0
1243 88 () B A Tl R T A% 7 1) 3 42 o AE T S B S S 49, &8 /0 — AN IR BE Y X B 7 T 1% 55
RIS Uity o 7EHELL P S v, B /D — ANIR R XA THZ ST BRI 3 s I 3 %
HWo.
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[0430]  fE BRI (¥ B AT AT X 28 A [F) I 22 1 1) S5 A% 1 IR ] L AT AR AT EE 2 e il , 3
LSRR (B4R EAR T LR A ARLE) n] R ARRR B PE e B N Ry
[0431]

S HRIpUEEs = w0 [X 5 3 —X
PS & HIPO/PS 6PS
PS TR IPO/PS 7PS
PS ZEIPO/PS 8PS

[0432]  ii.siRNALAW

[0433]  7EBLELSEiE B, S SO A2 XUEERNAT AL & (siRNA) o fEIE R SEREBH , — 4%
B 4 T DA G Q1 b XF s SRNASR A IR AT AT A 1 5 7 o 78 FE L8 S i 9] P, ssRNAL & 4T
PLAE R ZAB M [T RNA o 75 3 2652 451, s 1 RNAGL &9 AT LD FE R L AB I RNARZ H , (H AN,
FEREAB R AZ AT %

[0434] s EEA A, b B — AR H — NN R BTN ECR & &
TR AZ AT 007 B PR 8 10— A3 7 o A8 FELe s it 49 b, SR AR A A M S A a2 DR 4
L VTE R — DR X — DN~ — DB ERI A A — AR 50 RE
MR AT — A XA, R — A A AR — DB R AY O, 5
ZIRAE AT S TAND A ERUAW (B L, B 518 SR AW E A
WH5IZE—FERUAEWTE R E D — N X ) — DB 2 A X .

[0435] %S Jita 51 1 2L & e ok 5 A e A 22 5 B TS TR Rl R SR R 1 B R SR A 7R
— SO S, 12 $EA% PR A R R AT AR A R St I S AR AL A TR 1R
RISCH A AR B0 M 2 S AR I A A

[0436] 35St 9t S VRS2 A, P S R i — 25 F T, 9 2, s A S BE A S
IR BIRTSC @ IE) H A X L] A4 - T48 M i B0 R o F IR R — A a2
ANFE IR ) Rk o 72— BB S v, A 2 B (K 4L 50 5 BERNA K — 8 40 7258 LA 1% BERNATE 2k
IEH R DhRE

[0437]  BLal s jifi (i O BLUS J SUREL G4, S T 2R RE A0 5 144 (hemimer) &7 A& 4%
T 7 8 BABM L P DA B A8 B I I o A R W 2L A W ) B 2 T DA A A 1) LA 2 e AR
FH 5 B A0 7E s 1 RNAJE 6 HH o 75 4 — 4% B P A3 FHAS [R) 1) 288 7 B A — 4k B vh AT FH LA ARl 27
B F ) 32 2 o VPR I RTSCR A AR I Js SUBE , RIS P BB N B IR — B AL Y, £
S TT LSRR ST H 22 A8 i 1) DA A5 LR e 1 FHAR DA % R SCRETT DU AES — i 22 A5 1
(1 LA 5 HLAERTSCHY — AN X 3R 7 F 1M 37 3 T DA & 22 AN R AT 1 DL 38 5 HLAERTSCIY)
ANTR] X 35 A FH

[0438]  ZXUVHESEAZ AT R 4 7T DA A4 B 3 MK A XA SCIX ) RUBE 2 1% 1 1R 43
+, Hop R X ALHE 5 ¥EAZ R 3 P (A% 1 1R 7 1 BOR 4 TAMK B R B9 B U
H AR T $E A% B 7 B B B 4 (I AZ AT BR P 51 o (2 AR SR A% B B 43+ ] AL 2% A A
(I SEAZAT R, Hop— S0 B BEIF L 5 — 3R & i SUE , FErh iz I SCREAN B 2 B 3R
FAME (B, B B S 5 — B T IR 3 51 T AN AZ AT BR P 51 s 49 0 L v e SLRE AT
A SUFETE Bie— A SUREAR BOBURESS 1), 491 2 HL v AURE (X & 29152 2930, 1, 2915, 16,17
18.19.20.21.22,23.24,25.26.,27., 28, 2988 304Nl %) 5 1% e Sk A4 S HR %% 4 T B 3t
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— o P AT B 7 S AN A IR P B I Hoaz SR FE A B T 0% e 7 F B L —
R 7 (B0 A H IR 7 215 B 212568 2 MZ H IR 5128 R
B — A TN o Al ACHE , 2 AURE AL T IR AL 23S ) B A% R , FL P % s I RNARY [ R b
A SRR X A B — B 2 AN TR IR B B T AR R BRI e i AT 1% 4

[0439]  iZXUBE AL IR W] LA EL A DUBE A AR RR AUBEAA A e B ARG FR & 5 — 2 454
HABRBAMIA XA X B 2258 Horb e X A5 5 95 B I SR IR 77+ B
a3 R IAZ R 7 5 B AN A IR e B 9 HLAT SCIX B 6 BT S0 Iy 2 BiH 3 o0 (R
Moz R H R A A IR B2 R TR, IR B2 R T RAAN I ECEZ
ANFREE R DL e — AN B I AMO A XA X 25, Horp s CIX AL HE 5 80 R 43§ R
HA A B R R 7 B BN A R 7 51 9 ELA X B BT R A R 2 B 4 1)
ZAHETR T, 3 HH A Z R 2 20 B AT PAEAR N BRAEAR SN #E47 0 T2 0L 7= A e 8 /) 3 RNA
(I P s INAY T

[0440] Bt e S 451 o, 12 RURE TR AZ IR B4 4 HE A ORI X8 B BRIX 8, o i A
SCXRH s SCIX A S s RN B AZ B IR B EZ B IR ) 7 L v B 422, 30T B A
BFHEAEH VEEA UL E A (van der waals) AHEAE B /K A BAE A/ B
FUE FIEE AN ot 422 o 75 SR B0 S 491 v 5 12 AU 55 A% 17 IR 065 5 S 2 DT ) A 1 IR 7 97 B b
[RIRZ TR P B o AE Iy — A SE a5 v, 120U TR A% 5 R LA — i 3 S L IR 1 2 38 9 40 1) 1) 7
LR R W AZ L e P A BLAE F

(04411 GnfE b fsE A, XOURE S 1 R o 20 JR) PR T B L8 AN A0 B RNAIK) 73 %, 1T A2 13— A ki
2 AL 22T IEAB IR AZ T TR DA S AR L IR o AR RL LS o) o, JE T IR IR o T = 52 -
Fo k(27 -OH) HIAZ H IR o 7£ F LS L 9 , F2 T HRAZ IR 7 AR A AT T 2 A 1R
(an, BoAr 2’ - BT L IR o IR AE 1% 7 N AS 75 2 AR SCRFRNAL (R M i 1 R 1)
AAER A E IR LA AE — P2 H A2 -OHE R 2 H IR — e 2 4
B 2 120 B AR B 42 BORH DO SR [ 5 0 BRUBE o AT I, 12 0B S A% 1 IR ] DA% IR
PEERIZ15% . 10% . 20% 30 % 40 % 850 % A A FE A IZ R « 0 AE A FH K , R siRNA
BALAE T AR IR LR o 1) HARARGE , 1IX 2% 1R 7 F Be 5 /1 T 17 Z1 e S PERNAT, 1
%5 F-PLRNA (siRNA) L XUEERNA (dsRNA) Jf#/N-RNA (miRNA) (%7 & JERNA (shRNA) 40 T E %
B 30T IAZ IR F T IR 0 52 1R - - 2% 7 42 M s iRNA (chemical ly-
modified siRNA) \#& 3% f5BE DRI PTERRNA (ptgsRNA) A K HoAth o B 4h, a7 poAf AT, R FERNAG
AEAH T FHR A 7 517 5 PERNA T4 (4911 01 4% 5 J5 2 DR BR) R4 i L BRI A 2
(1) FEARAAE: o 90 201, RUBE 52 A% R T LA FH ot SR ML I8t AL Hb £ 5 538 5 7K1 BA S B Sty 7K1 P 2
A AT RN YL R o 75— AN AR BR i R S48 Hh 5 AR B s 1 RNA 256 22 R R4 [10) W 388 % )8 7 ] Y
H B 5 A s IRNAN SRS IR B FE AL SR DA e AR B (R R 38 (B0, B, Verde 1 56 N,
2004 ,Science (FBF#)) ,303,672-676;Pal-BhadraZs A, 2004, Science ((FF#)) ,303,669-
672;A11shire,2002,Science ({F})) ,297,1818-1819;VolpeZE A ,2002,Science ({F}
%)) ,297,1833-1837; Jenuwein, 2002, Science ({BF£)) ,297,2215-2218; LA JzHallZ5 A,
2002, Science ((FHE2)) ,297,2232-2237) o

[0442] A R T FE b (i 5 25 - SE B Ak S A RN 2 A AT DA ) RS 2 AR X i
d sRNA— -5 4 22 PR U BR BCRNA DAL, A4 , 461 20 O &7 BRZE-FR UFERNARL B 4+ GL R B

49



CN 104703610 B iﬁ. EH :Fg 48/146 1T

3 T AN 7 ZIR B BERNABE BB 2 BB M 5 , BUOBUBEd sSRNAZI L 73 F (L HERNARI T 4% 5
FRHVEE) o FEAN A SE 51, d sSRNASE 4> BHAZ M A% 1 1R 2H R B3 FH A% W A% 1 R I S0 B R 1)
TR DA R 19 a5 01 2500 BT B 5 (T RNA/DNA Z& A2 44, WO 00/63364, 2000474 H19H 1242,
BU.S. 7 7*560/130,377, 1999474 H21 H 4228 . dsRNABdsRNAZE R Al L2 B A AR A
X BT, MER S F— AN X B TR 5% 9 F 55— X B A% B 2
BOXT o £E 2 AN S a6, B B AN F2H T d SRNASE 4 FHAZ R T R 4L R B 46 5 — /N I AR
WZHEIZ R IX AN — MZ BB L R X o 7] B S, i%d sRNAT] DA HE B — M B R
X 1 T 25 AN [ () o

[0443]  FEAS[R] SL it ], PR 2% 58 4% B AR A% 1 R AL R, — 2% B 50 4 FH A B A B 4 1k
I H— 2588 5¢ A H I SE R R A R 2 A, B3 — 2R B AR E 0 S I I IR 5 T S R %
TR VR & W) o 75 R Le S 49 v, IX S F AR X A et I B 5 ¥R 7 5 A 2 070% .
80%.90% .95% .98% B 100 % FAM*E o 7E FE LSS 45 b, DAXUFE A RAFAE ) dsRNAX A0
PLdsRNAZR 7R [ c DNATE H A B AZ R 7 31 P 1 42 /019, 20,21, 22,2324, 25,26, 27282930
50.75.100,200.,500.1000.20005%5000 % H M2 B A5 4> # A% H 12 o AF — L SL Tt ] v
d SRNAANATD, &5 AR AT B (X, 51 1 P R 0, B SRNASE — AN R 9 o 78 HeAh SE 451 o, dsRNA LA
— B A BRE X TR IR L AR B S P, RNA/DNA 2% A2 AR 5 1 R — A I SUBEBR X 1)
DNABEER X (44, 58RI B A £ /070% .80 % .90 % . 95% . 98% B 100 % F. kM) LA K AE
N SCEEELX RNABE B [X. (191 4, 5 88 R KA 2 /070% .80% .90% .95 % .98 % BX
100% [F]—1#) , 3 H I Z TR

[0444]  FEAS[A] S A5 5 1% RNA/DNAZRASAA A2 AEAR S MT R BAL 2 A B 7 15 R 1% 244k
P BT VA AN AE S A B IS S B DA T - TR A 1 EAE, WO 00/63364,20004F4 H
19H #2738, 8 U. S. 7 71'560/130,377,199944 H21 H -2 o 78 Ho At SEHG 1] , 7R 40 A i
DNABE 5 44 4 B AR S0 ] I RNATE IZDNABE 64k B N Al 2 1 2 5 s BRI 34T 52 A AR X
HAR S, dsRNAZ AL SRR SCIX ) B — BRARAZ IR, B d sSRNAEL FE BRI AZ R DA J —
AN T IRIRZ BB ZRIRAZ R (200, 1401, W0 00/63364,20004E4 H19H $248, BRU. S. 31 5
60/130,377,199944 H21 HIRAZ  n Bl PRIRIZ IR LR B R &5, Hoh 2 BRI 25 15”7
WA NS S — AME RN 2 FR DA R R 77 s 2

[0445] 7 H ARt 5] o , dsSRNAELFE— AN B 2 AN AR A% 1R, b ERh 2 AL B A
TN & (B, AR B b A (i, B ARES) I o B 2 A B AL S B
FRIE RN BT dsRNAAHEL , 3800 T dsRNASAR Z B AR P 22 32 3 o 78 X At St 49 R L B RAR R A=
(R IR B 2 A1 » dSRNATEAH SBAZ T IR < [ HE— AN B 2 N 12 o G S H2 1 S 49140, 4
TR IR e TR AR T RIS LA Je — BRACTE MR R 42 o dsRNAIR ] DA Je S A 2B I A% R 91, AE
FH L H'5No. 6,673,661 HHALEZH o 7E HARSL i, dsRNAE, B — AN B AN INME Y 4 , 1X
ST T DL & TR EE (49 W0 00/63364,20004F4 H19H #2538, 8(U. S. 5 %51560/130,
377,199944 H21 HIEAZ

[0446] & HoAh szt 51 f , dsRNAT] BAAEWO 00/63364 5138 78 (4T 22 /03593 [ dsRNA 21~
DA 35 [ Il I FR i 60/399, 998 LA A SR s I H11560,/419,532, FIPCT/US 2003/033466H
R ATATdSRNAS £, 16 FLAL 2 N 25 83 51 45 A 78 0 o 3 A2 IEREIA 1 07 VA Bbn v 7 v
(WO 00/63364 1 F IR [ B LL) | 1X LedsRNAH (AT —AN AT LAK SR B A P 15
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[0447] 5 F
[0448]  7EFLECSLE A, ASTUH R UG Y01 5 8% RNase  HFERIZ R (M) ) B BOR F 2L
T RISCIE PR ) BN BE & o AEFE L 2 S 451 v, S SRR TERT A= A2 3 o, Hor 58 1
RAAE IR AR T SRR R ()35 TR o A2 FE B I SR STt ol o iz R UL W mT L2 24t
— BRI B AT LA RRAZ R AN/ BREAZ H UL S R AR IR R A

[0449]  ERAZER . EEX LA M EL P

[0450]  # b A HESER 2 AR B % 5 R 7 Z A4 H AR T LA R % 11 : GENBANK S 3% 5 NT_
011669.17_TRUNC_5079000_5270000 (fEI %A HSEQ 1D NO: 1) .GENBANKE: 35 NM_
000044 .3 (££ H4549SEQ 1D NO:2) \GENBANKE 3% S NM_001011645. 2 (FE 454 ASEQ 1D
NO:3) .GENBANK 5% 5FJ235916. 1 (fE b 454 HSEQ 1D NO:4) (GENBANKE 3% 5F J235917. 1
(fEIL 454 NSEQ 1D NO:5) \GENBANKE 3% 5FJ235918.1 (fE It 454 ASEQ ID NO:6) .
GENBANK & 5 5 FJ235919. 1 (fEI 454 NSEQ 1D NO:7) . LA SZGENBANK % 5% 5 FJ235920. 1 ({E
454 ~SEQ 1D NO:8) .

[0451]  HfE¥BER 52 AmRNAZR A7 11> Ty R 445 14 i o 78 48 L8 STt 451 o, 4 R RSB ER 52 48 mRNA
ALFESME A1 (G PEIN-Im 25 30 Hh 82013 (Y hEDNALS & G540 180 71 24 (G 50 55k
X) BL L AMEF4-8 (S BLAR 25 A 45 ) o

[0452]  fESELL SLi v, 3 I 78 S BRI S SO mT 8 ] ) HE T8 2R 32 A B e AR AR AL i
A1 (G REN-Ir 25 K 350 LA R b 2013 (Gt DNALS & 454180 , B ZheE A0, (HANVE
FEHME 4 GRS R EEEX) (1) 2 D — 93 BUAM T 4-8 (Y bS FC AR 45 A 45 30 1 2 /b — 6
4% o e SRARBT B2 A4 (1) S2 A5 A FEAEAS PR T-AR-V 1. AR-V2 . AR-V3.AR-V4 . AR-V5 . AR-V6 . LA }%
AR-VT GEFRAEARS) , HALFEA .+ 1 -3{HEL = SME F4-8,AR-V1 . AR-V2,AR-V3,AR-V4 AR~
V5. AR-V6 \AR-V7 . LA S 3 1 ) 38 3k A8 b 5 R 1) e S5 4 mT 8 [a) 1) B 122 AR AR 1634 T-Hu 5%
N ,Cancer Res ((JEIERFFL)) 200969 :16-22L) A 3 [H L FIHiE A F5US 2010/0068802,
W25 BT 5 A AU A AR I Jl I AR e R e SCA B 400 T S 1] 1 b SRAR BT F A0 4
(1) 55 A ) 22 4 A 5 H AR PR T-AR3 VAR4 AR4b AR5 . LA JZ ARG (43 B /& SEQ 1D NO:4-8)) , fnfiik
TGuo%E A\, CancerRes . CREIEWFFT)) 2009;69: 2305-13, 4 Hoidit 5| FHLA A AR,
[0453]  Zu%¢

[0454] £ —BE St 5, A8 W] DA R AR AE AR SCH R ) s SUAR B DRI IE S 3R 52 AR 1) o B
W LR A AL S A% R oy —F I TLAMZ IR 2 < () S S s o (9 o, YR AR e B e L B TR
oy ] B A R R ) .

[0455]  Zj 72 BB AEAN A IR 251 T AR o P SR A AR T 2 315 9 L FH AR 2R A AR IR 43 -1
PEFRANZH B e 5E o

[0456] 52 7> F1) 22 15 e % 15 S A% R 5 e MR 4 58 1 7 V250 AR A 8 SR ) o A i 1 52 i 441
W, ARG PE ) e A B VDR 5 IR S AR s e PR AL

[0457] kM

[0458] 4 260 H 1 AL AV IZ TR e 5 SEAZ IR o X B I R i A s s Ak, BTk
RSP AT Fr iR SEAZ FR AR I b, FH ok ™= A2 SRR I A F (9] 4, %o A 1R 191 o 3 3R 52
AN S E I

[0459] & AL A PRI HE B R S2 AR AZ IR 2 (R I AE FLAMZ WL n] DA 25 &, REGZ R UL A
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MR RENS 5 SR R e MR 2858 o S Ah , I AL A WA DL 2R A8 B HE R S AR R IR K —
B2 AN X B b, S 15 0] R SO A0 X BN P R AT 22 2 v (B G, IR 5 40 VES TL Bl e 45
) .

[0460] 71 L Be sy foil o , 78 AR HE R i XA AW B L BAR o 2, B R D 2 B R 2
PERZ TR BE[X I B X BY B H A E4 HAAT70% .80% 85 % 86 % 87 % 88% .89% .90 % .
91%.92% .93% .94% .95% .96 % .97 % .98 % .99 % EL100 % T A4ME . ;2 AL &) S ¥R
(%) 43 B B AN AT AT R T VDU 5E

[0461] it , 76 [ SUALA VDT 20 KA A7 184 5 38 IX s Bk b I DR G ] AR e M 2R 52 1)
RAEARE H 73 LTI BAME  AEIZ L, F R 1 4E oM B L 7T LU 5 B AMZ I
S IR BT » AN 75 BN M SR B S EAME AR 2k R, K I8N L, A H S
B IR 56 A AN AN XS 1 DY AN AR I AMZ A R XA SR 2 A
T7.8% B EAME , 3F HPR IR A B 7R AR R B IV A o S R AR 080 2 RN BLAST RS Je (O
AR X 2 T H) fPowerBLASTHE /7 (Al tschul® A, J.Mol.Biol. ({5 FA)22 %
&) ,1990,215,403410; ZhangfiMadden ,Genome Res. ((FERABFFY) ,1997,7,649656) FE
i I 7 I AL A1) A B DX T MR 1 43 3 B a8 Gap F2 /7 (Wisconsin/T 7
ST A, BT UnixHI ARS8, Genetics Computer Group,UniverSity Research Park,
Madison Wis. (GEHE B R E MZ2iadh , K2 i 7 [d , 4% 7t SHAD ) 5 43 HR A Smith Al
Waterman®i% (Adv. Appl. ((ESEE2 N H)) 1981, 2,482489) (#4415 B BEAE 1 2 [F] PR 14
F7 3[R — B B AMAE T 5

[0462]  fEHLL S, 78 ILER A I S A B BARHS 75 15 S0 PR B BAR R 4 58
AT AN (BT, 100 % FLAN) oI, [ SCAGA AT LA 5 REEER S AR AZ IR L B B X 45, BEE X
B O 7 B S A AN o AR I, “SE A EAN 2 R R LA I R AZ TR L TR %
L5 SRR BR (1) %0 AR AL AT RS SR TRCRE L XS o 9 4T, 20 MM B I LA A4 5 400N 2Bt K
(1) 48 7 3 56 A T AR , REAEAE 5% R U A W 56 4% A S8 % B8 1) AH BL ) 201 A2 gl 25 58
a3 o MR JAZ S — /B AR A ELAK TR i, ] DA e 4 RN o 51 2, SO R AR )
RSP 204 KR8 3 4 5 400 I AZ B 4 (1) 38 P 51 P DL “SE A HAN o 1% 30 %A
B SEAZ AT ER K 20 M AZ BRI 43 5 1% 88 7 31 (an R 88 7 31 B A A RL 20 M AZ B L5 45
Ho B AR 5 1% 5 A WD 20/ I8 40 AN S S84 TN o [RI ), BEAN 304 1%
T ) e AL B W] LA SE A BR]T DAAS 58 4 A 7 5 AN, B TR AR FEl 42 107
IZIE A B 5% 87 5 FL AR

[0463]  HE MBI I A7 B AT LU AE R LA YIS RimBs” Ko Al ZAAH , — 48K
Z AR B AMZ I AT AR R SR WA B YR E I BOE 24 HE TLAME ISR
EATA] DA S S (RN IEREK)) BEASTEBE I o A8 — AN SEHEE]  , AF T AMZ DL A7 Tk 1 44 e
NEZH R E X B

[0464]  FEREdbsij o, K, UK E Bk 11,12, 13,14, 15,16 171819 B 20 %5k
TR S A YDA T S8R A% R ) A e R S AR IR B R RS A A 2 T4 4 2 T3,
AL TF2. AL T I AMEIIE .

[0465] 71 L SLyf ] o, B, B R I8 11.12,13.14,15,16,17,18.19.,20.21,22,
23.24.25.26.27.28.29. BU30OMZBREE 1) s SUAL A W AE AT T SEAZ 1R 491 S gl 2R 52 A A B B
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HEEHSOFBEALZT6 AL TH AL TAALTI AL T2. 8L T 1IN AEBAMZI
.

[0466] PR L [ e AL A Wk, 45 TS 4k b5 80 A% I8 1) — B 4 FLANEY o AR S ARG, “E
437 PR HE AR I — AN X IRE X BN e A B a1 (R R) R . — “B 7 ]
PAFR S AL BP0 i e 0 B I SR AR B o /1 S e S s, e LA A 5 B IX B 22 /08
AL (BB 7 A& AN o AE LS, e AL B4 5 BB IX B 22 D 9 I Bl A () 358 4
T HAME o 7R R SRR, S SUA A 5 B X B A2 2 10N A REE K 35 43 A2 AN o 7 3
SESEE B, R A DS S IX B 2D LU B I 0 40 2 T AN o 7R Le S 4o, J
XA EEIX B 22 /0 L2 IS () 38 70 o FLANET o AE FR L ST oh , e A B 5
X B[ 22 2 13 R B L (1) 38 43 2 EL AT o AE R LL SR A5 v, e XALA W) 531X B 22 /14
LB B 73 72 BAMY o 7E SR S 9], e SO B4 5 B IX BRI 22 20 154 R i 2 1) 48
A3 TN AR T SELX B E 09.10.11.12.13.14.15.16.17.18,19.20 B 5 £ 4
A 1) 308 4 B ER X 8 R A i PR AR R VG TR BN S B

[0467]  [F]—M

[0468] A SCHEHE ) e XA PR AT UL 547 E % H B 751 . SEQ 1D NOBY HHAF/E Isisti 5
B AW B e ) E A b R — P A S A, iR R L EMEE S
ASCNFFRY 7 A R R AZ TR TR B8 77, IS Az R U B 5 AR SCA FF %751 2 R —
) o 15111, A F5 % [T DNA > 71 o (4] 6 e I 1717 35 47 PR 185 g FRTRNART LA A DA 55 1% DNA 7 31 2
[ — 117 5 DR Ay B a5 i 00 6 i s g 1) 5 AR e T o S 3 55 AR SCREIA 1) Jse AL A P 1 4 4
FERTE AL SRS T A SRR s A& BAT AR R — PRRsCE R A S 4 o B[R] — P e ]
DA I AH 4R B SR A OSSP o S ARSI E 73 B[R] — PERR A AR T 5 B 34T
EE 1 e 51 LA TR — PR B oo B B SR T 5

[0469] 5 6 S 4] b, Jse SOAK B Ml H 38 93 5 A 45 e 1) 3K 6 e A A P ECSEQ 1D
NOM — A Bk A, B R4 A E/70% .75 % .80 % +85% .90 % .95 % .96 % .97 % .98 % .
99% 8,100 % [A]— 1k .

[0470]  7E B Be St 9] b, S B ER 4 -5 SEAZ R 1) AH [R] K B350 3 AH L o £ 5 8 S22 it 441
H1,8.9.10,11.12.13.14.15.16,17.18,19.20.21.22.23.24 B 25 M Z I 543 5 ¥ A% 1
(1) FH TR B o A EE

(04711 7B BE SLit ] b, [ SCTEAZ T R P50 3 15 A% TR 119 AH R4 52 () 38 4 A EL o 75 JE 26
SEHEBIH ,8.9.10.11.12.13.14.15.16.17.18.19.20.21.22.23.24 . B 25N AL 40 5
AR RZ R A R BE B 4 A L

[0472] &4

[0473] A% AETRAEWE G A% AL IEE (WARAETAL) 5 2 8 0 e R BB o A% A
PR AT 1 — A0 45 5 A% R R 2 LA T 2 ) B R e [ PR A T o 6o T S e, 5 Pk W 3 M e A
(pentofuranosyl sugar) A%, BRI LA T DL S5RE2° .3 805 st i ik i . A IR
I AH B A% BRI AL T 1, T AR VE SR & % B IR  AESE L IR A5 K, T IR
I A2 T8 T S % BRI A% A ) i 4%

[0474] % s SUAGA WIS 1 A0, 45 5 AR BSOS AR A 17 1) 3 422 R 308 43 BIORZ i A 1 ) e S
A AR T RARIE 205 A U 1 5 5t DR A2 B8 1) PR 5, 4512, 497, 3985 1) 40 O P B 38
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R 14 %o A R T 21 R0 T W AE AR BRI AT AE I 3N B 2o PR BRI A 400 13 12k

[0475] Ak 2208 i ) A%t T AR T 38 0 44 40 B0 A 1 e SR IR R A HER R I 45 &
SRR T BRI, 3 B A IR A A A T B ) R U A 0 Be R nT LU 45 3
[0476] ARV A% )i 42

[0477]  RNARIDNAHR RARAFAE AL AT ML A2 3" 25 IR — Bk . A — P E 2 Mg
R, REAE R SRAFAERI AL T (W2 1) s SUA B W08 B BRI T B R AL 1 )
TR R XA 5 DR A2 B8 1 1 SO, 40 A, i PO 00 P 0 B 398 2 %) o) A R 1 23 A
73~ FITERZ FR B AT AE R 3§ i) A e 1k

[0478]  HL A7 ZAB M (1) 1% 17 W) 12 10 55 1 I 60, 436 R B Tl Dol PO A () e 422 DA BAS 75 T
VR F I AZ T ) 42 AR MR 5 WA 1 () W B B AR R T e G T R — I8 B e P
BE 2 AR R TR AR A B PR IR o 1l 28 S AT E B B eI T i I

[0479]  fEHELL s b, S0 A BRI IR I R UL B ERE — DB 2 AN EB R %
T ) 42 o A0 R S A6 v L i A0 I A T () 3 42 A T A QR IR T 2 o A B St 9] o
S SUACA D A AT TR B 35 R A T IR B A 17 1) 0 42

[0480]  Z A A1) B 4>

[0481]  Jx LALEY A DR R A S — D E 2 MR, b 2 2B . bR &2
TR A8 P DA - S AL A WD A AZ BRI RS 58 T 3N 45 A on A B — 2 oA 1 B 22 1 AR
Ve 1 o AE L S v , A E L FE A S AR U X R R A R B 38 40 o 2 A S AR A R R i e
HEER ) SE AL FEAE A PR T, BUREE (IS I (LRES A2 BASE , M 20 i F IO B AT ik —
IAZIE (BNA) , IR E TSN (R) BC R1) (Ro) (RRiFIR2%S H M7 b & HL Ci—Crokie 3
BCOR B IE) B e SO A B R B SE S 2 -F-5 7 - B BRI A% (S ILPCT
[ FR FRAEWO 2008/101157, AFF HA8/21/08, Hhb ke 1757 ,2 - XN Z 1) BUE A SIK)
BB E PR - B R AR (S WA T SEE LR FRiEUS 2005-0130923,
ANFFEH N20054E6 H16 H) 5A] & CHIBNAK S —BUAC (Z WPCTH Br HEWO 2007/13418174
FFHMN11/22/07H 414" = (CHa) —0-2 (LNA) #5115 —F HE k5 - 2 M L BUAR) -

[0482] A7 £ AE A0 1A AR 0 43 ) A 7 1 S 9 A B AEAS IR T 04857 - 2 i B .57 - (REK
S) \4’-S.2’-F.2’~0CH3.2" —OCH2CHs.2" —OCH2CHoF A 522 —0 (CHo) 20CHs B JE 1) %1 o £E2° £
BRI BRI T DA [ 45 TR 2 2 B U W AR O— M TR 22 L O—Ci—Cuoe 225 . OCF3  OCH2F
0 (CHz) 2SCH3 0 (CH2) 2=0-N (Rw) (Rn) vO—CHz2—C (=0) =N (Rw) (Rn)  EA fZ0—CH2-C (=0) -N (R1) -
(CHz) =N (Ru) Rr) , H:HFI Ry Ru MRS 5 3 37 4 R MR 28 R AR B R 48 BUA I CL-Crobi Jt o
[0483]  fnfE LA AR, “ IR R TR LB AR IR 0 A . IR SE
B FEAANR T 454" A2 IR L IR S 2 (A A FE A B A A o AE S L ST 1, 76 bR ALY
RXAMAWAFE— N EAD I (5L B2 W) 0384 B2 Wit — Bk sz 4]
AFEEARE FLL IR A —Fh:4° - (CH2) -0-2” (LNA) ;4° - (CH2) =S-2” ;4" - (CHz) 2—0-2°
(ENA) ;4° —CH (CH3) —0-2" (W FR N PR #ill 14 2. % (constrained ethyl) B{cEt) fil4’~CH
(CH20CH3) —0-2" (S H:2E A, 2 W3 L F7,399,845,20084E7 15 H K Aii) 54 ~C (CHa)
(CHs) —0-2" (S H AW, 2 W/ FFRY [ B HIEW0,/2009,/006478 , 200941 HSH AFF) 547~
CH2-N (0CH3) -2 (B H AU , 2 DL A FF I [ B H1 175 W0/ 2008/150729, 2008412 H11H &
F) 54’ ~CH2—0-N (CHs) -2 (Z WA FFIY 3£ [E & R HEUS 2004-0171570,20044F9 H2H &
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) 54’ ~CHa-N (R) —0-2" , Ho P RAZH . Ci—Cuobie 2 B AR 3 2 (S W3 H £ 07,427,672, 20084F
9 H23H K& Afi) ;4°—CHo—C (H) (CHs) -2’ (& W.ChattopadhyayaZs A ,J.0rg.Chem. ({(G ML
FE)) ,2009,74,118-134) 5 P 4’ —CHa—C (=CHz) -2 (S H:Z4 , 2 0L 2 1K 5 HE WO
2008/154401 , A FF H H20084E12 H8H) »

[0484] g4k, ¥ X IR E I HRGEIC AT LA AT A FFH SCER T (2 W0 : Singh %A,
Chem. Commun . ({fL27EHY) ,1998,4,455-456 ;KoshkinZE A, Tetrahedron (PY EH4E)Y) ,
1998,54,3607-3630;WahlestedtZE A ,Proc.Natl.Acad.Sci.U.S.A. ((GEEEH ZP#5B
FIM ,2000,97,5633-5638;; Kumar: A ,Bioorg.Med.Chem.Lett. (EMHH A FEEZ L
D)) 5 1998,8,2219-2222;Singh% A, J.Org. Chem. ((H M4 Z4E)) ,1998,63,
10035-10039; SrivastavaZE A, J.Am.Chem. Soc . ((EEKEE2F)) ,2007,129 (26) 8362
8379;ElayadiZ A ,Curr.OpinionInvest.Drugs (Z5¥WF 728 W.)) , 2001 ,2,558-561 ;
BraaschZ: A, Chem.Biol. ({(tb =5 EWY%)) ,2001,8,1-7; Z.3EO0rum®E A, Curr.Opinion
Mol.Ther. ({4728 W) ,2001,3,239-243; EH £ H]56,268,490:6,525,191:6,670,
461:6,770,748:6,794,499:7,034,133;7,053,207;7,399,845:7,547,684; F17,696 ,345;
EHE L HAFSUS 2008-0039618:US 2009-0012281 ; 3 H & F)JF 71 '560,/989,574:61/
026,995:61/026,998:61/056,564:61/086,231:61,/097,787; F161,/099,844 ; A FFIPCTH
B HIiEWO 1994/014226:W0 2004/106356 ;W0 2005/021570 ;W0 2007/134181;W02008/
150729 ;W0 2008/154401 ; FIWO 2009/006478. A ik — K% ) B — & #K ] Lk il 4% 4 B
B ANEREZANSTARAL SRR T, 405151 B a— LT N A% 5 FD B-D—THe i 22 B (22 W.PCTE B FH 4%
PCT/DK98/00393, 7E19994E3 H25 H 2 H AW0 99/14226) .

[0485] £ JE O St 451 v, BNARZH 1) — I8 350 3 A0 H5AHL AN R T 75 Ik Weg [ A B A 4011 4
M2 fr B BB A 2D DS, Horp S 45 LB 2 28 44 T 2 1)
XA BIX L TEFZ ) B BT % H - [C Ra) (Rb) Jn=—C (Ra) =C Rb) ——C (Ra) =N-.—C (=
0) =~—C(=NRa) =+—C (=9) —.=0-.-Si Ra) 2=+=S (=0) x— FI-N (Ra) —;

[0486]  Hirh,

[0487]  x;&0.1.8%2;

[0488] n/E1.2.3.84;

[0489]  RaAlIRuAS [ J A7 b S H AR P R L Ci—Crafi dt L BRI Ci—Crakie 3 L Co—Craffi JE |
22 HUAR ) Co—Crofdi 3 L Co—Crafh L L 28 BUAT ) Co—Cral A L C5—Cao 75 4 L 28 AR ) Co—Coo 757 42 L 44
PRI 28 BRI e P L 28 5 ik L 8 BRI 2 0 6 L Co—Cr JIE B 2 L 2 AR ) Co—Cr TG BR 22 L 1
2.0J1.NJ1J2.SJ1N3.C00J1 B3 (C (=0) -H) £ BRI B AL L ONVE I I (S (=0) 2= J 1) BIR
BRI (sulfoxyl) (S(=0)-Ju) ;3 H

(04901  JuANJo % F M7 R HL Cr—Crobir 2 48 BUAR I Ci—Crabt 22 | Co—Craldii 22t L 8 B Co
Cioffi JL L Co—CrollJ L B HUAR ) Co—Crakfe 38 | Cs—Cao 75 38 - 2 AR ) Cs—Coo 75 AL L i 32 (C (=0) -
H) 2B BE S 230 3 L 2 BRAR K Zo 3R 3L L Ci—CroR e 3k 2 BUAR K Cr—Cro & 5t S B AR 47
H,

[0491]  fE LS5, RS 4 IR A2 — [C (Ra) Rb) Ju—v—[C (Ra) (Rb) Jn—0—.—C (RaRb) —
N (R) 0-E-C (RaRb) ~0-N (R) — 7EFEEE St 5] 1 , ¥ i 4" —CHa—2" .47 — (CH2) 2-2” 14" — (CHo) 3—
2’ .4’ —CH2—0-2" .4’ = (CHz) 2-0-2" .4’ —CH2-0-N (R) =2 14’ ~CH2-N (R) -0-2 " —H: i R Ji 37
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HiEH R FEBCi—Crakr ik o

[0492]  fERLLCSLiE b, IR HE— 0 B R A A T R E o 9, R4 27 R A
MR % AT L AL T a-LAg R B AL T-B-DA 2 o J6 Al , a—L- M B2k (4 —CH2-0-2" ) BNA s &
ZM B NN R OO TR R LB FriedenZE A ,Nucleic Acids Research (%
FEHEAL)) 5 2003,21,6365-6372) .

[0493]  fERLLLsTE g, a0 Fr ), I AR AR T (A) a-L- P F AR5 R (4 -
CHo—0-2" ) BNA, (B) B-D—F B B4 3 (4" —CHa—0-2" ) BNA, (O) ZH%8 3% (4° — (CHy) 2—0-2" ) BNA,
(D) AL (47 ~CH2-0-N (R) -2" ) BNA, (B) SHFLE L (4" —CHo-N (R) —0-2" ) BNA, PA Je (F) H 3
(7. FF BL 48 L) (47 —CH (CH3) —0-2" ) BNA, (G) V. AR B AL (47 —CHo—S—2" ) BNA, (H) W FR B~
(4 —CHo-N (R) =2’ ) BNA, (I) FF & HRIF (4’ —CHo—CH (CH3) -2 ) BNA, (J) TR BRER (4 — (CH2) 3-27)
BNALA J% (K) Z. )7 FEBNA «

M Bx EXYBX
?ﬂ XJ &,
"R

[0494] %_; z\_\g/ % m

R’ (E) ()
WEHE
CHjy ) CH,

[0495] quXEﬁlﬁl%ﬁBﬁ\ﬁHR@_\Lf@EH\ TRPHE L Ci=Crabedk B C1—Crabe i 2
[0496]  FERELLSLRE b, AL I H R AT AT :
1,0 o Bx

[0497] Qa\ o Q.
6

|
T, I

[0498]  Hirr.

[0499]  Bx A Z&IRBFE T4 5

[0500]  —Qa—Qp—Qc—#E&—~CHa~N (Re) —CHo——C (=0) -N (Rc) =CHz—+~CH2-0-N (Rc) =+ —CHz2-N (Rc) —
0-8% N (Rc) ~0—CHz;

[0501]  ResCi—Crofit BRI R 45 I B

[0502] T AITo R LR N7 I A& . FR SR P L LB IE | S N2 PR S | Tl 0 0 B 22 S I
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e NEERY/R
[0503]  AERCELSHEpIr , RALH iz AT
T,0% g, -

O, ,Bx

[0505] i,

[0506]  Bx A ZR MNH L 43 5

(05071 Ta AT b 37 b R F2 FEAR I I LB | e 7 P e L L B 30 43 B 28 S 30 o
LBt 424 5

[0508]  Zaft:C1—Cofidik \ Co—Colfi F  Co—Colie 3 L 22 BAR K C1—Coli 3k L EUAC I Co—Coli L . 2
ERAR I Co—Colh I L BEIE L 2 BAR O RS L 2 B O b - S 2L B & BRI AR

[0509] > St 9] 5 ax 8 28 BUAR I Jik [ %% 8 vt 28 BROAQBRE B B0 22 BUARG , 3 2 HRAR
HENT % 1 b F AL R 0JcNTeJaSTeaN3, 0C (=X) Jeu BLKNTC (=X) NJcJa, Hir e,
Jal % E A7 ZH Cr-Cobt 2t  BREE BURI Cr-Cofit 2 I HXJZ0BUN Jco

[0510]  FEFELLLSLE B, SR AL I H A IIL:

[0511]

Ty
[0512] H.
[0513]  Bx A ZRIRHRELHL 43 5
[0514] T AHTw AR b A ST Hb AE H L R B LR 4P 3 LI | I R PR Tl 2 L Tk 308 70 B 22 SCHE A i)
LB 5
[05158]  Zni& Ci—Coli I  Co—Colldii i \ Co—Coloh 3 28 BUAR K] Cr—Cofit Ft L B I Co—Colii 2 L 28
HUAR ) Co—Cobt F B FUR B B2 (C(=0) -) »
[0516]  FERLuLsijfi b, $2 L0 I A A V.

Qa qb
T,-0 © Bx
[0517] q¢
Ga N v
]
OR,

[0518] H.H.
[0519]  Bx A Z&IRIFE 43 5
[0520]  TaAHTw A A0 N7 3 AZ H L F2 FE AR 4 J SLHE AL | e N PERE AL L 1 3 o0 B & S 4% A i)
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LBt 424 5
[0521]  Raf&Ci—Coliidi L BUACHI Ci—Colie 3 . Co—Colffs 3k B HUA ) Co—Coli JE L Co—Colt e &2
B Co—Cokfe 32

[0522]  qavqo.qeMlqass B JhS7 AL G 2 L Ci—Cefie 3k « L BRI CL—Coki 3k L Co—Colfi it . 2
B AR Co—Ce i 3 « Co—Cope F B 42 BRAC I Co—Co e I L C1—Cobp 280 3k L BRI Co—Cobe 280 2 L B
B BRI B L Ci—Colza e B HUAR K G- Cozd bt £

[0523]  fER-LLsgi i) h , e ity B HA V.

Ga g

[0524]

[0525]  H.rv,

[0526]  BxJyZR BRI HL 47 ;

[0527] T AITuAH LA I A& F2 SE LR P L L LB IE | S N PR Tl L L Tl 350 9 B 22 S 4 T I
LB R

[0528]  gavqb.qeflqe s H AL HEAZ L X 2R A Ci—CrofiE 3 8 HUA I Cr—Crolie 2 L Co—Caakfii 2
28 BUAR ) Co—Crofdii 3  Co—Crofh I 2 HUAR T Co—Crafi 3 | Ci—Crofit S 3 « 28 FUAR 1 C1—Cro 5t 4
H.07J3+ST35+S0T5+502T i NJ 5 Jka N3+ CNL C (=0) 05+ C (=0) NJ3Jk-C (=0) Jj20-C (=0) NJ3Jk-N
(H) C (=NH) NJ;Jk-N H) C (=0) NJ;JxBEN (H) C (=S) NJ i Jk;

[0529]  BlgeHqr—A22&=C(go) (an ;

[0530]  qofllqnfé E AT HEH . G 2 L Ci—Ciofi I B L BUAR K Ci—Crofie 3 .

[0531] WP H 400k (47 —CHa—0-2" ) BNAFR 4 RNGERS | O IE | D N4y | 5—FF R — e g | g
W W AR R 1% I ) i S ] % 5 322 [A) L SR 3R I L, DA ROZ R IR e 1 L 245 AR IA (Koshkin
2= N, Tetrahedron ((PYH{AY) ,1998,54,3607-3630) « ~FRi% R (BNA) Kz Ho il & b 58 T-Wo
98/39352LL SZWO 99/14226

[0532]  Jfffil 7 W FF AR L (40 ~CHa—0-2" ) BNARL J2 2 AR -BNAM KB4 (Kumar s A,
Bioorg.Med.Chem.Lett. ((EMA VAL SIEZALEE D) ,1998,8,2219-2222) LA
T BT AT AU 2% 2 A T3 B AU A B R SRR AR N LR A IR ) )
(Wengel %5 A, WO 99/14226) -2 ~Z FE-BNA (— BT B A4 G 52 IR il 1) &1 1 0 1 3505 IR 26
L) e E AR T I AT (Singh%E A, J.0rg. Chem. ((HHLZEZRED) ,1998,63,
10035-10039) . b7k, T 48 il & 127 — 2 F—F12 - B L -BNA s 3 H /eI LA #E 1 eAl)
L5 A MRNAFIDNABE [ RUEE A4 1) # e PE

[0533]  fEH-LLsLE o) b, R b I B A VI
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[0534] qiN b

[0535]  Hrfr,
[0536]  BxJyZR B AL HL 4 ;

[0537] T AITuAR LSRN, I A F2 SE LR P AL AL B IE | S N PR T L L Tl 3505 4 B 22 S 4 T 1)
LB

[0538]  qi.qj.qrflqiss B AT T X 2 L Ci—Cioke gk « 2 B I Ci—Crobi i . Co—Cralfii 3
22 B Co—Croldi 38 L Co—Craf AL \ B EUACH) Co—Crok 3 | Ci—Crafe S AL . 2 B CHI C1—Croke
#.0J3+SJ3+S0J3S02J i NJjJk N3 CNLC (=0) 0J 5. C (=0) NJ i Jk~C (=0) Jj<0-C (=0) NJjJk-N
(H) C (=NH) NJ3Jk- N (H) C (=0) NJ3JkBN (H) C (=) NJjJks H H.

[0539]  qifllqiEqifllgx—iE & =C (qe) (gn) , HH qeflgns H PR EH . 5 2 L Ci-Ciofit FE R
ZBUACHI Ci—Crofi it

[0540]  H A4 - (CH2) 5—2  Mr LA S BRI 4° —~CH=CH-CH2—2" [ — MR A B IR
O3 LR Freier® A, Nucleic Acids Research ((BEFRFFFT)) , 1997,25 (22) ,4429-
4443V, JeAlbaekSE N, J.0rg. Chem. (CHNIALEZ8ED) ,2006,71,7731-7740) A A 3
W 0 A R S il &, e TR FLSE R R R, B S AL R A3 AR (Srivastava®E A,
J.Am.Chem.Soc. ((FHE 22T ,2007,129 (26) ,8362-8379) .

[0541]  Wn7ESLAE R, “4 -2 B B2 I S FR BRI R
W 2RI B PR AEE — AN R Z R B 2R 1) P9 N 0k R B M Bz B IR ) 2 B 5
T4 BRE T

[0542]  4ndE SbAE A, “ BB AZ Y A R A FE ZAS U X0 0 308 3 (M A% 1 1 AR () 0 35 5
AR IHEER 5 o AERLES SR A, A% (RHEES 43 BURES A SR T LR AEATAT AL B 2B
MR E A AR .

[0543] AR T, “2 ABMRRIRE S FR T2 A7 B AL L AB I DR I B SE 0 o 78 S 2L s i
B, MBI HEIL B3 DA BRS04, AR AEAS IR T 22 BRI AR 22 B ) e 4
B4 BRI AR 2 BRI IR e 2 L 28 AR R AN A 28 BRI i Joe i | 28 AR ) AR 48 Y
AT I | 28 B RH R 8 B A TR 32 | DA A 22 EOUA R IR R AR 28 ARG ) B s o A 2 S e A1)
H, 2 AR B BL R B , AL R AR T-0 [ (CH2) n0JwCHs 0 (CH2) nNH2+ 0 (CH2) nCHs 0 (CHz)
nF1 0 (CHz) nONHz OCH2C (=0) N (H) CHz, F110 (CHz) nON[ (CHz) nCHs] 2, H:FFnFlimjg A1 21 £710 . HAth
27 -HUARBEIC PT LAIE B « Ci-Crobe 5 2 B Be ik ik , it L 7 i L 05 e ik L O— e 0 kB
0—75 JE 4k . SH. SCH3 . OCN. C1 . BrCN.F.CF3.0CF3.SOCHs3. SO2CHs . ONO2 \NO2 \N3 \NHz . Z% P 55 5
IR 75 e e U R b A R 2 B R A fe i RNADTT R [ R I A i
+ T EGEZ B 74 1 B R B B T 00 I S A I 25 34 5 732 e PRI BE A L A
T LA DR PR 1) FL A A o A 6 ST 9], 0B TR ) A% A5 27 -MOE{TIEE (Baker 5%
N,J.Biol.Chem. ({HHALEZLEY) ,1997,272,11944-12000) . 5 REBMIZ A RS
HAB A ZE (B2 -0-F 30— 3 . FIo-Z JE T 38) AHLL , 262 -MOEEAR B £ 4
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A N B A UGER A A5 . A 2 -MOERAE R B IRic O & W T EA RN A
P A B8 B e PR ) DR 3R A8 S SCHIHi 7], Martin,Helv.Chim. Acta ((F- L2252 4))
1995,78,486-504;Altmann® A ,Chimia,1996,50,168-176;AltmannZ A,
Biochem.Soc.Trans. ({FELEYML 3 2H)) ,1996,24,630-637 s L 2 Al tmannZE A,
Nucleosides Nucleotides K HZHER)) ,1997,16,917-926) .

[0544] G fE AT FHE , “ZeABAmm ) VY 0N e 7% 1 B LA THPZ 1 2 F8 7S oA
ML PR B LA IR 5 % 7 ) W g LB R PR A I A% R )« 480 ) THPZ 1 L FEE
ANBRTAE ARG A E C B Z I (HNA) % JE ZAZ IR (anitol nucleic acid) (ANA) \H 5
FE1% IR (MNA) (Z W.Leumann,Bioorg.Med.Chem. (WA N HEZ51L5)) ,2002,10,
841-854) BCHE A 41 R 7~ 1l 1 VY ML B 2R 45 11 A RHNA (F-HNA) -

HO—~ O HQ\(Ol HO O,

Y HO I o™ > "Bx
P OCH, ©

[0547]

VII
[0548] o b ST O T ik 2 20— A BT VI T DY SR i 1 8 i B —
[0549]  Bx g 2 ARBR AL 543 5
[0550]  TaMITo % 9 40 37 b 2 A% 1 (R FE ] (R 42 VU ML 1% 1 KU B0 L&)
) BT To P [ — AN A% ) T e S A G DU St i i 1 28U B UL A 1) It
HTaFIToH 1) 55— AN R H R AR P A E R LR A 55 53" — A i 2
[0551]  q1.q92-q3~q4~qs~qeflqres B A 72 (H, Ci—Ce it 32 - & B C1—Colie 32 L Co—Coffis
e BRI Co—Coldii At  Co—Coloh HE B 28 BUAR K Co—Coloh AL s I HLRi AR5 A7 e 5 & 72
F xR A BRH B L BRI BE L WNT 124 SJ1.N3.0C (=X) J1.0C (=X) NJ1J2.NJ3C (=X)
NJ1J2AICN, He X2 0 SEENT 13 HLJ 1+ Jol Ja % i o7 b & HEK Ci—Co e 4
[0552]  fEJE LSt fs) b , 7R R AL R 2 B VI TR 2436 I THPAZ 1, HoPar.g2gsqas
45~a6PA a7 H AEH AE R LS, g1 a2 a3~ g4 a5~ asBA g B D — A RS AR L
SR a1+ 2 a3~ qan a5~ qs A Seqr R F 2D — AN R o AE SRR S ] b, AR IR R 2 B
A RVITHITHPAZ R , Horp ROFIRe P () — A o £E FL LB SR, Rud F O ELRoAEH; RuA 4R
HIF HRof&H, I AR B2 2 A T HReJ2Ho
[0553] 7 3 2L St 451 o , AREAC FH b B 5 AT B 54 B 9 Ho I — AN 2R I BE o 491 2
A0, N R R 5 0 A R AR SE R AL AW b i & T 4 OB (S W60 : Braasch %
N ,Biochemistry (ML) ,2002,41,4503-4510; DL & 3£ [H % H]5,698,685:5,166,
31535,185,444; F115,034,506) o {I7E S F R, AE N k" 2 5 HAA LA BB &
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0o Bx
w0

Lo
[0555]  fF LAl St ] , nEb bR mT AR AZ A L 48] 4, S S B SR b AR ik R 4 A
[RJAS [ AR o B RRATC FH t 7E I ARAE “ A8 () b R ™
[0556] it TARIURHI LA GERGITERD , filan2’ -F-5" - FEBURHI #Z 1 (Z WPCTH bR
HITEW0 2008/101157AF H AN8/21/08, BaMEEE 15,2 - XA BV Z 1) LA SE #1i%
AR AR A E A - ERERK (S WAHFELELRAFIFUS 2005-
0130923, 2~ H 4200546 H16 H) BUR] & ACH IR ZH 115" -HUAR (Z WLPCTH fr H1HEWO
2007/134181, A HN11/22/07H 4’ —CHo-0-2" i i — k5" -F AL Ek5 -2 )
765 7 BALHUAR) BRI IR AT 1) B B S il 4% 5 % A S 3R OB, A AL R L 245
DL (3 W, 46000, Srivastava®E A, J. Am. Chem. Soc. ({ZEE L2242 T])) 2007,129 (26)
8362-8379) .
[0557]  FERLECSLE i, e XA AR — AN Z DB T O EZ T, X2 S
TCIR O B A ROR SR R AR () A7 v R Wkl T2 e B e X A 1 o AR I A O S B 1 A
RLAN R T A G s v 5 1 IR 28 (2 D9 AL (R4 (1 2 FFIIPCTHRABWO 2010/036696 , 24
FH #20104F4 H10H ,RobeynsZE A, J. Am. Chem. Soc. ((ZEEfL24x22TI)) ,2008,130 (6) ,
1979-1984 ;HorvathZ A\, Tetrahedron Letters ({PUTAE N Y) ,2007,48,3621-3623;
NauwelaertsZE A, J.Am.Chem. Soc. FEEAL2ES2TF)) ,2007,129 (30) ,9340-9348 ;GuZE
A ,Nucleosides,Nucleotides&Nucleic Acids (% ZHB&IZTHER)) ,2005,24 (5-7) ,
993-998;NauwelaertsZ% A ,Nucleic Acids Research ({(IZERHITFE)) ,2005,33(8) ,2452-
2463;RobeynsZE A ,Acta Crystallographica,Section F:Structural Biology and
Crystallization Communications ({gifAZ ) SEF : 45 E Y5 5 AR H) ,2005,F61
(6) ,585-586;Gu®¥ A\, Tetrahedron ({VU {4 )) ,2004,60(9) ,2111-2123;6u%E N,
0ligonucleotides ({ZEIZTFEEY) ,2003,13 (6) ,479-489;Wang®s A, J.Org.Chem. ((H AL
Y ,2003,68,4499-4505; Verbeure®E A ,Nucleic Acids Research ({#ZERHITA)) ,
2001,29 (24) ,4941-4947 ;Wang%: A\, J.Org.Chem. ({(H WAL Z47E)) ,2001,66,8478-82;
WangZ A\ ,Nucleosides,Nucleotides&Nucleic Acids KIZE WZERRMZEEY) ,2001,20
(4-7) ,785-788;Wang%E A\, J. Am.Chem. ({(HLALE2 28 &) ,2000,122,8595-8602; A FF (1)
PCTHI1E, WO 06/047842; LA K A FFHIPCTHIIEWO 01/049687 ;34 % 1 B 2538 1 51 i LA Hi %
A AEIE) o FEEL AR R O A% 8 oA X

[0558]
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[0559] i b STt T B ik 2 20— AN B AXH 3 O Bz B S 1 B — A
[0560]  BxJyZR B AL HS 43 5

[0561]  ToMITafs H BN IS A% H (A E L L ] R O B 1 R B I A5 B)
BT AT 1 — A2 % 1 (A R ] G e DU L e A% D 21 I A& 9 B) I HLTs 0
TaH ) B —AEH BRI R 3 R LI A 35 " B3 — R o A

[0562]  qi.q2~q3q4~q5-q6~q7~qsFlqoss H LI AL Ci—Celit 3 2 BT Ci—Cetie 5k  Co—Cs
$75 L L 28 BUAR ) Co—Coldi 3t « Co—Cot It L Z8 HUAR P Co—ColoR 7 Bl L At B ERAR 3

[0563]  4nfE BLAT A, 27 —BUE7 B2 BRI 2 f8 O 5 — PRz a2 47
B A FEAEHEOHR B . 2 B O EA R T 8, o 8z i m
PR R SR MR BAZ IR0 27 B 53—k s LA A B AR e 2 BRI A% 1, 191 T )
P R B U AR O M TR 2L L 0-C1—Crof5E 2 . ~OCF3, 0~ (CH2) 2~0~CHz+ 2" ~0 (CHz2) 2SCH.,
0— (CH2) 2=0-N Rw) (Rn) , B0—CHa—C (=0) N Rw) (Rn) » F 1 Ru AR - F] Jih 37 2 HER 52 BRAC FK)
ARG BRI Cr-Croke it « 2 —E A I A% 7] DLk — D A FR A AR , 491 1 75 208 1 oAt A7
B AL/ BRAEAZ AL

[0564]  nsE BLAE Y, 27 —F7 B e A4E — BB AZ AT MR IR0 20 47 B b B FE AR
.

[0565]  fnAE M AE FHIK , “2° —OMe” B “2° —OCHs” B, “2” —0—-F 3" & [ S Fe B H5 — FiosE 1 %
H IZ PRI 2 A B AL B HE-0CH:H H] .

[0566]  AnfE Al AR, “TERZ IR A2 Ta 46 2 MR AL B4 758 e ST v
EZENMZT P — DA LB AR LS 6 P, ST R AR — B E A
%t (RNA) A1/ B A2 B AZ T (DNA) .

[0567] A4 H 28N VE 2 oAt IR AT =3B H L 3R R m] DL ARZ A A B Bl
SAEPRIZE (W 4548 L& Leumann ,Bioorg.Med. Chem. (A M LFEZLEY) ,
2002,10,841-854) o LIEER F 40 7] DAL FIAS[FI ) 55 A0 HUAR DA 3G 558 3% 7

[0568]  F T fhill 2 A2 Vi (I WE () )7 V2 A AR UREE AN SRRNIR) o AR 45 SR A2 5 1) i )
B AR 25 I L R AR H AR TU.S. :4,981,957:5,118,800:5,319,080;5, 359,
044:5,393,878:5,446,137:5,466,7865,514,785:5,519,134;5,567,811:5,576,427;5,
591,722:5,597,909:5,610,300;5,627,053:5,639,873;5,646,265;5,670,633;5,700,
920:5,792,847H16,600,03204 & [H Br H135PCT/US 2005/019219,20054E6 H2H $258 LA K AE
20054F12 H22 FAEAW0 2005/121371 A FF, JF4& A& Bl 51 A A4S A 7E k.
[0569]  7EHA LB MRS AZ TR, 8 T 5EG R &AL, R FFZ A4
(RARI BB A R)

[0570]  fEHELECSLEfI , [ XA AW AR — N A BA LB 5 K /£
S ST, AT BE S 4342 2" -MOE o 7E 3L B8 St 9] 5 4527 ~MOEAR IR (1) 4% HF 22 HEAE &k [
PR EE 7 o A5 LSt ] rh , ZRAB MR RBEER 2 e B (47 —CH (CHs) —0-27 ) ML A 1) — 3%
T o AEHELE ST B, 4 (47 —CH (CHa) —0-27 ) BRI AZ AT 2 HE 1 f2 B 11 448 e (1) 2 3
[0571]  ZABMZIIE

[0572] Al 2 (BUARAER) BT B AUARAE 45 4 b2 AT DL 5 RARAEAE I B A B R &8 1%
Bl X 16, 1 7E D RE A T PA LR (1) o RARM A B ML L KR i S S i & . X
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FERI AR BREAE RT LA S A S T % B B A2 08 T 45 G 2R M Bl — S A ) 2 A9 AR
P U TR A EL 02 L AR AR BRI 20, 1A, 57 B (5-me—C) «
B A7 T BA, , 045 5 R M g AR, 0T 3G 00 e A A P BERZ R K 45 6 SR g2
e FIR 0, O 20 32 BH 5 HR 6 g s g B4 4R R A I DU E AR I AR B 1:0.6°C 1. 2°C
(Sanghvi,Y.S.,Crooke,S.T.flLebleu,B., %= ., ,Antisense Research and
Applications ({x XHFFLE5 M D) ,CRCH iRt (CRC Press) ,BocaRaton (J-RHid) , 1993,
pp.276-278) .

[0573] LA, MBI O e — 2 FY L MU g , T VRS, IR TR IR, 2 L SN ng , JIR I
M4 11 2 W W4 114 6 — FR 8 R HL At 52 R ATT AR ) 5 JE e vy AR 5 A (1) 2— P B N oAt e BT A 5 2-
T AR 1 W 2~ X 9 g s e AR 2T A B 1 0, 55— 1< A IR 18 1 AR R BB g , TR ek (—-C=C—
CH3) J Wz g R g g DA & s g gk (1) Athy ok SR AT AR 40 , 6 — 0 2 R 1A g e g R o Jlig e g
5—PRWENE (R IRMENE) , A-TRACIRENE , 8- 18— J&k . 8T - 8T A be 2k . 8— 2 Ak A1 HAth
8—H AR R WA 1 EL R | 5 A, 45 i) A 51 A B~ =3 FF 2 R HL At 5 — EUA ) Ja s g 1 g
WA IE , 7— FR e I e N1 7 — FR R RN ey, 2-F— IR MR, 2 - IR vy, 8— (7% S R4 I8 - %
FRIEE NG, 7— I 25 MR A 7l RS 5 DA % 315 2 S5 W v 13—l 5L IR

[0574]  ZREAEIETS 733 AT LA A0 455 o WG 4 B e g T o e JHL A e B ELA R TS 2, 451 47— Jfe
GRS T 2SS WA | 228 Ik e 2L WE B o 455 00 A FH T 38 I e SUAL A I 456 SR A
770 A B 55 - EUAEE g , 628 2 M I DA JeN-2  N-6 F10-6 FUAR MRS , B FF 2 S TR 2
JIRNEENA | 5—TA] ke Jik PR 1 g 15— PR Joh i s e .

[0575]  fE 2L S g v, B0 a) B I 2 S AR MR IR ) I A B S — N B DN RAZ A% I
e o AE BE G S A5 v S ) R R S AR A IR 1 A R A B 1 00 1) S SR R R B A —
B 2 N RAB LT A o 75 LS SE TG 5 245 U A i e 5— FR e Jf s g A 5 6 S e 457 o
BRI I A2 5 FP 2 s e

[0576]  ILHUM S AL G

(05771 e XACE WA LA S — AN B 2 N 0 B BRI LA i 42 , Bk B8 o B HE) 1 it
13 I SCRE R BRI S VE - 20 i 3 A1 B0 B 8 5 o M 28 1 - 20 6k [ 0, 4 I ] 7350 4 AR g o 30
a3 o PN LRI AR OKAL A AR DR W R R L TR R LAY IE VR
BPHH B E R AR,

[0578] B A] LA e UL S LIS HAT — AN B2 AN B A, ik A g 22 [ 10 i B 4
T AT — i B9 i DA 3 9849 T8 % IR i A o A8 P o o R s R A T B S IR A5
X R IS M R B B R I % R 1 S S W) G T B A Uz BRI P i, I HLRe A B T 724
J Py %) 38 38 R/ B A o B RT DAAEAET5° — R (57D , BRAES — A (37 —1E) , B ] LAIH]
I} A7 AE T PR R i o Wi 485 14 AE AR S5 P 2 38BN B O BB, 491, s e it 28U © O &b, B
i F T £ e XA A WD — AN BOFR A A s e DA 7 A% BRI A2 e MERG 3° AN g BE A B dE
JEEET-20034F1 H16 H AATHIWO 03/004602H 45 LY .

[0579]  FEFEECSERE G b, e A A Y CBLEEAHANR T-H5 71 & F A s sSRNAK) R 22) i i Bt
PN E A LB RAB o 0 , LA BT I 42 S R AL SR — R B R B,
FARAS R T2 3430 7% 2530 72 R e Tk V45 6 IR A 40 i o A 4 B B L i A7 AT
S o ILHE AR T 208 0T B B B0 i AT () S0 o B e e R A i e &
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BERAL BN Z T R LA R EAR T A A S 797 B BB R O
T BT SRR [ B B MRS R TR BN VAR iR L GENE VB
Bt~ S NIGE I e GRS D B SR YRl e R O A A 1 R LA 45 4, B [
B4 (LetsingerZ A ,Proc.Natl.Acad.Sci.USA (GE H E xFl22Bi B Fl) ,1989,86,6553-
6556) ; lHEZ Manoharan®s A ,Bioorg.Med.Chem.Let. (AWM AN R G H)) ,
1994,4,1053-1060) ; B ok 5 40 4 He—S— =2k FF L AR B Manoharan A, Ann.N.Y.Acad.Sci.
(A LI BB AERDY) ,1992,660,306-309 ; Manoharan® A ,Bioorg.Med. Chem.Let. ({4
HHALY 5E 25402 H)) ,1993,3,2765-2770) s 55 KA [l B (Oberhauser® A,
Nucl.Acids Res. ({IZBRWFFE)) ,1992,20,533-538) ; IR Wik, 9l 1 — e —BE B — ek
3 (Saison—-BehmoarasZE A ,EMBO J. ((EMBOZ%:E)) ,1991,10,1111-1118;KabanovZ A,
FEBS Lett. ((FEBSIEINY) ,1990,259,327-330;Svinarchuk®s A ,Biochimie ((EM1LE)) ,
1993,75,49-54) ;B lg, Bl o1, —— T S e - - =B = S B L, 2- 1 -0—F 75 b
He-ANHBE-TA =B -3-H-T#EL BF (Manoharan%E A, Tetrahedron Lett. (VY [l 448 ) ,
1995,36,3651-3654 ; SheaZs A ,Nucl.Acids Res. ((RZEEHFF)) ,1990,18,3777-3783) ; 5
fe B 5 7 B2 EE Manoharan®s A ,Nucleosides&Nucleotides K#ZEH&IZHER)Y) ,1995, 14,
969-973) ; BL &I %E 2. /8 (ManoharanZs A, Tetrahedron Lett. (U A H)) ,1995,36,
3651-3654) s KEEFEAE L Mishra®s A ,Biochim.Biophys.Acta (Wb 54 YY) 2
) ,1995,1264,229-237) ; B )\ Fe Ak fi 8 O A = 3 - PR FE SR R [ BE AR B (CrookeZE N,
J.Pharmacol.Exp.Ther. (ZH 7 5SLI0RTT 50 D) ,1996,277,923-937) .

[0580]  XofT-40 % F T ssRNAM IR L1 55 40 1) FL 50 S HAE I UAE N I B 4, 2 L4
W, PCTAFHZW0 2013/033230.

[0581]  ZH-AWp A TIEC I 2 &V i1k

[0582] W] DL e %A IR 5 2525 bl $252 I3 PR B PR A TR & DA 4 29 A &
BCC il S A T ECHI A A SR TGN T 2 Fibr e , 58  HARR T, 1t &
PR R (BB i T 7 &

[0583] i iob ¥ 4 1a) B R B2 AR AL IR 1) S XA AW 5 A 38 I 29 2% 1 ] 5257 10 9 8 7 B
A, AT LLIE 2 &P i R U G4 o A2 SR ES S 5 252 b AT 42252 1 e 71
ST K AN KB 1 S FHK o R 75— AN S A, A5 A SCHEAR I 75 78 A A0 A 2 5 B )
TR S AR IR I ] X AA AN Zg 2% b a2 52 AR BRI 25 M0 A 5 1) o AE S L8 STt ]
252 RS I RRRE A 7K o AE TR EL S i 9], e LA WD AE L FR L () R SR TR
[0584] A e XAV I GV OFEATA 2557 Fal 52 1 £ R, BUX LLRR 1) £, B
FEAT HA SEAZ R , AL 17 S48 N it S, Re 8 (B 42330 R)422) 4 (it HL AR ) 23 PR Ut
WIBRARY) R, 140, A SCE R W S A A IR 2425 BRI 452 1 28 VR 24 1K BERi 24
(12452 b 52 16 3k RN A AR 0 S 5 o B B N 240 5 ] B2 1 s (RN BR T, Bl
AIEEE N

[0585] Wi 24 ] AR AE R LA A I — Im B s 4B N 3 AN A%, BT i i A4 i i
PIEAZ BRI 1%, DA RS M L&

[0586]  Jo X TEAZ AT BRITI A4 A1 Dk

[0587] S SCAMIR K 2 FH e SCBEAZ 7 R A 4 11 5 v, b FH A e SUAR A W AT 1) b
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] PLE S B 0% i .

[0588] Y4l 75 15 5% T 1A B K 2960 %6 —80 %6 [V & FE R, FH R SR AZ 17 1 4o P 441 o
[0589]  J@ FH T I SCBEAZH IR 51 N2 B 15 3% (0 40 i v 1 — Aok 70 5 BH S 7 i B %
YL FFILTPOFECTIN (Invi trogen (A A F]) ,Carlsbad (R /REFEL ) , CA (InFl#a JE M) -
R FEZAFER T LA 5 LIPOFECT INFEOPTTI-MEM 1 (e & Al , R /R B 248, 48 Je 0 ) =
TR A DAIS B S ST % 1 BR 1) P A BB 19 2R B DA R e T AR 1000 MR U R 2 52
12ug/mLIJLIPOFECTIN# & .

[0590]  FHT-¥% e LA R 51 N B B 57 B0 A e o 1 55— PPt 772 FE LTPOFECTAMINE
(TEAR A, RREE A, RIS JE M) o S XCFERZH 2 7] LA 5 LIPOFECTAMINE/EOPT I-MEM
VR I L B 7 4 (R A ), R /R BT EL B8, noR) 4 Je I AN) HiR A DUIA Bl e UL T BRI
Fr 7 BB IR JE DA B S R AT DA AEEL0OnM R X FEAZ H R 2 %8 1 2ug /mLIKJLIPOFECTAMINE K &2 .
[0591]  FF# I AT IR 5N BIFTE =0 A (1) 55— R AR FEH 25 1L .

[0592]  H T L IR 5I N BIFTEF #2401 X 55— MR B R H IR X
LG B AR

[0593]  JE ik & AR T vk e B AZ AT FR AL PR AN A - S SCSEAZHE TR AL FE 16-24 /NI i AT BAUK
FRIX LE AN A , S Ao e 3k AR 4503 L e i AN AE LR IR 1) 07 32 D B A R T RNABR B 1 KF o —
Bk, UL 2 AR BT A IR, BT 2 IR e X e R AL R P M

[0594] B {d FHI I SCSEAZ AT BRI R BEAE AN IR 40 B 38 2 AN ] o 6 TH55 5 40 i 3%, 16 0 i
T S SCBERZ AT BRI FEE 1 T VEAE AR AU P A2 BRI » 24 FHLTPOFECTAMINE %4 ), $L70 Hb DA S
Pl A InM %= 300nMIR) R AT FH e )CTERZH IR o 4 FHFRL 28 FL 2% Ry, LA 625nM%220,000nM
R e A AT P I LB H TR

[0595] RNA% &

[0596] LT 4HHERNABLEE (A) +mRNAFEATRNAZN B o 43 B RNAIR) J7 V2 AE A8 S 2 2 KN o
S A o] 36 PR HE FE () S0 5 4=, 9 4m 8 FHTRIZOLIR ) (BEA A 7, R /R B 48, )48 Jé I
PN 5 AT FH AR A 21 7 1 1] 24 RNA

SCHE 51 -

[0597]  El.— RO ELABMGN SEZ IR IAL 00 , S LB I SEAZH IR H 10 2 304N E 42
Az R IF BB A — AN E0EE 7 7 A% 08 7 A5 SEQ 1D NO: 12— 1791 A% /7 1
AT — TR 2 D8N LA B

[0598]  E2.— RO fELABMGI SEAZ IR AL B0 , S LAB M I SEAZH IR HH 16 2 304N 1E 4%
(A% ot BB A — AR 7 91, A% 7 ZIHESEQ 1D NO: 12-179H A — T %
T 771

[0599]  E3. —FpEFE AR AL T BRI A4, L EAB M) 5L A% FH SEQ 1D NO:12-
LT — TR A A A 7 B 2 B o

[0600]  E4.— RO $ELABMGI SEAZ IR INAL B0, S LB I SEAZH IR 10 2 304N 1% 42
[WZE H I BB — A0 751, A% 2 7 745 SEQ 1D NO:35.39.43.124,150,
155 16981 75 L Hg L 7 51 HP AT — T ) &8 208N SR A% Il 2L

[0601]  B5. — RO R LABMGIK SEZ R IKAL &4 , S LB i SEAZ IR 16 E 304 &4
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(PIAZ T LRI BB — MZIEE P 5, Z 202 7 5B HESEQ 1D N0:35.39.43.124.,150,
155 16988 1 75 AZ AL 7 71

[0602]  E6.— R EFELBIHHN EZ TR G, Z LB FEZE R H 16N ERIZ
AT HBA— 0P8, AL 7 1 - SEQ 1D NO:35.39.43.124,150,155,169
B 75 R IRIE 7 B 2 ik o

[0603]  E7.— R EFELBIMHN EZ TR SY , ZEB M EZ TR E 10230 %R
A% 4L, IX LEAZFFAESEQ 1D NO: LI BA N IR 2 N HL%h: 2957-2972.,3079-3094 .
3099-3114.3109-3124.3113-3128.3120-3135.3133-3148.3224-3239.,3226-3241.3351-
3366.3353-3368.3361-3376.3388-3403.3513-3528.3517-3532.3519-3534, 36413656
3735-3750.3764-3779.3768-3783.3798-3813.3799-3814.,3851-3866 . 38703885, 3874
3889.3876-3891.3878-3893.3884-3899.3886-3901 . 3888-3903.3901-3916.,3956-3971 .
3962-3977.3964-3979.3967-3982.,4019-4034.4038-4053.4049-4064,4056-4071 ,4059-
4074.4062-4077 ,4066-4081.4070-4085.4101-4116.4103-4118,4105-4120.4109-4124,
4305-4320,4405-4420.4532-4547 . 4534-4549 ,4537-4552 ., 4539-4554 ,4555-4570 . 4571 -
4586,4573-4588.4578-4593.4597-4612.4632-4647.4655-4670,4656-4671.4662-4677
4699-4714.4747-4762.4750-4765.4752-4767 . 4754-4769.4755-4770.4769-4784 4798~
4813.4804-4819.4807-4822,4833-4848.,4837-4852,4839-4854 , 48654880, 4868-4883
4872-4887,4874-4889.,4876-4891.,4887-4902.4889-4904,4916-4931.4918-4933,4938-
4953.,4942-4957 ,4944-4959,4951-4966 . 5050-5065 5052-5067 . 5054-5069 . 5056-5071 .
5060-5075.5061-5076.5062-5077.5133-5148.5141-5156.5155-5170.5265-5280,5293-
5308.5308-5323.5392-5407.5448-5463.5469-5484,5481-5496 . 5483-5498,5486-5501 .
5488-5503.5494-5509.5521-5536.5666-5681 .6222-6237.6701-6716,7543-7558.8471-
8486.8638-8653,9464-9479.10217-10232.10250-10265.10865-10880.11197-11212.
11855-11870.13189-13204.13321-13336.13346-13361.16555-16570.16793-16808
16968-16983.17206-17221.18865-18880.29329-29344.,32290-32305.33315-33330.
39055-39070.40615-40630.42017-42032.56050-56065.58719-58734.58720-58739
58721-58736.58722-58737.58723-58738.58724-58739.58725-58740.58750-58769 .
58751-58766.58752-58767.58753-58768.58754-58769.58755-58770.60902-60917
67454-67469.114874-114889,115272-115287.115365-115380.,134971-134986.,102156-
102171.139682-139697.,139762-139777.139782-139797,144856-144871.,144938-144953
148406-148421.148443-148458.,148520-148535.181695-181710.182958-182973 8%
183049-183064 , HoH FIriA & AZ 1 (1) FEAZ IR 5 SEQ 1D NO: 1527290 % H%b.

[0604]  E8. —Fi IR LA SEZ TR EW , 1 Z LB M A% TR H 102301 %1
(A% B, BAT — NI 7 51 a2 L 7 B LR — AN B A 22 2D 8 A B A T L 1 35S
a5 X AL 5 SEQ 1D NO: LY BATF B R B 2 1 [ 25 K FE 30 43 100 % FL b : 2957
2972.3079-3094.3099-3114.3109-3124.3113-3128.3120-3135.3133-3148.,3224-3239,
3226-3241.3351-3366.3353-3368.3361-3376.3388-3403.3513-3528.3517-3532.3519-
3534.3641-3656.,3735-3750.3764-3779.3768-3783.,3798-3813.3799-3814.3851-3866
3870-3885.3874-3889. 3876-3891 . 3878-3893.3884-3899 , 3886-3901 . 3888-3903.3901 -
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3916.3956-3971.3962-3977.3964-3979.3967-3982.4019-4034.4038-4053.4049-4064 .
4056-4071.4059-4074.4062-4077 .4066-4081 .4070-4085.4101-4116.4103-4118.4105-
4120.4109-4124.4305-4320.4405-4420.4532-4547,4534-4549 ,4537-4552.,4539-4554 .
4555-4570.4571-4586.4573-4588.4578-4593.4597-4612.4632-4647 ,4655-4670,4656—
4671.4662-4677.4699-4714.4747-4762.4750-4765.4752-4767 .4754-4769.4755-4770.
4769-4784.,4798-4813.4804-4819.4807-4822.4833-4848,4837-4852,4839-4854 4865~
4880.4868-4883.4872-4887.,4874-4889.4876-4891 .4887-4902.4889-4904.4916-4931 .
4918-4933,4938-4953,4942-4957 ,4944-4959,4951-4966 .5050-5065.5052-5067 . 5054~
5069.5056-5071.5060-5075.5061-5076.5062-5077.5133-5148.5141-5156.5155-5170
5265-5280.5293-5308.5308-5323.5392-5407 .5448-5463 54695484 ,5481-5496 ,5483 -
5498.5486-5501.5488-5503.5494-5509.5521-5536.5666-5681.6222-6237.6701-6716 .
7543-7558.8471-8486.8638-8653.9464-9479.10217-10232.10250-10265.10865-10880 .
11197-11212.11855-11870.13189-13204.13321-13336.13346-13361.16555-16570.
16793-16808.16968-16983.17206-17221.18865-18880.29329-29344.,32290-32305.
33315-33330.39055-39070.40615-40630.42017-42032.56050-56065.58719-58734 .
58720-58739.58721-58736.58722-58737.58723-58738.58724-58739.58725-58740 .
58750-58769.58751-58766.58752-58767.58753-58768.58754-58769.58755-58770 .
60902-60917.67454-67469.114874-114889.115272-115287.115365-115380.134971-
134986,102156—-102171.139682-139697.139762-139777.139782-139797,144856-144871 .
144938-144953.,148406-148421 . 148443-148458 ., 148520-148535.181695-181710. 182958
1829738183049-183064 , HoHH X £ X 1Y S 4% 1 TR W AZ WL J7 71 5 SEQ 1D NO: 1 F b
[0605]  E9.H#IEL.E7TERESH £ — LTk 4L &4, Hoh iz & W) OFE LBl 5 H R,
ZEABMR LT R H 10 2 30 MBI A% A A, 1IX S8 % 7 /ESEQ 1D NO: 1Y AR [ 71 it
FIRE IR 2 N B AR 2957-2972.3079-3094.3099-3114.3109-3124.3113-3128.3120-
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[0740]  E78.WIE75-77 " AT — TR K 57k, b 5 s il e Jse AL A 0B8R2 B ) 4 A
B AL 2 UGS P ANZURE SRR FAE I B /i 51 B 40 Ji 1 A K B B
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B SN E AN

[0741]  E79.40E75-T8HE—TFT kK 7532 , HodiZ s XA VD EE IR ARBT A0 44

[0742]  E80. WIETIRTIRRIJ7% , HoiZARBIHAR A& SR = DhRe MR AR 45 & 45 /.

[0743]  E81.MIE75-80H T Frik 775, Hoh iz AL A YD 88 98 /b A K AR HH A1 ¥
1 -3 BRI AR BT B AR AR 1) 35

[0744]  E82. —Fifi fill K 28 5244 (AR) —[SH Pk AL Wi e 4 . 1) 2B K BB Y 7 ¥, i 7 VA B
FE AT 12 FL M A e 5 S ) N BSR4 (AR) 1 I SUAR & sl , Hod iz 2L s 4R B i A
SIS A

[0745]  E83.—Fhii B A BA KU E A HERE 5248 (AR) —[H 14 L 1 52 3 HH AR L
(K772 TR

[0746] %552 HABCH X B A AR-FH AL 22l 3, I H.

[0747] |32 A FH 45 T — PREE ] AARE) e XA

[0748]  Hdiz e LAAMANHNZZ R E P HIARR IS o

[0749]  E84.—Fay7 32 BIAR-FH PR FL B 1 7712 A ARG M iz E 4G 7 —
PhEsm NEERER 328 (AR) R LS, IR ST 232 T I FLUIRE .

[0750]  E85. WIE82-84H AT — I BT A 1K) 77 7% , e Hp iZ AR FH 4 L it e B30 3L M e 4 R A9 e T
HESRF IS AR

[0751]  E86. WIE82-85HH AT — I BT iR 1) 77 ¥2% , e i 3L M e B 3L i g 410 e 2 B 25 32 Ak
(ER) —BHE 22 52 44 (PR) —BH P . BHer2/neu—[H 1%

[0752]  E87.WNE82-85H AT — T Firadks (1) 77 2% , H o 12 FL M e B 7L I 4 e 2 ER—FH PR FIAR-

HPE.
[0753]  E88. AIE82-85 1 AF— I Jridt () 75 2 » He v 122 L it fe 7L e A R S ER— A PR ATTAR—
HPE.

[0754]  E89. WIES2-88H T — T FTid 1 75 ¥4 » e iz L M e Bl 7L e 40 B 2 TV - WA 1 5L
e 7L e 40 M

[0755]  E90. WIE60-88 T — I FTIA I J5 1k, HorhiZ e X ALA Y2 nE1-38 HF AT — T T ik
AL A a2 2 LT B2 1 2o

[0756]  E91. WIE60-88H T — T HTIA B 7714, HorpiZ s UL A W2 WiE24-35 9 T — T ik
AL A a2 2 LT B2 1 2o

[0757] ifﬁlj

[0758] SRR il M i Aid It 51 HZS &

[0759]  JRUEAE IR B Le AW EHL AW UL S 712 0 AR U R S it 491 vt AT T
FEIR AR LA S A BA UL AR R BT iR A A 9 BLAS & B AR IR X Lo LA 1 o 72 A H
i 5 S S5 SCiRiE 51 L4 S04 A 7R

[0760]  sE/51 - £EHUVECZH 2 Hh (1) A ARIK) S5 SRl

[0761] & ST BRA R VT N EE [ ARIZ IR , I FLIG B ANV X A AR 2 4 ARmRNA ) £ FH 2k
AT MR o R IX L J SUSEAZ TR AL — R Y E A MBS 77 26 A1 10 92 58 o k47 D o X TR 5K
M4 R 2T N SCHR S R o A8 F 28 L B00nMR SRR I R A BT B AL
20,0004 B ) 25 FE 1 8 35 7= B HUVECAN M AT 5 e o 75 K 29 24/ N () AR 38 A 2 5 FFRNA
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MK S A ff v 43 B, I HL G SE R 8 S PCRXS ARmRNAZK S AT U = . A A5 51 iR EH 4
RTS3559 (IE 4] J£ B TCCTTCACCAATGTCAACTCC, fE L #8 5E NSEQ ID NO:9; % 4l 5 71
GAGCCATCCAAACTCTTGAGA , ZE I FE 52 ASEQ 1D NO: 10 ; ¥4t J FJAGTACCGCATGCACAAGTCCCG,
FEMEFEE ASEQ 1D NO: 11) P EmRNAZK - AR 4R i i RIBOGREEN® M E [#) S RNAT &,
REAEARMRNATK - o 45 5 2 A AH A T A% Ab P 1 560 HE AN M 0 5 AR & 43 b o XS v 155 F
BT R HAT I R A ek e e T3 — D AN B IR TR LR 2H .

[0762] 1M 2H iR HI K G R CEZ TR AT A3-10-3 (S) —cETH 44 . 6k 1144
FE16MZAF K, Hopd de gl O (X BRALRE 42" - AR, 3F BLANEE NAES J5 1A fis’ 5 i b
HAFE = E N EXE A BEXEH RS M EMNES BEXEPHENMZERA O -
CE B o e S £ R 144, 427 67 [R) T 2 A8 B AT R B e 1 o 3 25 0 AR, P A5 TR o s g e e
) e5-F R R g o IR Ar m” RN & B DR /E NS A P 71 v BB e (1) 5~ A% o
U AL 7 TR AN Z B DR AE N SRR e 21 rh P B 1 ) e 3™ — (A% o B TR LRI R 2 (1)
BB DRSS ) NARFE R P51 (FELEFE 72 SEQ D NO: 1 (GENBANK’E :*5NT_011669.17,
MIEAZ 5079000 252700007 E0) ) B AAR mRNAF % (FE 45 52 SEQ 1D NO: 2 (GENBANK
IR SNM_000044.3) B E o n/a’ RN AL R AN EE W 1Z 45 2 AL R 7 5

[0763] %1
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[0764]

x5
SEQ ID
NO: 189
R
YEAL &

&
SEQ
ID NO:
2 ¥e
FRAL 44

F 8
' _‘L,n\

ISIS %

Gl

%
)

ID
NO

3799

937

549332

GCGCTCTGACAGCCTC

84

12

3851

989

549334

CACCTGCGGGAAGCT
C

83

13

3888

1026

549338

GGCTGTGATGATGCG
G

83

14

4047

1185

549345

TCTGGAACAGATTCTG

82

191

4059

1197

549347

CTTCGCGCACGCTCTG

84

15

4534

1672

549358

ATGGTGCTGGCCTCGC

91

16

4655

1793

549360

GGTCGAAGTGCCCCCT

89

17

4699

1837

549361

GACACCGACACTGCC
T

84

18

4755

1893

549362

CCCGAAGCTGTTCCCC

85

19

4865

2003

549366

CTTGCCTGCGCTGTCG

34

20

5060

2198

549371

GTTGTAGTAGTCGCGA

93

21

s

5062

2200

549372

AAGTTGTAGTAGTCGC

92

22

5155

2293

549374

GCGCTGCCGTAGTCCA

93

23

5265

2403

549377

AGGATGAGGAAGCGG
C

90

24

5392

2530

549379

GCTCCCGCCTCGCCGC

86

253

5448

2586

549380

CGCTTTCCTGGCCCGC

94

26

5483

2621

549381

GCCGCCAGGGTACCA
C

89

27

n/a

2721

549383

CCAAACGCATGTCCCC

88

28

102155

2800

549386

GCTTCATCTCCACAGA

77

192

102156

2801

549387

AGCTTCATCTCCACAG

84

29

n/a

2871

549388

TCCCTTCAGCGGCTCT

88

30

[0765]

| 144856 | 2801

| 549390 | TTTCTGCTGGCGCACA |

89

[0766]

2
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[0767]
HF | AT
SEQID | SEQ .
NO:1 |[IDNO: | - 0 SI%Q
Al | ARAeds ‘
et 438,
181695 | 3602 | 549414 (JTT(*ATT(A(JAA(JTTC 81 |
182958 | 4164 | 549432 GAGGATC,}F‘TCACA‘“A 90 | 33
183049 | 4255 | 549434 | CTAM ‘CTECC(*‘(’T(J‘(J 96 | 34
59721 | | U —
202l wa | 549457 | TIGATTTAATGGTTGC | 98 | 35
58722 | | GTTGATTTAATGGTT | ox -
cere, | a | 549458 4 95 | 36
58725 | ATGGTTGATTTAATG |
e na | 549459 o 96 | 37

[0768]  S452 : /EHUVECAH A H %9 A ARIR) F1) S 4 i 12k s S A1l

[0769] Sk L3R AIF 50 I Fi WL 25 10 5 ARmRNA PRI AR 4000 1 P g5 11 4 9 5 B - AE Hu VEC AT iy
LA [ F 7)o 903K o 4 40 B DL 20, 000/ 41 i/ L 25 5 R AT 4l iR O B8 A v % L
18.5nM.55.6nM. 166.7nM.500. OnMAI1500 . OnMU &5 (1) ;2 A% AT BR AT S e , R 3k 4
TR SE I o AE K Z016/N (R AL BRI 2 5, B RNA M X B 11 Jfa b 43 55, 3 L3 i S2iv) 52 B PCR
XTARMRNAZK 347 U & o AN AR SR EF A RTS 3559 M EmRNAZK “F o H 45 f1 3 i
RIBOGREEN® M & BRNAS &, BEHEAR mRNAZK T o 45 5 2 I A A T A b 22 1) %o HEL 4
LT 5 ARSI FI G 2 b o A X 88 e AL AT TR AE — R A AT AL 772 2% AR 1 S 36w 24T 0
WX TR RIG I 25 R 2T N SCHR B R .

[0770] % SEAZFF R I 2 B K AN (TCs0) 1 BT R 3MIHR AT o WIFT IR , 76 5 ST
1% B A B 1) 41 i A ARmRNAZK - 2 DA At 14 7 B AR 1) o

[0771] %3
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[0772]

[0773]

=

ISIS

18.5
nM

55.6
nM

166.7
nM

500.0
nM

1500.0
nM

ICso
(nM)

54935
8

29

63

85

95

141

54936
0

44

58

79

83

116

54936
1

12

30

52

66

525

54936
2

Pty

10

23

57

74

447

1

54937 |

30

52

83

88

148

2

54937 |

22

51

85

89

150

4

54937 |

40

59

83

92

108

7

54937

13

52

72

93

216

54937
9

11

51

68

88

237

54938
0

14

50

87

94

98

62

54938
1

14

33

71

91

261

54938
3

|29

10

34

75

88

270

54938
8

15

42

36

86

428

54939
0

12

35

55

91

369

4
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SIS = 185 55,6 ,16677 500.0 1_5;007 ICsq
7 nM nM nM oM | 0nM | (M)
549332 24 35 57 79 79 104
549334 9 29 46 63 72 253
549338 | 30 32 47 67 78 154
549347 5 15 37 62 71 357
549366 8 44 58 72 91 129
549387 2 9 41 68 92 261
549414 0 21 35 53 76 366
549432 10 15 46 80 92 179
549434 | 27 38 60 86 96 85
549457 | 50 70 95 99 99 18
549458 | 22 48 84 97 98 57
549459 @ 51 6l 90 94 97 18
[0775] S5 3 : ZEHUVECHH A HH ) N ARF S S
[0776]  BANK) S L FEAZ R A ER [ ARZ IR , 31 ELIG e A 6 HAE AR A %5 AR mRNA
(AR FHREAT 00X o £ FH P % FL FH500nM s SCEEAZH I SRt BT BEFL 20, 00042 it ) 25 2 1)
ZEREFR I HUVECAN B EAT 55 % o 45 K 2924/ NI I RbER A 2 5, i RNA IR 2641 i o 459, 3 L
TH e SN 5E B PCRAARmRNAZK P #E4T M & o 43 N 28 1 4R £ AR TS 3559 Il EmRNAZK - o 12
P4 RIBOGREEN® I & (1) S RNA T &, K AEARmRNAZK S o 45 S S I A AT R 4b #2
()% B4 B 1T 5 ARB A E 43 Bl o X v E 82 PP SE A% 1 B AT M o R AT TS e e e % FH T3
— WA S N TR5H
[0777]  R5HFIRTHII A R SCEAZ IR A% B T A3-10-3 (S) —cETHk 144 5-10-5MOEHk
1446 3-10-3 (S) —cEt@# DA Z 16N Z K, Jorp i il O X BL ARG 42" - %, 9 B
MFANLES J7 A3 T AR =AM R X B B BIX B MZ eSS B
X B ) &AM B AT (S) —cEt& i . 5-10-5MOE Bl 1144 S 20 M2 1 K, Herp o dadile 11 [X B
B2 -REZ, I HMBERLES 7 M AIS 7w B B aERE AR X B /25
BIX BRI &M Z T AES BIX B I &% B 27 -MOEARAM o« i 2 #5144 , 1% £ 8]
TR AU BR IR 1 45 o i A 25 i 144, BT A7 1) Hunes g g ek 350 /& 5 FR ik e o “Ha g fr m”
PRI Z B DR ZE N SEIEDE 2 3] o B8 i 1) e 5 — (A%« “E& A7 257 Fa 7 iz e AR e N 2%
JE DR A b I ] K e 3T - AZ AR o 1 T 5 b 1 A AN e 1 ARSI i) A ARFE PR 2 B 7E I
T8 52 ASEQ ID NO:1 (GENBANKE 3% SNT 011669.17, M\ HAZH 5079000 £52700004% H)
[0778] 75

[0774]
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foir | BAF | oo Y | SEQ
ALk | sk | L ISIS 5 AF |47 | ID
BE | mE | # | NO

58721 | 58736 | 54945
58751 | 58766 | 7

58722 | 58737 | 54945
58752 | 58767 8

2?22 22,7;;3 ? 4345 ATGGTTGATTTAATGG | 3-10-3 | 92 | 37
[0779] | 58720 | 58739 | 56007 | TGGTTGATTTAATGGTTG
58750 | 58769 1 CA

g;‘gg ig% 30009 | TGATTTAATGGTTGCA | 3103 | 99 | 39
58723 | 58738 | 56009
58753 | 58768 9

58724 | 58739 | 56010
58754 | 58769 0

58721 | 58736 | 56013
58751 | 58766 | 7

[0780]  S244i|4 : /EHUVECHH ML H 19 A ARIR) 772 A 5tk s SCAT ol

[0781] Sk FIRHIF 70 I i I0 5 25 1 % ARmRINA PR A4 &b 4000 (67 e 11 44 40k 308 3% I AE HUVECHH it
rh DL A 5] 16 7)o TR o 5 4 i LA 200, 0001 2 it/ FL 1) 85 155 HE AT A AR 3 EL 48 el 2 9L
31.3nM.62.5nM,125.0nM.250.0nM. 500 .0nM. F11000 . OnM¥R J5 (1 e B IRHEATH Y,

F6HH TR T o 75 KL 16/NK AR FR 2 S5 5 FERNA M IX S 41 i v 435, 3 FLIsE 3L sk 5 &
PCRAFAR mRNAZK 34T I & o 1 A ANAR G R EF A RTS3559 I EmRNA K ~F- o M3 4z w1 1L
RIBOGREEN® Ml & (¥ S RNAT &, B HEAR mRNAZK Y o 45 5 52 0 AH X T A A 222 £ of B 4
I & ARFI P T 20 b o B 8 e SCTERZ T BR AT — AR P HL A RS 3 46 1 (0 s 36 op 34T )
o X FAEEASZIR A 25 B 2T N SCHR i b g .

[0782] & BLAZAFIRIN - B K INHIIKFE (1Cs0) 0 BTN T- L6 NPT eI , 76 R L SR
BR AT (40 B AR mRNAZK P DA & 4 i 1 7 sRPAAIG

TTGATTTAATGGTTGC | 3-10-3 | 98 | 35

GTTGATTTAATGGTTG | 3-10-3 | 94 | 36

5-10-5| 73 | 38

GGTTGATTTAATGGTT | 3-10-3 | 95 | 40

TGGTTGATTTAATGGT | 3-10-3 | 91 | 41

TTGATTTAATGGTTGC | 3-10-3 | 95 | 35

[0783] %6

ISIS & 3125 | 625 1250 2500 500.0 | 1000. ICSQ
nM nM | nM | nM oM | O0nM | (M)

549457 40 57 78 89 96 96 0.03
549458 15 25 47 70 88 93 0.1

v 1049459 | 16 | 23 | 50 | 71 | 85 | 92 | 0.1
560071 7 0 19 40 57 76 0.4
560098 20 41 64 83 94 94 0.1
560099 13 29 58 72 89 94 0.1
560100 16 24 53 69 81 93 0.1
560137 27 49 61 82 91 96 0.1
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[0785] =415 : 7EHUVECHH MY H 19 AARIT Js¢ LAl

[0786] Sy AMHY R AL R A R TH N ER I ARMZ IR , FF BLUIG E A 1B A HAEAR SR X AR mRNA
(R AT UK o {58 FH P 2 L R 250nM e ST A% 71 > 6 A BE£1.20, 00040 i 1 25 B2 1)
235 SR T HUVECH M 13EAT 5 % o A5 K 2924/ N B AL FR 3 2 J5 , F RNA MG S8 41 g o 43125, 5 L
TE I SR 5 B PCRAARMRNAZK P #E4T ) & o A3 N 28 51 04K £ AR TS 3559 Il EmRNAZK - . 12
P AEE RIBOGREEN® | & 1) S RNA S & , B HEARmRNAZK P o 45 F 23 AT AR 4b 2
(1) X7 HE 40 B 1T 5 ARIT I 23 B o X v H 40 PSS i BR 04T M o R IS e e e 3 FH T3
— AN EZE R R TR,

[0787]  FR7THHT IR & RO SE R BR A% BT 93-10-3 (S) —cET ik [ 44 55 it %0 i \MOE
S (S) —cEtFEZ R - 3-10-3 (S) —cEtHk 1442 L6 M Z K, Hodpr b el 11 X Br B 45427 -
W EAZ T, HMFE RAES TR A3 J7 A B3R =M H R X B /85 BIX B %
MEHFAES BIX B &M% HA (S —cEti i i %01 MOE f (S) —cEtFEZ H R A& 16
MEH K, HdiZiZ 1 B AMOERH & . (S) —cEtHHME 1 B I E B 1 . il — iR T
FANFEZEROFEZM. K 1878 (S —cEthEM: 2 B i S Z 2 E s JF B ¢ 18R
MOEAE i o 3 B 25 LI A4S , A TR) 3 R B A U PR IR T 2 o ke B &8 R A4S, T A7 (4] e e g Ak
) e - B fgmsne . fER  FH ISEQ 1D NOJE 48 A% H IR 7 71 » “HRUs 7 17 FeomiZ sk O 4k
TENIEIER 7 51 v BT ] (1) B’ —FR A% o “E A7 557 F87m iz B AR AE NS 3E IR P 31 v B
B B3 A% B H T 3R T I A5 s AR B 1) NARSE R ZH e 1), 7 b 48 =2 ASEQ 1D
NO: 1 (GENBANKE 3% SNT_011669.17, M HAZ 5079000 2 5270000EH) .

[0788] %7

ii'ii i?j; ) SIS 5 | AL Vﬁ’ =
Gk | Ak " No
ggii oot TTOAT L MOU  sa0as7 | w104k | 67 | 35
28722 | SEPT ) OTTGATTIAMTG | sagass | kdet0kkk | 71 | 36
S8 SR | TOATTIAMTGOT | S60098 | kiket0ddk | 690 | 39
8721|836 TTGATTTAATGG | s60131 | kkk-9-kkke | 74 | 35
7L LSS LSRG | TIGATITAATOC | 560137 | ekkcs-kke | 66 | 35
It | TOATTLARTEOT 560013 | kkkokike | 69 | 39
S8720 S35 | TGATTIANTGGT | 569216 | ekkkogkkdee| 68 | 39
W72 38730 | TIGATITAATGG | 560920 | celiogbkk | 74 | 35
S T,
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[0790]  si2456 : 7EHUVECAH A HH 19 A AR F1) 5 4 3 12k s STl

[0791] Sk B3R5 I F L2 25 1) 5 ARmRNA PRI A4 40300 1 F d6Je 11 4 9 15 B - AE HuVEC T fitg
LA [ F 7)ok 0K o 4 2 B DL 20, 000/ 2 il / LI 25 5 HEAT 4l AR O B Bl e 5 L
31.3nM.62.5nM.125.0nM.250.0nM.500 . 0nM. F11000. OnM¥K FE 1 [ SCBEAZ H R BHAT#6 4 ,
K8 TR T 1 ALK Z116 /N (1) AL PR HA 2 I 5 B RNA WX Le 41 g rp 43 25, s it s e &
PCRAFAR mRNAZKF 24T W & o {3 FH AN ARBI R EH 4 RTS 3559 I EmRNAZK ~F o 5 fud it
RIBOGREEN® &1 MRNAS &, B HEAR mRNAZK - o 25 5L 5 T A AH T+ A &b F8 14 of HE 24
T 5 ARBI I 2 bE A X 8 e L T IR AT — R A B A AR 72 26 AR 10 22 36 #- 4T 0
W X FRENERIGH S R 2T N U R MRS .

[0792] % FEAZHF BRI A K FNHIIKEE (1Cs0) tH 2 TR 8 . P e an 1K), 75 % L%
PR b R 41 B H AR mRNA 7K 2 PASRIE A P 77 QA Y

[0793] 728

1grg & | 3125 | 625 | 125.0 | 250.0 | 500.0 | 1000. | ICso.
: nM nM nM nM nM 0nM | (uM)
549457 | 34 44 75 82 93 96 0.06

549458 30 36 54 70 85 90 0.10

560098 30 54 65 78 89 97 0.07

560131 16 48 65 82 89 97 0.09

560137 35 39 64 73 ]9 94 0.08

569213 35 53 65 83 94 96 0.06

569216 | 38 51 68 83 91 96 0.05

569222 36 48 67 &3 91 98 0.06
569228 26 43 62 78 38 92 0.09
569236 17 39 54 79 84 92 0.11
[0795]  S487 : fEHUVECAN B H 19 A ARIF) F1) &4 i 14 s SCAI 61

[0796] ¥4 AP I X SEAZ T B U i o B ) ARJES DR % 1) 1) I 80 BT WMOE 2% (S) —cEt 4%
% , 3F Hoot FAEHUVECAH B Hh A AS TR 71 S AT Ut o X B SEAZ A R 2 L6 M G, o i
%A BAMOEREZAT | (S) —cEtHHEIN BUR A2 . “fhan i — /AR T A F T R i
Bifi. K $87~ () —cEtHEM s 2B fa m Sz T N E s H4h d fam a8z i kB ¢
T RMOEAZ i o i S #4145 , A% 17 [F) 7 42 I A R R I 12 422 2 B #5860 114k, i A 1) s g
B i 51 08 5 FR L s ZE R R B SEQ ID NOZ R BT IR ITH  “EIHA 7 8 1% Bk
FHARLE N SEFE IR 2 51 vp BT ) () e —FO A% “K 1A 557 P8 7~ i B DR 7E N8 FE IR 2 5
H BT ] 1 B3 IR o B HE TR 9 1 25N il 1 44 81 i) N AR PRI 57 %71, 75 6 4 78 N SEQ
ID NO:1 (GENBANKE 3% 5NT 011669.17, I\ HAZH H5079000 % 52700004, HY)

[0797] %9

[0794]
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Aeds | 4k el ISIS5 | ftxEkl | ID
frd | AL& NO
22’%3 zggg TGATTTAQTGGTTGC 569221 | eekkk-8-kkk | 39
gg;ig gg;gg TOATITAMGOTION | 560227 | eckkk-T-kkke | 39
8720 58735 | TGATITARTGGTTOC ) 569236 | ek T-kkkee | 39
gzzgg ?8;;22 TGATTTAATGOTTGE | 7066 | cikeskde 7k | 39
9721 [ 8730 | TTGATITATGGTTG | o i 39
22% 22;352 TTGATTT%ATGGTTG N ekkekliz-%kk 35
gg;i } zg;gg TTGATTT[?:ATGGTTG 569228 | cckick-7-kkke | 35
gg;ﬁg 22322 GGTTGAETAATGG 579669 | ekkeekk-7-kk | 40
Zg;ﬁ; 22;2; GTTGATTE}AATGGTT 79672 ekkekf?;kk 1
2722 SSTOT OTTGATTTAATOOTT | 569017 | ekkkegkkke | 36
58723 58758 | GATTGATITAATGG | s60m1s | agcoride | 4
28723 | 98738 GOTTGATITAATO0 | 560099 kkde10-kkk | 40

(07991 R4 ffa A 20, 000120 A/ FLIK) 2 FEREAT S AR T HLAE AL % FL 62, 5nM. 125 OnM,

250.0nM.500. 0nM. BA A2 1000 . OnM¥K 52 1) 52 X CTEAZ H TR FEAT #5 4% , R 10— 1291 Fr 48 52 1Y o £
KLJL6/N (AR 3 HAZ 5 5 T RNA M IX L8 2 i o 43 125, - HLd ik S ) 58 B PCRATARmRNA 7K -
BEAT DN o A A AAR SR EHALRTS 3559 EmRNAZK - o M 4 2138 1 RIBOGREEN® M &
(RS RNAT &, B EAR mRNAZK - o 285 5L 52 A AE OGS T2 A 22 0 T B 441 1 5 AR 41761 1 49
bb B IX L I TR AZ A B AT — RN E A MR 37 2 A0 16 2238 v B AT I o 0 TR AN 52 30 1Y)
ZER 2T SCHR AR

[0800]

S SR IZ AT FRAL R K A L P AR mRNAZKSF- 2 DA 77 &4 i P 777 KB AIG R

[0801] 10

84
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ISIS & 62.5 | 125.0 | 250.0 | 500.0 | 1000. ICsp
' nM nM nM nM | 0nM | (nM)
549458 | 25 46 55 64 78 203
569227 8 40 33 51 73 388
569228 29 44 63 77 87 158
569236 4 35 54 68 88 252
579666 | 33 34 47 64 80 229
579667 30 29 44 36 76 411

[0803] %11

[0802]

SIS & 62.5 | 125.0 | 250.0 | 500.0 | 1000. | ICs |

' nM nM nM nM | 0nM | (nM)
549458 16 22 44 64 74 324
[0804] 579669 24 39 45 74 91 207
579670 27 28 55 75 70 236
579671 | 6 40 54 57 77 288
579672 9 30 50 72 86 258
[0805] K12

ISIS & 62.5 | 125.0 | 250.0 | 500.0 IOQO. IC-sp_
‘ nM nM nM nM | 0nM | (nM)
549458 19 22 45 38 71 470
569214 | 20 26 6l 62 76 265
569217 | 34 39 49 64 64 247
569221 12 32 59 57 73 294
[0807]  SEAI8: FEHUVECHH AL H ) N AR S5z LAl
[0808] AN S U SEAZ E IR A T VB [ ARMZ IR » 31 ELI e ATt ok HEAE A4 4P 5 ARmRNAF
B FHREAT DKo 5 T | 28 L L, 000nM s SCBEAZH BRI X B AT BEAL.20, 0004 24 i 1) 25 52 1)
L3 FR I HUVECAN B HEAT B % o 45 K 2924/ NI IR AL ER JH 2 5, i RNA IR B8 41 i o 459, 3 L
SR S E B PCRA ARmRNAZK AT I 5 o 13 FH A SR 51 0FR BFALRTS 3559 U SEmRNAZK - o 1R
P 4 RIBOGREEN® Il & (1) S RNA P &, K AEARmRNAZK S o 25 R S I A AT R 4b 2
(%) %7 HE 41 B 11 5 ARF A 71 43 Bl o XA v h 75 PP SE A% 1 BR AT Mt o R AT TS e e e % FH T3
— AN EZ T BN T RSP,
[0809]  FEZR 13 KBTI THII K & I L SEAZ H IR A B 3-10-3 (S) —cETHk 144, 3-9-4
(S) —cEtHR 044 4-8-4 (S) —cEtHk 14A . 4-9-3 (S) ~cEtHk [ 44 . 5-7-4 (S) ~cEtHk 144 .5-8-3
(S) —cEtHl 144 . 6-7-3 (S) —cEtHk 144 . BB 4K JMOE JZ (S) —cEtSEAZ R - 3-10-3 (S) —cEt
B A2 L6 MZ K, Hodr b el 1 IX Be BG4 27 - JRAEAZ T, 3F M N AES J7m FIS
77 1] _E S = AN X B 0 3-9-4 (S) —cEtHk LA 16 MZ A K, Horbdo sl 11 (X B
B2 -, I M ENAES Ty AR = AMZ IR IFES A BRI A%
TR R X B 4-8-4 (S) —cEtH A2 16 MZH K, Hodr i sl 11 X B ARG \AN2 -4 %
1, 9 HAE R /ES 7R A3 J7m B EFRE YA B R IX B .4-9-3 (S) —cEt B A& 16

85

[0806]
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Mz, Hod el 0 X BB FE A2 -, I3 HANE N AES J7 | BRIz
B IAES i1 FAE AR X 5-7-4 (S) —cEtH & 2 16 M K, Hirbd de i
O X BBEELA2 Az, I ME AL i LaE AN ZTRITAS hn LaHE
PUAMAZ BRI B X BL .5-8-3 (S) —cEtHk L 444 16 4MZ 4, Horpdp degh O X B RE A2 -
Wi 2z, I AR N AES T b B TR E R IFAES 7 m B AR =AM R IX B
6-7-3 (S) —cEtdk A& 16 % H K, Horpdp e 1 X BLBFE-BAN2 -z, I HAE
7£5 i FAFESN DN HRIFAS JiA FARE =AM R X B A BX B S
HHAES BIX B &Mz HA (S —cEtE M Bt 01 MOE J (S) —cEtIEZ H L 2 16 ™%
H, Koz B A MOERE 21 | (S) —cEtHE i \BUR A B . T —Ffdk 144
HEZERFEZ. K 85 ) —cEtiz i F B e A Z B A E s H4h 4 FERbiA
208 s 3 H ‘e F87RMOEAZ AT o 3 A 25 6 1 A4 , A% 1 [A) i e IR A PR R 1 422 - 3w S %k 1 44
FITAT 1) AL s g 3 ik 35 2 5— B Bk s e

[0810]  7ERHFIHEISEQ ID NOZIEFZ H IR T H. “MeUGAr fi” ¥~ Z 6k [ A A N 25k
DAL 1) BT B ] ) 05 — IR o 2 1b A7 07 FR 78 B AR AE N S DR 7 2 v B 88 1) 1) B
3 - B T R I3[ &8k O AR ) NARFERZH 7 31, fE G4 %€ N SEQ 1D NO: 1
(GENBANKZ 3% 5NT_011669. 17, M HAZ T FR5079000 4527000048 BL) -

[0811] %13

[0812]
ferr | ¥eir S—_— 5 % | SEQ

86
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[0813]

424,

(BN

- NO

5062

5077

AAGTTGTAGTAGTCG
C

549372

kkk-10-kkk

64

5061

5076

AGTTGTAGTAGTCGC
G

585233

kkk-8-keeee

69

42

5062

5077

AAGTTGTAGTAGTCG
C

585259

ekkk-9-kkk

71

22

5062

5077

AAGTTGTAGTAGTCG
C

585262

kkk-9-kkke

77

22

5062

5077

AAGTTGTAGTAGTCG
C

585263

kkk-8-kkkee

69

22

5062

5077

AAGTTGTAGTAGTCG
C

585264

kkk-7-kkkee
e

62

5062

5077

AAGTTGTAGTAGTCG
C

585265

eekk-8-kkee

69

22

5062

5077

AAGTTGTAGTAGTCG
C

585268

keke-8-ekek

72

22

5062

5077

- AAGTTGTAGTAGTCG

C

585269

ekek-8-ekek

73

2

5062

5077

AAGITGTAGTAGTCG
C

585271

ekk-10-kke

57

5062

5077

AAGTTGTAGTAGTCG
C

585274

kkk-10-kke

65

22

58719

58734

GATTTAATGGTTGCA
A

586124

kkk-10-kkk

82

43

58720

58735

58750

58765

TGATTTAATGGTTGC
A

569227

eekkk-7-kkk
e

51

39

58722

58737

58752

58767

GTTGATTTAATGGTT
G

560132

kkk-9-kkke

36

58722

58737

58752

58767

GTTGATTTAATGGTT
G

569229

eekkk-7-kkk
c

57

36

58722

58737

58752

58767

GTTGATTTAATGGTT
G.

569238

ekkkr’7-kkke

(4

51

36

58722

58737

58752

58767

GTTGATTTAATGGTT
G.

549458

kkk-10-kkk

87

36

58722

58737

58752

58767

GTTGATTTAATGGTT
G.

569223

eekkk-8-kkk

59

36

58724

58739

58754

58769

TGGTTGATTTAATGG
T

569215

kkk-9-kkke

59

41

58725

58740

ATGGTTGATTTAATG

87

560133

kkk-9-kkke

53

37
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[0814]
58755 | 58770 G
58725 | 58740 | ATGGTTGATTTAATG , co | am
58755 | 58770 G 569220 | ekkk-8-kkke | 58 | 37
58721 | 58736 | i ; | zenyy | KKKKK-8-Kk |01 4.
58751 | 58766 TTGATTTAATGGTTGC | 586224 K 90 | 35

58722 | 58737 | GTTGATTTAATGGTT | ,.n kkkkk-8-kk | ¢
58752 | 58767 G 586225 K 88 | 36
58720 | 58735 | TGATTTAATGGTTGC - | kkkkk-8-kk | .
58750 | 58765 A 586227 K 87 | 39

[0815]  S2459 : 7EHUVECAH A HH 19 A ARIR) F1) & 4 i 12k s Sl

[0816] k[ 3R BF 50 3 J TH 55 35 1 6F ARmRNA PRI AZ A1 300 161 (60 e S35 % 5 R g o 3% 9 48
Hu VECZH g o BAAS 5] £ 71 & 2k U o 5 20 i A 20 , 000/ 2 i /AL 1) 25 i BEAT AR O ELAS el
ZEfLAI31. 25nM.62 . 5nM. 125.0nM. 250 . 0nM. 500 . OnM. F1 1000 . OnMR JEE ¥ i A HF BR 1HE4T
B JIER 14 BT 4R B 1 o 76 R Z16/N (AR ER JH.2 S5, FERNAM X S 41 i rp 43 55, JF FLs T
S 58 B PCRATARMRNAZK P 3HAT U & o 8 AR 51 4R £ 4L RTS3559 Ml EmRNAZK - o AR 5 41
A RIBOGREENS I E 1 S RNAS &, IR HEAR mRNAZK T o 45 5% 52 R A HE A T A Ak B8R 6 5o
HE A1 AL I 5 ARF I 43 bL R X B8 I SCSE A% R A0 — RV B A ABES 5 2 AR (1) s 36 i3
AT 5 RN SE IS 45 R EBLT F R b &,

[0817] %% SEAZTFF IR I 2 B K AMHIIKE (1Cs0) 0 EBLT- R 14h A0l FER K, 76 I A%
PR b R I 41 B H AR mRNA 7K 2 PASRIE A P 77 QA

[0818] %14

1515 = | 3125 [ 625 1250 [ 2500 [ 500.0 [ 1000. [ TCso
ost9] | 7 | oM | oM | oM | nM | oM | 0noM | oM
549372 | 2 17 3] 5] 61 80 | 271

549458 0 19 40 63 74 90 196
560132 3 19 21 53 65 85 252
560133 17 15 24 35 58 79 336
569215 12 2 26 55 71 90 234
[0820] 569220 11 29 34 43 59 78 275
569223 21 20 30 59 73 87 191
569227 13 22 45 46 61 74 255
569229 16 14 36 47 74 84 220
569238 4 32 | 33 | 54 | 71 88 202
[0821]  SEA10: /EHUVECHH L 1) N AR 7RIS A6 12k S LAl

[0822] S [ S 4518 I Ji T\ 25 1160 %o ARmRNA P A 40 41011 £ d5Je 11 A 4k 3% % 9 7E HuVEC At fig v
A AS [7] F4 70082 0 03k o 65 48 JiL LA 200, 00 04N 48 i/ FL 1 25 85 33 4T 4 AR 9 HL A A vl 28 L
46.9nM. 187.5nM. 750 . OnM. LA 523000 . OnM#K JZ 14 52 CIEAZ A IR BEAT G e, tnR 15 Fir e 8
(1) o 7E R LI 16 /N (1 AL FRIH 2 J5 , B RNA MK B8 4411 ffg o 435, JF HL 38 3 SE R 52 8 PCRATAR

88
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mRNAZK AT & . fF H AARSI IR A 4ARTS3559 W =mRNAZK °F o #3 #5 41 3d 1o
RIBOGREEN® &) MRNA S &, BT AEAR mRNAZK S o 25 5% 52 I g M 0T 2R Ab 282 1) of HEL 4
JTT & AR 43 B o

[0823] & SERZTFFRRITI K B KNI (1Cs0) 0 2 -T-R 157 . AT AR, 76 I X AT
PR b R 41 B H AR mRNAZKF 2 PASRIE A Pk 77 QAR Y

[0824] %15
7 oM | oM | oM | 0nM | (pM)
[0825] 549372 9 41 66 ]7 0.29

549458 | 15 | 50 | 85 | 96 | 0.19
586124 | 28 | 47 | 84 | 94 | 0.13
586224 | 39 | 75 | 93 | 98 | 0.05

586225 17 61 89 97 0.13
586227 20 60 88 96 0.13
[0827]  SZf511 : ZEHuVECZH G ) A AR 2 LA

[0828] WA S X BEAL T BR A VLT oS ] ARBZ IR , 3 ELBF B AT V4 X HEAE AR AP X AR mRNA
(AR FHREAT 00X o 5 FH P % FL FH500nM s SCEEAZH I SR AT BEFL 20, 00042 it A 25 2 1)
R IR HUVECAN MU AT 46 Yo o 75K 224/ N (R Rb 3 B 2 I 5 FERNA M IX 6 201 i v 4325, 9 HL
I IL SE 5E EPCRATARmMRNAZK - HEAT Ul & o {1 51 4R EHARTS 355991 EmRNAZK - o R
i@ it RIBOGREEN® I & (1) S RNAS & , A HEARmRNAZK - o 25 S BN AT R AL
(5% HELAH BT =5 AR PN 7T 40 LE o X BT 6 16 Bl SEAZ R AT I o HA R el e 6 FH T3
— IR ST R TR 16-23,

[0829] K 16-23FF Frik i1 AR A I LSRG R B 11N 3-10-3 (S) —cBTHR 44 Bl [ 44 2
16N Z AT K, Horpdp el 11 X B AL S 42 - S i, OF BMIESAAES J7 1 F13 Ji1a) 3
AFE=AZERRX B BXBEPRE MR MIAS BXBEFHEMZERA S -
CE LB o i Ao #4117 ()T e B AU B I e 4 o i B 2% S 1A, BT 7 110 o s i g
$4 5 FR L g

[0830]  FELFFIHHSEQ 1D NOA& R L IR 771 BRI fr m” Fa 7~ i B 1 A4 78 N S0
DKL 2 3] e BT S ) 1 B A% A o “4 A s FR 7RI AR 7R N SIS 5L DR 31 o T S8 1) ) B
3 IR o BT 3R 16-23 70 (AR Bl 1 448 1) NARZEER 24 /7 71 (FE LG4 52 ASEQ 1D NO: 1
(GENBANK &35 SNT_011669. 17, A HAZFFER5079000% 52700004 BL) ) Bt A ARmRNA £ 51 (£
A8 5E NSEQ 1D NO: 2 (GENBANKE 3 5 NM_000044. 3) BRI« ‘n/a’ $87n A% 1 IR AN B 5] 1%
5 HE DR P A

[0831] 16

[0826]
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[0832]

[0833]

[0834]

[0835]

[0836]

e AR
AL 4

351

ISIS %

Yot

NO

SEQ
D

5062

AAGTTGTAGTAGTCGC

549372

47

22

58722

58752

GTTGATTTAATGGTTG

549458

60

36

2957

ACAGCACTGGAGCGG
C

583542

45

44

3079

AACTTCACCGAAGAGG

583556

43

45

3099

AGTCTTTAGCAGCTTT

583559

52

46

3109

GCTTCCTCCGAGTCTT

583564

47

3113

CCTTGCTTCCTCCGAG

583566

45
47

48

3120

GCACTTTCCTTGCTTC

583567

52

49

3133

TCAGTCCTACCAGGCA

583571

43

50

3224

GACTGAGGCAGCTGCG

583583

45

51

3226 | 3241

CCGACTGAGGCAGCTG

583584

44

52

R1T

Setr
Fohs
1.5,

71

ISIS %

%47
gl

SEQ
ID
NO

5062

AAGTTGTAGTAGTCGC

549372

40

22

58722

58752

GTTGATTTAATGGTTG

549458

46

36

3351

GCTAGCTCGCCCGCTC

583608

51

23

3353

CAGCTAGCTCGCCCGC

583609

51

54

3361

GCAATGTGCAGCTAGC

583613

51

55

3388

GTCGCCTGGCTCCTAA

583620

41

56

3513

CTGGCTCCGCACTCGG

583635

50

57

3517

ATCTCTGGCTCCGCAC

583637

43

58

3519

TGATCTCTGGCTCCGC

583638

51

59

3641

AGTGTCCACTGAAGTA

583642

42

60

3735

AGGCTCACAGTCTGTC

583649

46

6l

3764

GACACACGGTGGACA
A

583660

44

62

3768

AGAAGACACACGGTG
A

583662

51

63

3798

CGCTCTGACAGCCTCA

583667

42

64

#18

90
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[0837]

oA
#e4s
AL 5,

Feir
b
HEra S

gl

ISIS %

64T
%1

SEQ
ID NO

5062

5077

AAGTTGTAGTAGTCG
C

549372

26

22

58722

58737

58752

58767

GTTGATTTAATGGTTG

549458

48

36

3870

3885

GTCGCTGCAGCTAGC
T

583685

47

65

3874

3889

GGTAGTCGCTGCAGC
T

583687

41

3876

3891

GCGGTAGTCGCTGCA
G

583688

67

3878

3893

ATGCGGTAGTCGCTG
C

583689

39

68

3884

3899

GTGATGATGCGGTAG
T

583692

41

69

3886

3901

CTGTGATGATGCGGT
A

583693

36

70

3901

3916

GAAGAGTTCAACAGG
C

583700

36

71

3956

3971

GCTTGGCTGAATCTTC

583709

39

72

3962

3977

CCTTGAGCTTGGCTGA

583712

37

73

3964

3979

ATCCTTGAGCTTGGCT

583713

36

74

3967

3982

TCCATCCTTGAGCTTG

583714

36

75

4019

4034

GTAGGTCTTGGACGG
C

583719

36

76

4038

4053

GATTCTGGAAAGCTC
C

583727

40

77

4049

4064

GCTCTGGAACAGATT
C

583728

45

78

4056

4071

CGCGCACGCTCTGGA

583731

34

79

91
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[0838]

[0839]

[0840]

A

4062

4077

TCACTTCGCGCACGCT

583734

46

80

4066

4081

TGGATCACTTCGCGC
A

583736

47

81

4070

4085

GTTCTGGATCACTTCG

583738

36

82

4101

4116

CGCTCGCGGCCTCTG
G

583745

40

83

4103

4118

TGCGCTCGCGGCCTCT

583746

84

4105

4120

GCTGCGCTCGCGGCC
T

583747

35

85

19

;azh‘:
A28,

FeAT
sk
| i: “']5\

Gl

ISIS %

%k
5

SEQ
D
NO

5062

5077

AAGTTGTAGTAGTCG
C

549372

39

22

58722

58737

58752

58767

GTTGATITAATGGTTG

549458

50

36

4109

4124

AGGTGCTGCGCTCGC
G

583749

36

86

4305

4320

GCTGTTCCTCATCCAG

583759

38

87

4405

4420

TGCTGCGGCAGCCCC
T

583771

40

88

4532

4547

GGTGCTGGCCTCGCT
C

583787

37

&9

4537

4552

TGCATGOGTGCTGGCC
T

583789

39

90

4539

4554

GTTGCATGGTGCTGG
C

583790

39

91

4555

4570

TGCTGTTGCTGAAGG
A

583795

63

92

4571

4586

GGATACTGCTTCCTGC

583796

65

93

4573

4588

TCGGATACTGCTTCCT

583797

35

94

4578

4593

TGCCTTCGGATACTGC

583799

65

95

4597

4612

CTCGCTCTCCCGCTGC

583802

37

96

4632

4647

TGTCCTTGGAGGAAG
T

583809

45

97

4656

4671

TGGTCGAAGTGCCCC

583818

42

98

92
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0 662 | ag77 | CAOAAATHOTCOARG | sez001 | 42 | 99

[0842] 20
JeAr | RAF o | SEQ
ALkt | Sk 51 ISIs5 | | ID
5062 | 5077 | AAGTTGTAGTAGTCGC | 549372 | 23 | 22
58722 | 58731 o T aroncn | ot |
S ot GTTGATTTAATGGTTG | 549458 | 54 | 36
4747 | 4762 | TGTTCCCCTGGACTCA | 583833 | 37 | 100
4750 | 4765 | AGCTGTTCCCCTGGAC | 583834 | 52 | 101
4752 | 4767  GAAGCTGTTCCCCTGG | 583835 | 44 | 102
4754 | 4769 | CCGAAGCTGTTCCCCT | 583836 | 37 | 103
4769 | 4784 | GTACATGCAATCCCCC | 583843 | 35 | 104
4798 | agi3 | NOACCOOTTOOAACT fsaear | 50 |
4804 | aglo | OOACOCATAGCOUGT fseae50 | 35 |
e | 2eys | GTGGGACGCACAGCG |

s | 4807 | 4822 - 583851 | 33 | o
4833 | 4848 | TGCATTCGGCCAATGG | 583853 | 33 | 108
4837 | 4852 CCTTTGCATTCGGCCA | 583855 | 44 | 109
4839 | 4854  AACCTTTGCATTCGGC | 583856 | 45 | 110
4868 | 4883 | GCTCTTGCCTGCGCTG | 583862 | 32 | 111
4872 | 4887 | CAGTGCTCTTGCCTGC | 583864 | 46 | 112
4874 | 4889 | TTCAGTGCTCTTGCCT | 583865 | 45 | 113
4876 | 4891 | TCTTCAGTGCTCTTGC | 583866 | 32 | 114
4887 | 4902 | ACTCAGCAGTATCTTC | 583868 | 34 | 115
4889 | 4904 | ATACTCAGCAGTATCT | 583871 | 47 | 116
4916 | 4931 | TTTGGTGTAACCTCCC | 583880 | 39 | 117
4918 | 4933 | CCTTTGGTGTAACCTC | 583881 | 47 | 118
4938 | 4953 CTAGGCTCTCGCCTTC | 583890 | 32 | 119
4942 | 4957 | CAGCCTAGGCTCTCGC | 583892 | 35 | 120
4944 | 4959  AGCAGCCTAGGCTCTC | 583893 | 34 | 121
4951 | 4966 | CTOCCAGAGCAGCCT | sg3596 | 37

A 122
[0844] FK21

93
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[0845]

[0846]

[0847]

FOAR
ALhE
£ %

FeAT

75

ISIS 5

%o
]

SEQ
D
NO

5062

5077

AAGTTGTAGTAGTCG
C

549372

37

22

58722

58737

58752

58767

GTTGATTTAATGGTTG

549458

47

36

5050

5065

TCGCGACTCTGGTAC
G

583917

37

123

5052

AGTCGCGACTCTGGT
A

583918

47

124

5054

GTAGTCGCGACTCTG
G

583919

55

125

5056

TAGTAGTCGCGACTCT

583920

42

126

5061

AGTTGTAGTAGTCGC
G

583922

37

42

5133

TCTCCAGCTTGATGCG

583932

39

127

5141

CAGCGGGTTCTCCAG
C

583933

38

128

5293

CCTTCTTCGGCTGTGA

583969

44

129

5308

GGTCCATACAACTGG
C

583975

42

130

*R22

SEQ
1D
NO: 1
by
Yo A%
AL AL
A

SEQ
ID
NO: 2
Loy
Yo A%
e
A% %,

el

ISIS 5

V7

SEQ
ID NO

5062

2200

AAGTTGTAGTAGTCG
C

549372

46

22

58722

38752

n/a

GTTGATTTAATGGTT
G

549458

39

36

5469

2607

ACACATCAGGTGCGG
T

583990

30

131

94
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[0848]

[0849]

[0850]

[0851]

5481

2619

CGCCAGGGTACCACA
C

583996

33

132

5486

2624

CATGCCGCCAGGGTA
C

583998

45

133

5488

2626

ACCATGCCGCCAGGG
T

583999

29

134

5494

2632

CTGCTCACCATGCCG
C

584002

30

135

5521

2659

ACACAAGTGGGACT
GG

584006

33

136

n/a

2870

CCCTTCAGCGGCTCT
T

584044

29

137

*23

St |

Jerrt
b4 &

Gl

ISIS &

Yo%
]

SEQ
ID NO

5062

5077

AAGTTGTAGTAGTCG
C

549372

25

22

58722

58737

GTTGATTTAATGGTTG

58752

58767

549458

51

36

14493
8

144953

CAGAGTCATCCCTGC
T

584069

36

138

14840

148421

CACCCTCAAGATTCTT

584100

36

139

14844
3

148458

AAGGTAGTCTTTAAG
G

584106

30

140

14852
0

148535

GTTTTCAAATGCAGC
C

584111

33

141

13968
2

139697

GCCATGAGACAGCTT
T

584125

35

142

13976
2

139777

ATTCTTGACTGTCTGA

584128

38

143

13978
2

139797

GCATGCCAGCTGGCT

584130

29

144

5666

5681

CGCGCAGGTAGGAGC
%

584138

35

145

6222

6237

TCTAAACATGACGGT
o

584139

37

146

6701

6716

ATGCAATTGCCTGCC
A

584141

39

147

[0852] 5412 7EHVECATN 5 AARM S 16
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[0853] 3 A4NKI e L BAL R A B[ ARKZ R , 7 EL E AT Vet 5o HL A 44 4R % ARmRNATH)
VR FREAT TNt o {3 AL 2 AL AT, 000n MR SCEFAZ Y BR K AT RE4L.20, 000> 2 I 14 2 5 14
L4557 I HuVECHH ML HEAT e % o 72 K 924/ NI IR AL FR I 2 J5 5 R RNA DRI B2 41 i 4389, 5F HL
T SE 52 2 PCRATARmRNAZK - BEAT M & o AT A 2K 51 4R £ A RTS3559 1 EmRNAZK - o 1R
i RIBOGREEN® I & ) S RNA S & , IEAEARMRNAZK - o 45 1 2 AR T R AL 28
[ %o LS00 7 5 AR 1) 7 3 B o Xof ST 385 B S AZ IR HEAT DU o R IR e % FH T3k
— TR SRR T 2R24-28

[0854] 2428 B BT IR A IR SCEAZ T B AR R 7T 3-10-3 (S) —cETHER [144 o k [ 44 5
16 Z A, Horr o dedihe 11 X BUAL4E N2 -l Ui, I AN ERES 75 A3 Jra) 13
AF=EAAEERX B A BXBEHR &M ZEMES BX BT &MERA () -
CEUBM o 3 S 5 R LA, A W) e R A U IR B S 5 o 3t B 3%k VA4S, PO ) B g ke
$5) 35— R B g

[0855]  7ERHFIHHIKYSEQ 1D NOAEARIEIZH LT F . “HAAr 57 878 1 Bk DA 7R A 2R A
DR 3 e I BB ) 1) DT — AL o “E LR 7 FiR AR A s AR AE N L DR e 21 o i B0 1) ) e
3 AT B H T 3R 2428 1 %A B L1 4488 3] NARZEPR 4H /7 51, 7E 046 58 SEQ 1D NO: 1
(GENBANK 37 SNT_011669. 17 , I\ HAZEF BR5079000 2 52700004 L)

[0856] 7224
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[0857]

[0858]

FEAT
/ri 4:‘;‘;\.

[ ze

i

el

ISIS &

04447

_ 550

ID
NO

5062

5077

AAGTTGTAGTAGTCG
C

549372

63

22

58722

58737

58752

58767

GTTGATTTAATGGTTG

549458

88

36

7543

7558

ATGGGAGTAACTTTT
G

584145

76

148

8471

3486

CATATTATTGTGCTGC

584148

85

149

8638

8653

GTCAATATCAAAGCA
C

584149

150

9464

9479

GAGTTGTGATTTCAG
G

584152

88

151

10217

10232

TTGATGGAATGCTGA
T

584157

69

152

10250

10265

GGTTAACTTTCTCTGA

5841358

69

153

10865

10880

TGGATTGTAAATTAC
G

584162

82

154

11197

11212

GAACATTATTAGGCT
A

584163

81

155

11855

11870

TCAATCTAGATACCAT

584165

156

13189

13204

CACATCAGAAGGAGT
A

584166

89

13321

13336

GAGTGTTAATGAAGA
C

584167

78

158

13346

13361

CTGATTAGCTATGACC

584168

70

159

16555

16570

ATGAGTCCTCAGAAT
C

584179

74

160

16793

16808

GTAGATTCTAGCTTTG

584130

31

161

16968

16983

ACAGGCTCTGACTAG
G

584183

76

162

17206

17221

TGTGTGACCCTTGGAC

584184

78

163

18865

18880

AAGTATGAGCATGGT
T

584192

73

164

#25
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[0859]

[0860]

[0861]

[0862]

[0863]

FEAT
AL hE
(RS

i

2.8

I3

4,5

el

ISIS %

Yo

SEQ
ID
NO

5062

5077

AAGTTGTAGTAGTCG
C

549372

59

22

58722

58737

58752

58767

GTTGATTTAATGGTT
G

549458

76

36

29329

29344

GGATTCTCTACACAC
A

584233

62

165

32290

32305

CCATTTGTGCCAAAC
C

584242

62

166

33315

33330

AGGTTAGGGAGTAGG
C

584245

70

167

39055

39070

TAGGGTTTGGTCAGA
A

584263

36

168

40615

40630

CCTTATGGATGCTGC
T

584269

57

169

42017

42032

GTTATCTTACTCTCCC

584274

70

170

26

T
AL b

ek

5

ISIS &

%t
41

SEQ
ID
NO

5062

5077

AAGTTGTAGTAGTC
GC

549372

58

22

58722

58737

58752

58767

GITGATTTAATGGTT
G

549458

79

36

56050

56065

GATTGTGTATAGCTG
C

584312

65

171

60902

60917

GGTTATGGTTCTGTC
T

584329

58

172

67454

67469

CTTCATIGCAGGTCT

584361

61

173

#27

AT
AL ds

AR
b &

3

ISIS 5

%47
i,

SEQ
ID NO

98
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5062 | 5077 AAGTTG;%GTAGTC 549372 | 70 | 22
gzzg SS737 GTTGATTTARTGGTT | spouce | 76 | 3

sy | g | 114ssy | TAGCCAARTITCITT | seaa65 | 55 174
2T | isagy | CATTGTACTATOCCA | sgaa68 | 64 175
1230 | 1s3go | TTTOCTARCATIAGG 584460 | 74 176
13457 | 34086 | ATOSTIOTCCTOTAC | seppos | 55 | 177

[0865] 28
so62 | so77 | AAGTTOTAGTAGICG 540370 | 54 |
114874 | 114ggo | |ACCCAARTITCTT | 50465 54 | 174
115365 | 115380 | 11 TOGTAACATIAGGE 5460 63 | 176
134971 | 134986 ATGGTTGZCCTGTAC 584495 | 53 | 177

[0867] 4513« £EHUVECHH B H 1) A AR 77) S AR 14 s LAl
K E AR I i TR 2 16T ARmRNA ) 44 &0 40 1] 1 R 11 44 4 35 % 3 ZEHUVECAH g
Hh DL A TR 4 770 2 ok UK o K 40 A BL 20, 0004 41 i/ L 1% 2 1 3R AT 4l A 9 46 A H 2% AL
46.9nM. 187.5nM.750. 0nM. EA 23000 . OnMiK £ 1) Jso SCBEAZ A FR HEAT 16 e , a3 29-37 0 i 4
SE K o FE K L1670 (AL ER I 2 J5 5 FERNA M IX 2S48 g v 43 19, 9 HLd ik SRR 52 B PCRXTAR
mRNAZK P B AT W& . 8 AARSI IR EFARTS3559 W E mRNA K P o 4R 45 4038 1
RIBOGREEN™ Il & (¥ S RNA ST &, BEHEAR mRNAZK Yo 45 52 2 IR A T A A0 F8 1) 0of B4
J i & AR I 23 b .
F AL R B KM B B (1Cs0) th 2T TR 29-37 . WIFT e R K], fE— 2845

[0868]

[0869]

S SUTEIZ AT FRAL PR K A L P AR mRNAZKCSF- /2 DA 77 & i P 777 KB AIG R

[0870]

%29
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[0871]

[0872]

[0873]

— 46.9 | 187.5 | 750.0 | 3000. ICsg
BE5 1 M | oM | sM | 0nM | ¢ uM )
549372 | 7 41 70 91 0.32
549458 21 72 91 97 0.11
583542 9 28 47 66 0.90
583556 19 47 68 66 0.34
583559 30 49 63 80 0.22
583564 16 33 55 74 0.52
583566 0 28 50 74 0.73
583567 17 34 60 79 0.43
583571 18 36 53 59 0.80
583583 21 31 49 64 0.79
583584 24 44 52 73 0.41
583608 12 46 67 76 0.35
583609 16 48 63 73 0.36
583613 24 60 70 75 0.19
583635 35 56 69 78 0.13
583638 33 64 79 85 0.11
583649 28 50 68 84 0.20
583660 21 39 61 72 0.42
583662 27 59 75 75 0.15

%30
ISIS & 46.9 | 187.5 | 750.0 | 3000. ICsy
‘ aM | aM | aM | 0aM | (pM)
549372 13 29 69 90 0.37
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[0874]

[0875]

[0876]

[0877]

549458

22

62

92

97

0.13

583620

17

44

54

1.85

583637

22

32

59

75

0.45

583642

18

35

67

74

0.46

35

55

73

82

0.14

583685

32

53

73

81

0.16

583687

34

67

83

81

0.08

583688

26

50

60

1.05

583689

20

34

62

74

0.44

583692

47

61

71

0.44

583709

50

70

84

0.29

583712

15

47

72

78

0.29

583727

18

49

70

76

0.29

583728

48

67

70

0.40

583734

29

60

74

75

0.12

583736

21

38

60

63

0.51

583738

16

40

56

71

0.51

583745

19

51

68

77

0.27

*31

ISIS %

46.9

187.5

750.0

3000.
0 nM

(pM)

549372

36

69

88

0.36

549458

24

59

92

98

0.13

583693

12

39

64

80

0.38

583700

14

34

57

71

0.55

583713

29

51

67

74

0.22

583714

22

34

59

79

0.40

583719

22

46

65

72

0.32

583731

18

24

47

58

1.31

583746

24

44

65

67

0.35

583747

13

38

50

69

0.64

583771

17

27

47

69

0.77

583789

30

49

71

85

0.19

583790

17

42

65

81

0.32

583795

37

61

83

90

0.09

583796

38

69

90

0.07

583799

29

60

83
76

85

0.14

583809

13

37

81

0.36

583818

46

71

84

0.31

583821

11

35

61

77

0.46
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[0878]

[0879]

[0880]

[0881]

*32

ISIS 5

46.9
nM

187.5
nM

750.0
nM

3000.
0 nM

ICsp
(puM)

549372

15

39

70

86

0.30

549458

19

58

89

96

0.15

583749

34

40

75

87

0.17

583759

28

61

67

0.63

583787

15

31

66

74

0.43

583797

21

50

74

82

0.22

583802

17

25

47

60

1.07

583834

34

54

73

84

0.13

583835

20

55

74

88

0.19

583836

11

27

67

86

0.39

583850

21

54

78

0.60

583855

22

50

81

91

0.18

583856

31

55

74

89

0.14

583864

30

49

72

85

0.17

583864

47

62

85

0.37

583865

33

42

68

85

0.19

583871

28

30

68

87

0.28

583880

13

52

78

92

0.22

583881

28

50

85

91

0.15

*33

ISIS &

46.9
nM

187.5
nM

750.0
nM

3000.
0nM

ICs
(pM)

549372

14

33

64

90

0.34

549458

21

61

90

96

0.13

583833

26

43

70

74

0.26

583843

22

40

67

85

0.30

583847

30

60

84

0.46

583851

24

54

76

0.61

583853

24

51

70

80

0.21

583862

15

37

64

79

041

583866

17

48

7

91

102
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[0882]

[0883]

[0884]

[0885]

[0886]

583868

19

31

59

81

0.41

583890

17

33

> 30

583892

22

38

68

83

0.27

583893

15

35

62

79

0.42

583896

13

17

49

69

0.86

583918

16

47

68

86

0.30

583919

27

60

85

91

0.14

583920

11

16

50

72

0.76

583969

12

26

66

86

0.44

583975

19

49

35

88

0.36

%34

ISIS 5

46.9

187.5
nM

750.0
nM

3000.
0nM

ICSO
(pM)

549372

14

36

04

88

0.32

549458

14

53

84

95

0.18

583917

30

50

70

0.64

583922

16

43

76

92

0.23

583932

35

64

81

0.38

583933

22

25

56

81

041

583990

33

56

1.92

583996

26

12

50

70

0.71

583998

25

38

70

0.89

583999

13

12

30

64

1.53

584002

12

46

70

92

0.25

584006

21

26

59

88

0.35

584044

23

30

51

78

0.44

584069

18

40

63

82

0.30

584100

20

44

7.79

584125

12

12

47

76

0.72

584128

20

22

41

72

0.74

584139

13

33

56

85

0.4

584141

22

37

61

85

0.29

#35

ISIS 5

46.9

187.5

750.0

3000.

1Cs0
(uM)

549372

28

64

0 nM
88

0.42
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[0887]

[0888]

[0889]

[0890]

549458

49

84

91

0.19

584106

13

12

32

> 30

584111

30

59

84

0.33

584130

10

11

37

> 30

584138

40

62

39

0.37

584145

32

63

88

0.36

584148

48

79

95

0.20

584149

37

68

89

0.31

584152

59

87

95

0.11

584162

45

80

92

0.18

584163

37

74

90

0.25

584166

52

84

92

0.10

584167

45

76

93

0.21

584179

25

62

87

0.44

584180

56

84

96

0.12

584183

41

64

87

0.31

584184

42

76

93

0.23

584192

34

73

95

0.30

36

ISIS %

187.5 |

750.0
nM

3000.
0 nM

ICs
(uM)

549372

26

6l

85

0.42

549458

51

33

96

0.23

584157

52

82

0.59

584158

37

70

89

0.26

584165

34

66

89

0.30

584168

32

70

91

0.32

584233

30

66

86

0.39

584242

38

66

93

0.27

584245

33

69

90

0.32

584263

24

67

90

0.34

584269

26

.6§;

92

0.34

584274

36

74

93

0.23

584312

37

65

93

0.26

584329

17

67

86

0.46

584361

18

71

87

0.41

584465

32

51

2.5

584468

pof R} fes fam

26

60

90

0.37

584469

e
(o]

46

73

89

0.22

584495

<>

14

55

74

0.65
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[0891] %37

ISIS = 469 187.5 750.0 3000. ICx
aM | aM | aM | 0nM | (uM)
549372 9 41 66 87 0.29
549458 15 50 85 96 0.19
586124 28 47 84 94 0.13
586195 41 62 90 95 0.07
586197 | 27 47 77 94 0.14
586198 | 39 62 89 96 0.07
586199 25 56 89 97 0.13
586200 | 23 44 85 95 0.15
[0892] 586205 | 34 67 &9 95 0.07
586207 0 39 79 93 0.3
586208 32 70 88 93 0.08
586212 | 20 60 86 94 0.13
586221 39 72 94 98 0.04
586224 39 75 93 98 0.05
586225 17 61 89 97 0.13
586227 20 60 88 96 0.13
586232 24 45 82 91 0.17
586240 14 49 83 93 0.18
586570 16 44 81 91 0.21
[0893] S5l 14« e PR 4 i) A M B 25 52 44 (AR) mRNAF) S SCSEAZH I FH TR F T a9 e 4
Ja R (¥ 90 5
[0894] ke DA B 0 o 2 T L6 1) 4 pa) A ARG BRI 2 31 1 AS [R] X1 eSS 7 B
e 3% FH T 76 5l 71 et 40 22 b (R 38— 2B 90  AR-VTRIAR-V567 e s A& AEJEHIE £ 3 Hh 4G 0 B 1
T EM AR B2k, W fEHornberg,E. 25 N ,PLoS One ({ ARl H1E « 225))
2011.Vol.6. F AN,
[0895] DA T ISISTEMZH R e I T — DI . ISIS 549372, B8] NARKER4H 7
FIANEF151STS 549434, & #E 1] AARFER 4 PP B4 281137 — A iy , il ik AREK 1L 25 A+ 5
ISTS 560131, &% ] ANARFERIH P 5 A & F 15 PA R ISTS 569236, & $8 18 AARKE K 4H 71
W e 1o AR ERISIS 554221 (ACCAAGTTTCTTCAGC, 78 M4k 45 5 ASEQ 1D NO:
178) e v A EE A AR A1 2 -4 (BPECAER 45 & 45 /0480 1 B i A IR I i B2 1) 3-10-3LNA
Bk, S48 E NUS 7,737,125 [ISEQ 1D NO:58¥ [z X B MEH ER AT , FHVE L HERRIT .
[0896]  SEf515: FE4IMDV3 100 C4-2B4H i A HERER 32 44 (AR) mRNAFK) Jse SCAII xS BB 2=
ZARE A K RIE A
[0897]  CA-2B4H e 75 s 2 453 b o F IR S 28 OB e N ST 2 I iR 4 i, OF B
BT N PR B A DS 3 32 40 Y (Thalmann,G.N. %5 A ,Cancer Res. ((JEIRERFFE))
1994.54:2577) MDV31005% & 24 & A& — P Med i vation A &) H & [ SL 36 M 2= 52 AR F5 B0
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T2y, T V897 2 A PRI BT 5 IS 5 ISTS 549372, 1SIS 554221, FIT1STS549434 78 #1
MDV3100f (MR) ) CA-2B40 g i 34T T I

[0898] I £ g /2 5uMIK JE UMDV 3100 A2 7E N EAT #5397, & 724 H LA SMDV3 1003 M .
PAIUMS B BRI S TSTS 549372, TSTS 549434 FITSTS 55422145 [ LA 1uMik J& Vs
Iz Ry 7 v DU HH 20 i B R A AR 2R AR R HH 2 5, o At B SR T 60, 5 B 1 B T ot 57
RIRTPAZE P o i HJARTLAR (N-20, 50 E 25 4 7] (Santa Cruz)) , 3l 3 8 A 5 BRI
B3 A K ARBL S AR AA T 2RAR-VT 126 75 AT - 5 R HITSTS 5542218 1S1S 5494343471
AEFRFHEL , SR FHISTS 5493724038 4 g 5 KR Mg /D 1 4 KARFIAR-VT .

[0899]  SEAA]16 : ZEHTMDV3100(¥ C4-2B4H i A KIS E 52 44 (AR) mRNAFK) s SCAI il % AR—4E
A ] ()4

[0900] AR S SCAI 0T AREE bR 5= R AR FBE4T 73 A o K TSTS549372. ISTS 549458,
ISIS 554221, LA ISTS 5494347FC4-2B MRZH M 34T 7 Whak .

[0901] K42 L40, 00040 g/ FL 1 25 JZ AR T-96 FLAR 1 JF HLAE B A 10 % iR 2 i (1)
RPMI 164085 773 i 3H AT 55 77 o 1 41 M A2 5uM B MDY 3 100 4778 N AT 3597, & P2 A~ AL
7 EMDV3100HT . BLO. 04uM. 0. 20uM. 1.00uM. F15. 00uM iz X 3% H BRI E , B 1STS
549372.1SIS 549458.1SIS 549434, LA M ISIS 554221 %% H ¥ I 2 35 35 5 ob LU B 40 i 15
FH 3% H o 6 76 N S EE R 2 b AN AT B 0 8 $EAR X B RE SEAZ R ISTS 347526 (771
TCTTATGTTTCCGAACCGTT (SEQ ID NO:179) 5-10-5MOESk [14K) A4 78 4 15 K [ PR R . 75 24
AN AL FR I 2, 8 B0 ARETZHRT 355930 1 52 5E B PCRA & AR mRNAZK - . 15
NARBIFREF ZHhAR_LTS00943 (1E 4] ¥ 51GCCCCTGGATGGATAGCTACT , £E I 45 52 ASEQ 1D NO:
180 S [7] FF 5| CCACAGATCAGGCAGGTCTTC, ZE Bb #§ 52 NSEQ 1D NO: 181 ;¥4 %
ACTGCCAGGGACCATGTTTTGCCC, 7EIL 4 5 AySEQ 1D NO: 182) SR Il 5 AR-V7mRNAZK ¥ o 14 ARmRNA
KPR NN K 45 R R IR 38, 2R T AR AL 3 1 0] BEAH i il &
SARP IR A Ee o 5 R FHISIS 554221 AL B AHLL , SR FIISIS 549372, 1SIS 549458, il
ISIS 5494344 PR A LA — i) &M 7 xC8E 2 AR 1 S ARSL Sk 7K ~F o

[0902]  [AIFE LA —FhSRALT ok s (9 77 AT 1 AR ARBL S AR-VTARAR I 2 11 BT B 125 43
BT 1M EAESE T SR FISIS 549372 F11SST 5494583 AT (AL TR AR T A KARFIAR-VT 1) 7K
o R HTSTS 549434BEAT (1 AL FR PR T 4 KARIMTAEAR-VTII /K P . 51STS 54937241 , 5%
FHISLS 554221 BEAT A AL B BEARAE JE PR AR 1 A RARAZKT, IF HAR B ARAR-VTHZKF .
PTG , o B SERZ H R ISTS 347526 RFEALE A Bk .

[0903] i FH 5| ¥ 8REF 4 hKLK2_LTS00963 (IE[A] 5 FICTTGCGCCCCAGGAGTCT , 78 5 78 N SEQ
ID NO:183; % ] J5 FICTCAGAGTAAGCTCTAGCACACATGTC, £E ML 45 5E ASEQ 1D NO: 184 ; #R4t ¢
FIAGTGTGTGAGCCTCCATCTCCTGTCCAA , FEILAR E SEQ D NO: 185) KU HARELAR HEAIKLK 2]
mRNAZKY- o A3 F 51 4R BT AR TS 1072 (IE 5] 7 5 GCCAAGGAGGGAGGGTCTT , £E L 4 7€ ¥ SEQ 1D
NO:186; 2 [f] 5 51| CCCCCCATAGTGAATCAGCTT, 7E Bt 48 %€ N SEQ 1D NO: 187 ; R4l 7 %
ATGAAGTAAGGAGAGGGACTGGACCCCC, fE AR E NSEQ 1D NO: 188) K I EAREL bR AL A KLK3 )
mRNAZK V- o R 39 MR A0 Fr I, 5 R A ISTS 554221 AL B AHEL , SR T ISTS
549372, ISIS 549458 MITSIS 549434 14T I AL 38 DA — Bl & AR i 14 7 X 50 K% i Hh P IS
T EERREER K
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[0904]
[0905]

[0906]

[0907]

[0908]
[0909]

[0910]

[0911]
[0912]

#38
FEC4—-2B MRZH o 4= K ARmRNAR #1111 77 43 B
ISIS | 004 | 0.20 | 1.00 | 5.00
5 M uM uM uM
54937 35 47 28 91
2
54943 9 36 66 88
4
54945 41 78 94 97
8
55422 0 0 0 23
1
34752 28 35 31 17
6
#39
FEC4-2B MR g FKLK 3SmRNA K 1l & 43 bt
ISIS | 0.04 | 020 | 1.00 = 5.00
3 M uM uM uM
54937 17 35 68 80
2
54943 10 47 42 64
4
54945 0 42 81 92
8
55422 0 0 47 56
1
34752 5 38 472 16
6
240

FEC4-2B MRZH M FKLK 2mRNAF 161 75 4 b
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ISIS | 0.04 | 020 | 1.00 | 5.00
5 pM- M uM | uM
54937 | 14 16 57 87
2
54943 | 5 27 49 68
[0913] : 4 :
54945 | 35 47 87 93
8
55422 | 24 25 56 66
)
34752 | 28 29 23 22
6
[0914]  SEA17 : AHESER 324K (AR) mRNAFK S SCATIHATFMDV3 100 () CA—-2BAH Jifd ) 14 58 R
1) 5 0]

[0915] K& ART S SCHI il X 8 400 B (1) 384 5 B8 77 (1) 2 e @47 40 A o #F 1S1S549372 ., 1STS
549458, 1STS 554221.LL S ISIS 54943474EC4-2B MRZH M 34T 7 I .

[0916] 110 .04uM.0.20uM.1.00uM. F15.00uM/ X BRI JE , 1SS 549372.1SIS
549434, ISIS 549458 MISIS 5542214 H AN B R 77 G ISIS 3475260 FEAE NN
BF] 2k o BB o 75 6 K [ A B B 2 J5 , AF FHCe 11T ter Q6@ AQueous B v i 241 i 38 5 ik 71 &
(CellTiter 96® AQueous One Solution Cell Proliferation kit) (V&I A A
(Promega) ) , LG AL 7™ 1 Uk B -5, X0 4t M ) S R R J7 AT M & 45 R B IAE R AL, 20
SRAE ST AR AL B ) 40 i S 3B A H ) b . SR HTSTS 554221 (1 AR AL , R FHTSTS
549372, 1STS 549434, FIISIS 5494584b HE 41 LA — P ) & At 12 7 =X B KR o Hh B AIC T

41 35

[0917]  F41

[0918]  C4-2B MR 3E5E 1 01 H 4 Eb
ISIS 0.04 0.20 1.00 5.00
5 pM M pM | pM
54937 0 4 25 43
2
54943 0 0 21 22

[0919] 4 : ‘
54945 8 16 41 56
8
55422 11 12 0 24
1
34752 11 22 7 16
6

[0920]  sEf5]18: AHEEE A2 4K (AR) mRNAFK Sz SCAM IR F7iMDV 3 100 FK) LMR202H it ) 5

[0921]

AT HIMDV3 100 4H L 2R , 45 58 NIMR20 o 4 AR S5 SCHI I X LMR20 41 o i) 384 5 B
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FIARMRNAZK P 220 34T 04 « RETSTS560131 . ISTS 549458 FITSTS 56923634 [F]LNAGR [
{RISIS 554221 HE4T I .

[0922] K LnCaPZHMd AT I & , (1 FE & W7 3G W Z IMDV3 100, KF 42 K 2961 H . /E20uM
VMDV3100/ /778 N AR5 95 & JE I B v b8 o LR LMR204EFF | SRV /EREA HE T 31 %
PG O B AU LT BRI B 77, RIRHESE T 24 FMDV31004b 2R i 551 AR LnCaP4H i
FHEEL TCso K ZY38 1A

[0923]  A%L

[0924]  LL1,500/ 40 ./ FLAF LMR20 4 i S AR 76 AN Sy 20 110 AT 4835 MR AL FE W G 2F 1L 75
(CSS) (BAEFrkE R F=E (BT AR A A (Life Technologies)) HIEATEERZR) K 77 5%
O ISIS 560131.1S1S549458,ISTS 569236, FIISIS 5542211L0.04uM. 0. 2uM. 1. OuM. B
5. UMK & P 8 N 15 2 3k b AR B B A0 N RERAR B 1STS 54914840 K5 /E
VE Jgo0T HE o 174 B P e 22 B0 50 7R 1881 (Takeda , A N. %5 A, Mol .Pharmacol . ({4 F245 3
Z0) 2007.71:473-82) LUInMFIE A F L RIBINE —HW A K R LHFZHRAER 4 .
EDHT LA 1OnMEI TR EAE S LRI INE B — AW LK I UE TR AL FR 1 40 i . FMDV3 100
PALOnMAF &AL 55 LR INZE 7 — AR A X LR H TR AL A ia T, 78200 . E5 R 4b
B Ja, I AR AEMT T 8 4 e 40 B 1 S VR e /134T I 2 . 45 R 2 IAER 42, BI A
X T A4 B K 4 T S 3G BE A A L

[0925]  dnfE 42t 2 HLIK) , A6 EBL R BB FIR1SS I B DHT Y /246 T, ISIS 560131.1SIS
549458 FITSIS 569236 51STS 554221 AHEY 1711 5 LA — 57 & A6 14 77 =X 5 R F% b 5 & 4100
HIHTMDY 3100 K i 371 Ji A8 40 M 355 o 55 5% FIMDV3 1003 4T () AL B AR L , HH IR B e R 1R
T4 PR A B B P 4T i 2 P B B T

[0926] 42

[0927]  LMR204H g 385 1 #1161 71 4 bk

[0928]

s ASO ISIS ISIS ISIS ISIS | MDV310
(uM) | 560131 | 569236 | 549458 | 554221 0
0.04 0 0 0 0 0
0.20 0 10 0 1 5

G 1.0 9 0 0 2 0
5.0 16 12 5 16 11
0.04 0 0 0 1 0

CSS+ | 0.20 13 2 22 10 5

R1881 1.0 55 34 59 19 31
5.0 70 61 | 74 54 67
0.04 0 0 0 0 0

CSS+ | 0.20 13 10 25 0 1

DHT 1.0 57 32 60 10 13
5.0 71 57 70 36 41
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[0929]  WF%E2

[0930]  FLMR204HMILAL, 50014 f/FLEHAR T B A CSSIIA ST B 2L (1) 35 B G TSTS
560131.ISIS 549458.1SIS 569236 FILNAR [1/ATSIS 55422140, 04uM.0. 2uM. 1. OuM, BY
5. UMK & B s N 15 55 3 b AR B B AR N RERAR B 1STS 5491484 HE/E
YE % B MDY 3100 A 1OnMA & AE S5 1 RIS N2 —H 4 e b, 9 Ho 78 9% B DHTEA 10nM
MFNEAEF LR ME—HWE R R LFEZ AT BREMDV3 100405 (1 40 rh , FREE7 2/ o
R1881LA1OnMF EAEF IR INE S —H WL % L FEZHBREMDV3 10040 E (1) 4
FFBET2/Nm] o BFARHI B B e EBUJE (PSA) W A S TMPRSS2 (— Pl 2R 18 719 2 A1) [ mRNAZK
F (Lin,B. , 2 A ,Cancer Res. ((JEAEWIFTY) 1999.59:4180) HEATIIE . 45 B 2 I T #43-45
W, R2ICRRIN AIELAE N 73 LEImRNAZK P o AE AL HE 2 fmRNAZK P 1] AR AR B =1
[0931]  f#F£43-45F BT £If¥, ISIS 560131, ISIS 549458, FITSIS569236 LA — il &
WG T7 AT TR BB AR 1 £ ARIBLB) 7 Ak 28 BIOR 28 e A 2 (9 LMR 20 2 g H Y ARmRNA 7K
o K HLNAGR TR TSTS554 221 I AR R AR 2 AF AR mRNAZKF o SLNAGR A TSTS 5542218
MDV31004HEL , ISIS 560131.ISIS 549458, FIISIS 5692365 K 5 f& A 7 PSAZK Al
TMPRSS2 .. % FIMDV3 100/ Zb BRI /N 1 22 ARVEL B 771 4 2 (1) 40 fd HH AR mRNAK) 7K, I H ARG
PSABY, TMPRSS2mRNAZK - .

[0932] %43
[0933] S 2 ARMASN FIALER 11 A1 ML FH FEImRNAZK °F: (%6 B2 18
[0934]
ASO N -~ ]
A H (uvp) | 60131 | 569236 | 549458 | 554221 | MDV3100
0.04 107 104 101 124 106
0.20 74 87 75 140 101
Ak 1.0 29 42 30 132 99
5.0 17 27 25 98 92
0.04 113 122 135 106 08
| 0.20 83 90 85 118 93
o 1.0 75 78 50 58 90
5.0 71 73 72 87 113
[0935]
0.04 92 96 110 95 101
TMPRS | 0.20 67 81 85 | 117 119
2 1.0 52 59 54 77 119
5.0 45 48 62 73 141
[0936] 44

[0937]  7E HIDHTAb#E 2 J5 FEImRNAZK 1 (%6 FE 26 E)
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[0938]
£m | 29 | se0131 | 569236 | 549458 | 554221 | MPV310
(uM) 0
0.04 %9 94 91 137 105
R 0.20 55 77 66 135 124
~ 1.0 25 44 34 136 110
5.0 20 34 31 100 143
0.04 74 108 93 97 124
0.20 61 79 7 36 108
Fan 1.0 35 46 47 64 95
5.0 35 46 47 64 95
0.04 112 113 127 121 134
TMPRS | 0.20 108 123 119 118 144
2 1.0 93 I 106 122 132
5.0 7l 110 91 114 124
[0939] %%45
(09401 7E FHRISSLALEE 2 J5 FImRNAZK T (%% BE£544)
[0941]
AR (ﬁ% 560131 | 569236 | 549458 | 554221 | MP)10
0.04 87 39 88 131 94
. 0.20 65 80 56 133 107
' 1.0 30 44 25 124 115
5.0 26 37 32 99 136
0.04 9 90 93 100 84
0.20 77 90 67 93 101
P 1.0 44 57 50 30 9
5.0 35 A1 4 57 87
[0942]
0.04 132 126 137 136 114
TMPRS | 020 117 131 119 134 125
s2 1.0 28 98 96 125 133
5.0 76 95 9% 122 139
[0943]  SEHi19: ASEHERER 5244 (AR) mRNAR 52 AN 25 A MDV3 10054 C4-2B A1 Fy 3 B e
AN
[0944]  WEARI 52 XN 1| 45 4 A 5] 75902 MDY 3100 X a8 40 B 1 18658 88 77 (04 52 24T 40 9T o

FGTSTS 549372.1STS 549434, 1STS 549458, DL S ISTS 554221 4FCA-2B4H e 3347 7 M
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[0945]  H£C4-2B4HMILA L, 500140 il /L #EAT B AR - 15 TSTS 549372.1S15549434.1SIS
549458 BLISTS 554221040 . LMk B2 B b 75 i 22 B Rk oh D ISTS 347526 05 ENTE Ny
BH X HE . LO . 25uMB 1 . 00 M) 5 2 £E 25 L R INMDV3 100 . AE6 R [0 AL A 2 )5, 1F
CellTiter96®AQueous HLiA MR AH MU FE A /) & (B Z24% A ) B AE A2 7™ 7 ud BH 45, e
Y1 B ) I HE B BT N S 45 SR B AR R 46, SN AT R AL FER A 41 B IfT = 4 4E 1 1
HIT b . R AITSTS 554221 (i AbFRAEL , R A TSTS 5493728 TSTS 5494584b FH 41 i 5k
T2 P B A T 2 P 35 - 5 4, iR 46 BT R I, SERARTSTS 55422 1K 41 g 386 5 B 1K
23% MLL , MR I TSTS 54937 23F47 b K 40 A 38 58 B A159 %6 , 1 K FHTSTS 549458347
Aob PR A MO BE AR 74 % .

[0946]  QIRAGHIATH T 2INHT , 5 EE/RIKZRITSTS 55422145 A4MDV31004HLL , TSTS
549372ERISIS 54945845 AMDV3100 B AR B2t il 1 [l 271 it e £ JHa 35

[0947]1 T AR FHISIS 54937280 ISTS 5494584k 7 41 g /& 75 5MDV3 100 B A5 Hr [ /E
FH,LLO. TuM ASOZE & 7 52 . i1 46 F BT I , SR AITSTS 5493728L1STS 549458HE4T K
AL 3R 5MDV3100.E 4 Bir A /E F o 451 201, MDV3 100 B3 420 . 25 uMeKs 34 5 471114 % ; TSTS54937 284
TRAEO . LM 20 M 38 0 104611 23 %6 5 R ZEL 4, 40 a3 S A 4 166 % - 2540l , TSTS 549458
RO . LK 41 B S TE HI 139 %6 s AHEE A 016 , 41 B3 BE #3611 75 % o BT LA, 75 5 51 e 20
J 3B T HI R 7 T, TSTS 5493728 1STS 549458 5MDV3100#)2H A2 B A i (B, KT
A .

[0948] ﬂé46
[0949] % 0. 1uMASORS C4—2BZH it 3458 (1 41711 1 43 Eb
MDV3100
OpM | 025uM | 1 uM
PBS 0 9 38
[0950] ISIS 549372 23 44 66
ISIS 549458 39 59 75
ISIS 554221 9 29 59
ISIS 141923 0 4 38
[0951] =47
[0952] 5% 0. 2uM ASORFCA—2BZH o 3% s 40161 1 43
MDV3100
ouM ‘ﬁ 1M
PBS 0 | 20 46
(09531 I"1S1S 549372 | 59 69 77
ISIS 549458 74 75 79
ISIS 554221 23 45 67
ISIS 141923 0 5 50

[0954]  =241|20 . N HEWE 2L 5248 (AR) mRNAFR) 5z S 45 A-MDV 3 100 % LNCa P41 i ) 345 B
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A

[0955] K5 AR Jsz A il 45 4 AN [ 70 & FOMDV 3100 %5 i 4 B Fr 448 5 RE 7 ) 82 W 34T 20 7
JGTISTS 560131 MITSTS 569236 75 LNCaPZH L 1 34T TR .

[0956]  KELNCaPZHLA L, 0001 A /FLEEAT H AR - 5 ISTS 5601318 1S1S569236L40.08u
M. 0. 04uM. 0. 2uM, B 1. LMK 2 BB Hb s N 28 35 32 B vh S TSTS 54914835 78 1 N I 1
X B8 o £E 55 2R FEMDV3100LA0 . 0161M. 0. 08uM. 0. 4uM. BE.2 . OuMf¥) 7 & s INE &L ISISEAL H 1R
RO A AES RIALEEHE 2 )5, HCel1Titer 96® AQueous . (Ce11Titer 96®
AQueous One) 5L CellTiter-Glo® A W 48 fa 35 58 il 71l & (CellTiter-Glo®Solution Cell
Proliferation kit) CHI&ZEMEA Al , A A 7= R Ud I 15 , X4 40 1 35 6 73T & .
45 R EIAERAS-521 , B I MDA T AR /40 M1 5 HGE A6 E 2B .

[0957]  fErh BT 2I0AT, SR AIISIS 560131BLISIS 569236347 i AL 3 5MDV3100 B4 )
[V FiT o 451030, MDV 3100 3% [] % HE S5 A% AF FRO . O8UMIKI TSTS 5491 48K 385 - 4317 % 5 TSTS
56013 1 FELPAEO . 04nMKE 20 i 38 5 F11 1 24 %6 5 AL & 10U , 40 M 36 5 a1 114 1 % o SR Bl
1STS569236 B 7E 0 . O AuMAZ- £ L 3T 311119 % + REZELA (K9 135 , 4 HL 389 4 401761126 %6 o BT A, 76
F 371 e Je 200 L 389 5 ) 4901 J TG, TSTS 56013 1EXISIS 569236 5MDV3 100/ 44 42 Hh I )
(BF, KT A .

[0958] %48
[0959]  ZELNCaPH 7EBEAMDV-31 000 5450 T 1 3851 (% e AbFE 1 X6 HE)
ASO #l &
[0960] 0.08 uM | 0.04 uM | 0.2 uM | 1.0 uM
ISIS 560131 106 76 50 26
ISIS 569236 106 91 60 35
[0961] ISIS 549148 104 101 91 82
[0962] ﬁz}g
[0963]  ZELNCaPH7E% 0. 016uM MDV—31 00 [F) 345 (% e Ab R [ X} BE)
ASO #| &
0.08 uM | 0.04 uM | 0.2 pM ;13[
09641 TIS1S 560131 | 103 71 | 49 25
ISIS 569236 104 92 58 29
ISIS 549148 | 106 | 86 | 83 59
[0965] %50

[0966]  ZELNCaPHH7E % FH0 . 08uM MDV—3100M} ) B (% e Ab FE [ +f HE)
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ASO #| =
0.08 uM | 0.04 uM 313[ 1.0 pM
09671 18IS 560131 | 99 59 48 | 27
ISIS 569236 98 74 51 31
ISIS 549148 | 93 101 89 90
[0968] 51
[0969]  ZELNCaPH 75 % FHO . 4uM MDV-3100/] [ 3958 (%% e Zb TR [1) 6] BE)
ASO #| &
0.08 uM | 0.04 uM | 0.2 uM :m(/)l
[0970) - SIS 560131 | 68 50 40 26
ISIS 569236 | 61 48 41 27
ISIS 549148 65 57 50 48
[0971] %52
[0972]  ZELNCaPH7E% 2. 0uM MDV—31 00 [F 3858 (% e AbFE [ X HE)
ASO #|&
__ 0.08 uM | 0.04 uM | 02 uM | 1.0 uM
5‘é11531 45 42 38 23
L0973] SIS
RATIE 44 41 35 23
ISIS «
, 4 v
549148 39 472 41 32
[0974]  sEf521 « A HERCER 5244 (AR) mRNAFY Js¢ SCHIH 45 A-MDV3 100 X C4—2B4H Mo F H45E e
ap=ALG|
[0975] M5 AR S5z LA 1] 45 A AN ) 778 (I MDV 3100 X0 96 240 o 1) 3§ 68 F3 (1) 52 M BE4T 45 #r o

HFISIS 560131 F1ISIS 56923674 C4—2BLH g 34T T o
[0976]  H5CA-2BAHMILAL, 000 /FLIEATHI R - 45 1STS 5601318L1S1S569236L40. 081
M. 0. 04uM. 0. 2uM, B 1. OuM¥R & B b 8 N2 15 72 58 v R 1STS 549 14840 HEAE P AE M BA 14
S HE o AE 5 2R MDV3100LA0 . 0161M. 0. 08M. 0. 4uM. X2 . OuMfK) 7 & INE & ISTSTEAL H R
b BRI M T AES R AL IR A 5 L 8 I Ce 11T ter 96® AQueous B VA R4 ML 34 5 1 7 &
WV TG T AGAE T UGB A X 4E B G R R AT I & 45 R B IILAE #5357
i, RIS T AR b FE 1 40 = SR .
[0977] e pr S IAY, K ISIS 5601318 ISIS 569236347 [ 4L FE 5MDV3100E 4 )
5/ FH o 45150, MDV3 1003 [7] % BE ZE A% EF R0 . AuMII ISTS 54914845 3051 - 244016116 % ; ISTS
560131 HEFRAEQ . OSUMNE 21 A 38 5 H1 161 16 %6 ; AHEH A (1 U6 , 20 B 3G AE 4 0 161 31 %6 o 25 ALL
MDV31003% [ %f B8 SE 4% FF B30 . OSUMII ISTS 549148384 (0%) ; ISIS 569236 H i £F
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0. 20M45 21 Bt S FE T 1 37 %6 5 AHEH A IO 1 , 20 MO G5 48 #1176152 % o BT LA, 7651 51 ik Jes 41 o T4 58
FIHIEI T , TSTS 5601318LISIS 569236 5MDV3100M/ 2042 FE i (B, KT hnfn .
[0978] %53

(09791 FECA-2BHAEBIATMDV-3LOOM 1 Bt " (¥ HE5H (96 AR AL HE (1 XS HED

ASO #&
0.08 uM | 0.04 uM 3131 1.0 pM
09801 SIS 560131 | 84 59 47 41
ISIS 569236 100 12 63 51
ISIS 549148 111 117 118 126
[0981] 2%54
[0982]  ZEC4-2BH7ESRA0.016uM MDV—31 00 [F) 3958 (% e AbFE [ X} HE)
ASO #|&
0.08 uM | 0.04 uM | 0.2 uM | 1.0 uM
[0983] ISIS 560131 104 71 53 39
ISIS 569236 107 74 65 55
ISIS 549148 110 107 124 103
[0984] ﬁ55
[0985]  ZEC4-2BH7EK 0. 08uM MDV—31 00 [F] 3% (% e b FE [ X HE)
ASO # =
0.08 uM | 0.04 pM | 0.2 uM | 1.0 pM
[0986] ISIS 560131 66 73 56 42
ISIS 569236 89 79 51 43
ISIS 549148 84 125 123 114
[0987] %56
[0988]  {ECA—2BH7E 5% 0. 4uM MDV—31008 (1 3895 (%6 e Ab 38 (1) %o BE)
ASO # &
0.08 uM | 0.04 uM 3131 1.0 pM
09891 TISIS560131 | 69 | 69 | 48 | 48
ISIS 569236 90 63 48 39
ISIS 549148 89 | 110 88 88
[0990] %57

[0991]  7EC4-2BH 75 5% 2. 0uM MDV—31000 (1 38451 (% e b 38 (1) %o HE)
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ASO 7=
0.04 T 10
008 M | i [02uM |
09921 QIS 560131 | 37 42 49 A3
ISIS 569236 | 44 45 48 46
ISIS 549148 | 47 40 52 59

[0993]  sEzf522: A KEBER 244 (AR) mRNAFK S I 45 A MDV3 100X 22RV L 4H i fr) 3 A
iR AlE

[0994] SR ARF Sz SCHI I 285 A AN [F) 37 ARTMDV 3 100X J 4 i Fry 1458 B 7 F) 56 M BEAT 23 A7 o
K 1STS 560131 FITSIS 56923645 22RV L4 iy H BEAT TR -

[0995] 4 22RVIZ0HELA2, 0004/ FUAIAR T-5 % CSSHE F 4 h £ 4248 /M o 5 FIRNATMAX
A, R VR JE M0 . 4nM L 1. 34nM. 4nML B 13 . AnMIKI TSTS 5601318L1STS 5692364 4 L #E 4T
L NG ISTS549148 K572 W AE A B X B o FE4/ NN 2 i, AR i inM DHTAH /B & 40 04u
M.0. 2uM. 1. OuM. BZ5 . OUMFIMDV3100. 2E3 K AL BRI 2 5 , 4 HICe 11T terQ6® AQueous 3%
2 M S SRR S GBI 2 2 =) 5 IR AR 7 T Ul B A5, e AR A B e 0 HEAT DN & &5
REDUAERSS-62 , ZINADN T RAHE R4 M = BE A0 b

[0996] B rh BT 23T, SR AIISIS 560131BLISIS 569236347 (AL 3 5MDV3100 B4
(Al 4 FH o 49101, MDV 3 100 ] of HESE A HF R 1. OuMI¥) ISTS 5491485 35 - ¥ i]5 % : ISIS
560131 HAMAE 1. 34nWAE 48 ML 3 B H603 96 « AL 5 FR9 146 , 40 ML S0 AL e 0 1 23 96 - oL,
MDV31003% [F] %} B SEARZEF R L. OuMA ISTS 5491485 5 #1415 % ; ISIS 569236 B 7E 1. OuM
1 20 N S TE AN 17 % 5 FHZE A RO » 40 M S SR 61U 30 %6 o BT LA, 75 1T 21 it e 240 Jf 36 5L £ 410
W7, 1SS 5601318 1515569236 5MDV3100/94H & A (B, K-F A

[0997] 58
[0998]  7E22RVIH 7EVATMDV-3 10055 T H HE5HE (%6 A b 221 ) |
ASO # &
04nM | 1.340M | 4.0n0M | 13.4nM
[0999] ISIS 560131 103 97 77 57
ISIS 569236 97 83 69 37
ISIS 549148 109 109 109 99
[1000] 59
[1001]  ZE22RVIZHM 76 % FHO . 04uM MDV—3 100 ) 344 (%6 A 4b FE 1) Xof HED
ASO #l &
_ S 13.4
04nM | 1.34nM | 4.0 nM y
nM
1002l TISIS 560131 | 96 80 65 39
ISIS 569236 83 70 61 24
ISIS 549148 106 106 100 85
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[1003] %60
[1004]  7E22RVIZHHE AR 75 FHO. 2uM MDV—3 1000 ) 38851 (%6 e 4b PR [ %5f BE)
ASO #|%
| 04nM | 1.34aM | 40nM | 13.4 nM
[1005] | ISIS 560131 95 90 76 51
ISIS 569236 | 93 77 60 20
ISIS 549148 101 115 110 96
[1006] 61
[1007]  7E22RVIZHHE AR 7E S A 1. OuM MDV—3 1000 ) 38851 (%6 e fb PR 1 X5f BE)
ASO #&
04nM  134nM| 0 | 1340Mm
nM
[1008] 14515560131 | 96 77 63 40
ISIS 569236 79 70 52 18
ISIS 549148 106 95 9% 82
[1009] %62
[1010]  7E22RVIZHHE 78K F5. 0uM MDV—31 00 [¥) 3% (% e Ab R [ X HE)
ASO A=
04nM  134nM | *V | 1340m
[1011] »n bt
ISIS 560131 91 76 63 41
ISIS 569236 82 72 52 24
ISIS 549148 96 102 o8 85

[1012]  s2f23: AHERE 3244 (AR) mRNAF Sso S A1l CWR22-RV 1 41 A Fr) 52 M

[1013] KRG ART S SCHI Ml 0T i 40 B 1) 38 B B8 77 () 52 W @47 40 #fr o # 1S1S549372 ., ISIS
549434, 1SIS 549458, FNISIS 554221 7ECWR22-RV 1 ZH Jio 347 3k

[1014]  HECWR22-RVIZH ML AT AR , 37 H AT FHRNAIMaxil ) (R Ar BAR A w)) & R N
1.70M.5.0nM. 16. 7nM. B50nMIP) TSTSEEZ H IR AT 46 e G ISIS 347526048 7E N AE N I 1
X R AE6 R I AL EE A I 5 56 e 240 R R SE AR B ALK R 3G B RS 77330 AT D = o

[1015] 5% FHRTS3559 51 AR £ 2H 4T AR A KmRNA KT 5o AT 3 AT I & . 45 S 2 I AE K63,
ST AR LR B A T S B H] 43 b i@ RT-PCRAE AISYBRER (SYBR Green) %t
4 0 ARmRNA ) V7 BY 452748 44 1) B AIC AT W & (Hu,R. %8 A\, Cancer Res. ({CHREAEHFFLN)
2009.69:16-22) &5 R 2IAER6AP , I AXT R A FI 4001 5 RIBEAKE 2t R H
CellTiter96® AQueous FLYE VK 41 i 3 5 1k 77 B R 24 &) 5 3B A2 7= e 1 BH 15, ok 4l
M SETE AT N & o 25 R R IAER 65, S I AHRT T A A 35 11 248 i 1y 5 3958 B 0 okl 1 43
[1016] 7263

[1017]  ARA- KmRNAK #1620 b
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7T ISIS ISIS ISIS ISIS ISIS
(nM) | 549372 | 549434 | 549458 | 554221 | 347526

B B A R R B
5.0 53 46 41 41 3
16.7 64 69 61 67 4
50.0 78 86 78 72 0

[1019] %64

[1020]  ARBHEAS AVTHHIHI T 4 b

[1021]

A= ISIS ISIS ISIS ISIS ISIS

[1022]

(M) 549372 549434 549458 554221 347526

1.7 23 0 18 25 17

5.0 35 20 34 1

16.7 56 4 h8 7

50.0 82 23 82 3b 10

[1023] 7265

[1024] BRI 4 L
e 1SIS ISIS ISIS ISIS ISIS
(nM) | 549372 | 549434 | 549458 | 554221 | 347526

10251 L7 0 3 0 17 0
5.0 0 15 0 11 0
16.7 25 13 17 27 0
50.0 53 38 40 47 0

[1026]  SE 24 - 3 phy CA-2BAHE ] FH 4R EL S S % HF IR SR 10 ALKl 80232 14 (AR) mRNA

) s SCA AR H
Bl e CFEARZ A ERIT) E HH B U ARmRNAZKC P /R FEAT 7 HF 98 o XTTSTS 549372,
ISIS 549434 .ISIS 549458 FIISIS 554221 AT Wik
AL, 000/ 40 i /LR B Al AR T-96—FL AR DA U &4 345 , 51 H.BL4, 000

[1027]

[1028]

AN /AL DB ARG K ISTS 549458, 1S1S549372.1SIS 549434 . FIISIS 55422114
0.041uM.0.20uM.1.001M\ L5 . OOuM ML HEAT V8 N« 7E 24/ N 1) 9% & B 2 )5, 18 FThAR
LTS00943 U EmRNAZK *F- . £ 4 2T FK66H . 45 F 45 /R 51SIS 55422140, ISTS 549458,
ISIS 549372 FISIS 549434545 FHu A HIARmRNAZE 14 o

[1029]  FEEE6K , K FAMT T 7K Al AR FH T D00 &= 04 0 1 4 B i AT 9% B EL 31 0 €8 o AT FH 49
JERETHAEA90nm I S B EA 5 T EL PR 2 T-R6 T .

[1030] 366

[1031]  AR4: KemRNAFK #1171 43 bk
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Fl = ISIS ISIS ISIS ISIS
( HM) 549372 549434 549458 554221
[1032] 0.04 10 10 16 0
0.20 36 35 48 0
1.00 73 52 80 0
5.00 80 55 86 0
[1033] 67
[1034]  ZHH 3GTE I HIHI 7t
Vil ISIS ISIS ISIS ISIS
(uM) 549372 549434 549458 554221
oss] | 004 3 0 7 0
0.20 34 14 31 10
1.00 44 35 45 21
5.00 45 37 41 30
[1036]  SEH25: it HH LnCaPZH i ) HH 3R AU SCSEAZ 1R 51 S I N HES R 52 44 (AR) mRNA
1) s AR H
[1037]  Bobf e CFFEAZ A BRI H FH $5 U ARmRNAZK P A AT 185

[1038]  K4HflA4, 000/ i /FLI IR JE A AR T-96—FLAR 1 o K R 68 45 /& K ISTSTHEZ 1
FRLL0.02uM. 0. 10uM. 0. 50uM. 2. 50uM. BZ 10 . O0uM B bty B 4T 7 N o £E 24/ NI B B 3 2 0
i H 5148 H A hAR_LTS00943 I EmRNAZK - 45 B I T K68 o 45 4575, HISIS
554221 ML , FEASIIE N, K2 U ISTSSEAZH L AT J7Hu 4 | ARmRNAZR IA

[1039] %68

[1040]1 AR mRNARFIHITE 4Lk
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e 0.02 0.1 0.5 2.5 10
BIs % uM uM uM uM uM
554221 0 0 0 0 17
549372 0 0 21 63 78
549458 4 14 67 86 89
560131 0 0 13 31 57
569213 3 0 31 59 78
569216 15 17 49 66 82
569221 | 18 31 49 78 91
569227 0 0 4 33 55
[1041] 569236 3 2 21 43 70
579666 0 3 30 49 63
579667 0 0 8 12 40
579671 15 0 19 54 71
583918 8 0 0 0 13
584149 0 0 0 14 39
584163 0 0 19 41 70
584269 0 0 0 12 23
584468 0 0 10 44 73
586124 | 0O 0 19 64 82
586227 0 0 14 44 59
[1042] S5 26 - fEDHT A7 AE ™ N HEBCER 5248 (AR) mRNAR S SCHI XS 22R V1 4H B 1 35 e
Al
[1043]  E =2 (DHT) 4 K E B2 FHARIEOE 77 o A ARV S S0k 22 DHT 42 25 1) i 240 i

(F3GBE RE 771 BE M HEAT 43 B K ISTS 560131 AITSIS 56923648 A SH(T 71 i Ji 41 il 22 22RV 1
H AT A

[1044]  ¥522RVIZHMHILA 1, 500N A /FLHEAT 4R o 8 FHRNATMAX ™R 7] (A dr e R A |D
ISIS 560131 F1ISIS 569236141, 34nM.4.00nM. 13. 4nM. BEA40 . OnM¥k B o b b 4 % i3k 40 g
A B TR N SRERAR F B ISTS 54914840 HE7E P AE A0 B8 At F 4% = LBt
P A FER (1) 400 L P P 4 R P 35 L RN IR 294 R InMIFS DHT R4 T Ab 38 . 785 R [ Ab BRI 2
Ji 3 FARAEMT TN 52 % e 40 M 1 3 5 Be 7133047 I o 45 R B IAER 69, 2TUAMX TR
Aab R () 240 L T 3B A R B A L

[1045] k699 I, 5xF BAHLL , H 2 7EARBUE FIDHT I AZAE T , ISIS 56013 1FITSTS
569236 9 & 1) i 2 B I il i 51 M e 4 B 3 L - a0 BT ORI , 0 B SE A IR R R AT AT AT
AN

[1046] 7269

[1047]  22RV14H e 3 5E A P06 5 43 b
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[1048]

[1049]
[1050]

ASO ISIS ISIS ISIS
(nM) | 560131 | 569236 | 549148
1.34 0 0 0
o 4.0 2 18 0
~DHI 13.4 29 47 4
40.0 54 64 0
1.34 0 0 0
. 4.0 1 6 0
e
DHI 13.4 13 32 3
40.0 34 56 0

SEA27 < SR FHSE 1A] ARFA TS TS 55 4% 1 1 Ak R CA—2B 41 g 1 B ) 3 FE A 7
W S5 Sl o C4— 2B g 441 o 3 [R) 3R 98 1 5 i 3 AT

5692363747 1 o

[1051]
[1052]

AR mRNA%>#t
R CA-2BA LA 1, 0004 B/ FLARAR T 56 e 15 or v o FE AN il B %

AHT AT TSTS560131FMITSTS

A T4 1

T, T1STS 5601318LISTS 569236 B JhHh s i 42 £ 35 5 o uziilJo.OZLuM\o.ZuM\l.OuMJ
5. OuMMK & 1 B K E K ISTS 5491484 FEAE A AE A BH P X BE o BEMDV3100 40 . 04uM. 0. 21
M, 1. OuM.ER5 . OuMEA) 775 7 0 25 20 i () B it 20 o o ZES/INIRE | 2478k L A48 /NI i Ak B8 3 22

J& , % H 51 ARE HhAR-LTS0094 3% ARZE 3K 4T M & o

LE BB I T 70-7200 , S A A X

TR TR 40T S AR R IAE 2L AN T BT =, X FHISIS 5601318ISTS
569236 40 TR A1 i B AR 1 4B HP I ARZR AL - SR FMDV-31001) &b F8 A48 /)Nisk ik 8] 3 b 3410 1 AR

Fik,
[1053]
[1054]

[1055]

[1056]
[1057]

£70
FHEL FXF B4, 7E8/NF N ARF RIS T 4 LE
- 0.2 1 5.0
0.04 pM uM | M | uM
ISIS 560131 110 85 68 45
ISIS 569236 100 87 84 58
ISIS 549148 116 105 | 111 110
MDV-3100 99 100 92 103
x71
FHEL T REZH L 75 247N Y ARIF) R GE H 4 LE
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— 02 | 1 | 50
0.04 uM uM | M | M
ISIS 560131 47 I8 5 4
110581 ISIS 569236 | 103 35 | 15 | 5
ISIS 549148 87 &5 87 107
MDV-3100 88 99 96 84
[1059] %72
[1060]  AHLL T X HEZH , 7E 487N N AR A H 4 b
_ 02 1 5.0
[1061] 004 uM uM | pM | uM
ISIS 560131 33 5 6 4
ISIS 569236 80 19 7 2
[1062] ISIS 549148 98 90 87 99
MDV-3100 94 94 113 126

[1063]  ARZE A R Hr

[1064] S 48 i o (1) 85 1 BKSE- 04T T 43 B o 5 At BSO8R T8, 25 28 1 T 61U R B RTPAZE
M HARDUIE (N-20,SC-816, X & ZEWE R A A (Santa Cruz
Biotechnology)) , it &5 (1 5T 2 V246 T 5 4 K AR 46 15 [ AFAE . FEZLTSTS 5601318k
ISTS 569236 4bHE 74224/ NN FIA8 /NG (AR v, A ARTS DA B 25 M B AIG, 08 LB A48 ¢
FEPRIGAPDHIR) 7K - HEAT H— 14k

[1065] "R i (R I mRNASR 3L 73 BT

[1066]  3B43Hr T B ZI s SRR (PSA) AITMPRSS2M 15 00 #r . 45 2 BT £73-75t,
SR TR AN S, PSARIE I HIEH 4L, LA & R T76-78H1 RN TMPRSS234
A b o AT T X BRI =, SR A ISTS 560131BKISTS 569236 % 21 i 4T () 4b P
TE 247N F1A8 /N e [8) 55 Ab B ARG T 40 B HF AU PSAFITMPRS S 23834 o 5K FIMDV -3 100347 () 4b #E
AR T R R AL AEA QR I ISTSTEAZH IR IEES 170

[1067] %73
[1068]  AHEL T-XFHEZH , ZE8 /N P PSAZE A [ # il 71 43 B
. 0.2 1 5.0
0.04 uM UM | M | uM
ISIS 560131 12 0 3 1
110691 ™ 1SIS 569236 18 3 0 0
ISIS 549148 1 8 8 0
MDV-3100 0 3 23 33
[1070] %74
[1071]  AHEL X HEZH , 7824/ N PSAZEIA B4 1 B 43 b
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, ‘ 0.2 | 5.0
0.04uM | o L v | M
ISIS 560131 27 46 56 60
110721 1515 569236 10 34 | 44 | 54
ISIS 549148 22 13 16 6
MDV-3100 24 24 53 65
[1073] K75
[1074]  #HEL T %FHEZH , £E48/INF PN PSAZEIA ) 3151 T 45 b
0.2 1 5.0
0.04 uM M uM uM
ISIS 560131 20 61 71 80
1078) 171518 569236 4 45 | 68 | 76
ISIS 549148 2 0 I8 10
MDV-3100 5 5 32 63
[1076] K76
[1077]  AMHEL T XHHEZH , 7E8/INE) A TMPRSS 238 18 1 #7111 1 49 Lk
AGA N 0.2 1 5.0
0.04 uM uM uM uM
ISIS 560131 0 0 6 0
[1078] —
ISIS 569236 0 0 0 0
ISIS 549148 5 0 0 0
MDV-3100 0 6 45 52
[1079] %77
[1080]  AHEL T X HEZH , 7E 24 /)NBsf PN TMPRSS23R IR Fr #lTll 7 49 kb
- 0.2 1 5.0
[1081] 0.4 p uM | M | M
ISIS 560131 35 57 66 67
ISIS 569236 10 32 57 66
[1082] ISIS 549148 29 10 29 10
MDV-3100 23 31 63 72
[1083] 78
[1084]  AHLL T X1 RELH , 7E 487N P TMPRSS 236 14 (1 #1161l B 43+ bk
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| 02 | 1 | 50
004uM | o v |
ISIS 560131 46 71 77 76
[1085] 1918569236 | 22 57 | 70 | 75
ISIS 549148 0 4 0 0
MDV-3100 5 16 46 59
[1086]  =251|28: 7E 58 4= 15 55 AL MICSSH; 35 AL 85 5711 LNCaPZH it -F ARmRNAFK] S5z SCAH1 ]
[1087] 75 52 40 £ 35 D) J% L A5 DHT [ CSS Y 32 B th 552 (I LNCaP A KT ARKKS B2 S 4

VE AT T 5T

[1088] 7 5E Al () R Rk

[1089] 4 4HMLLAL, 00020 /AL AT AR I ISTS 560131BLISIS 569236L40.04uM.0.2
BM. 1. OuM. BK5 . OuM B MU HEAT VR N o 45 TSTS 549 14814 7 P 1E A BH PR X HE . B MDV3100 LA
0.04uM. 0. 2uM. 1. OuM . B5 . OuMER) 7l & 8 I 22 20 Mo 1 SR b ] o o 7E A8/ NI IR B 3 2 S5, X
AR PSAFITMPRSS2[KIRNAZK T 4T I & . Bt 2B T 79-8111,

[1090]  AxKARKE A T 43 i ik SE 1 08 SX 8 K GAPDHIK 7K~ 34T H — A [ 21K 1 57
AR

[1091] %79
[1092] 755243 FE v B2 32 1 LNCaP I g AR 3k 15 43 b
0.2 1 5.0
| 004uM | v | e
ISIS 560131 | 101 53 | 17 7
[1093] 1918569236 98 90 | 47 | 20
ISIS 549148 . 102 111 | 109 | 109
MDV-3100 | 111 133 | 121 | 139
[1094] %80
[1095] 75 52 4k 32 21 2210 LNCaP AT Fh PSAZE 15 11 #1061 2 4 b
T o2 1 5.0
| 0.04 uM HM HM M
ISIS 560131 0 60 | 87 | 90
10961 1SS 569236 | 0 19 | 63 | 8l
ISIS 549148 0 0 0 0
MDV-3100 0 35 84 | 87
[1097] %81
[1098] 7152 4k 32 BErp B 92107 LNCaP AN  TMPRSS 235 R4 11 H1 1 T 49 L
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; 0.2 1 5.0
004 M pM | uM | M
ISIS 560131 0 25 50 51
10991 SIS 569236 | 0 5| 40 | 48
ISIS 549148 0 0 0 0
MDV-3100 0 0 34 39
[1100]  7FCSSH; 35 FEMICSS+DHTHS 35 3 v [ LR % 1A

[1101]

[1102]
[1103]

[1104]

[1105]
[1106]

[1107]

[1108]
[1109]

YA LL2, 00040 i/ FLREAT 4R , I HE 32 T AS By A FIRPMI A, Hodp 3
5% IR TER A TR MLTE (Gibeo) 5583, K416/ K ISIS 560131EKISIS 56923614
0.04uM. 0. 2uM 1. OuM. B5 . OuM AL N &2 FE N 41 B 2H I TSTS 5491485 7E W 1E NI
PEXT HE MDYV 100 A0 . 04uM . 0. 2uM. 1. OuM . B 5 . OuMZS I 42 41 i (1) 55 b 2H o o 72 47N 1 5%
B HAZ 5 B DHTES N 2 35 77 2 b B I nMIY 289K B, W PR 7R 1 o« 7E 487N S SCEERNA , I HL XS
AR\PSAFITMPRSS2[H) 7KV AT Ul & B4 2T 7282-85  FEASAEAEDHTIN , 5 A Ab F [
HEAHEL , ZELNCaP4H L AR IS J295 % , PSARIA /27 % , 3 H IMPRSS2#K 1A /224 % .

82
FECSSH; F5 AL 1 3 35 1 LNCaP4H e F1 AR 38 H 40t
e 02 1 5.0
0.04 uM uM | M | aM
ISIS 560131 81 46 16 5
ISIS 569236 94 66 35 13
ISIS 549148 106 97 96 104
MDV-3100 91 67 64 77
%83
FECSSHDHT 1 35 v 4% 32 (1 LNCaP4H il HP AR K38 1 4 b
Y 0.2 1 5.0
0.04 uM uM uM uM
ISIS 560131 101 71 27 10
ISIS 569236 104 86 55 21
ISIS 549148 98 102 96 111
MDV-3100 107 121 110 113
%84

FECSS+DHTH; 77 5 7 5 721K LNCaP4H e - PSAZR I (¥ 31 ] 75 43+ b
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| | o2 1 5.0
0.04 uM uM | uM | M
ISIS 560131 10 21 21 72
1101 SIS 569236 | 4 11 | 45 | 59
ISIS 549148 0 8 0 9
MDV-3100 15 38 81 82
[1111] K85
[1112]  {ECSSH+DHTHF 75 b 35 551 LNCaPZH i 1 TMPRSS 2 1A 11 471 1] 1 43+ E
By 0.2 1 5.0
0.04 pM M| M| M
ISIS 560131 6 11 26 64
U8l SIS 569236 | 6 8 | 40 | 50
ISIS 549148 0 0 1 10
MDV-3100 8 24 60 69
[1114]  GhECSSHS 35 3 FICSS+DHT Y 35 5 v 1) 3878 () 5t
[1115]  fE524 895 L BLCSS+1InM DHTH; 3R h 5 R A FE M 2 J5 , ff i Cel1Titer 96®

AQueous FEIFTR B Cell Titer-Glo® & i 4H M 34 58 iR & (B g 2248 2 w1) , 108 AL 7™ 7 i B
0 e 40 ML) SR RE F1 AT D& 45 R B INAERS6 MR 8T , 2 A T AR AL 1 41
1M & B A A b o SRR AHEL , SR FIISIS 560131.1SIS 569236, FIMDV-31004k FE4H
Jf DA — o 751) B A P 7 QR T A B9 B » 5 R FMVD 310033547 1 AL FEAH LY , 7ECSS+DHTHS
PA—AN BRI AR FE R AR  7EAS S DHTIRI CSS
BE SR B IR A0 ML I G TELRE 77 R AL XS RSP 17 % o

Frdk o oR HITSTS SR H IR EAT 1Y) Ab BERE B JE e

[1116]

[1118]

786
[1117] 7658455 35 5 P B2 3510 LNCaPAT K 0 (%6 o 4k FE 1 %oF i)
oo 02 1 5.0
0.04 uM uM | M “M
ISIS 560131 96 70 48 45
ISIS 569236 | 100 85 68 | 54
ISIS 549148 | 101 95 94 | 110
MDV-3100 107 88 65 45
#87

[1119]
[1120]
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0.2 1 5.0

0.04 pM uM HM uM
ISIS560131 97 | 81 | 46 | 38
M2 TISIS 569236 | 95 | 99 54 | 17

ISIS 549148 112 96 95 89
MDV-3100 112 95 74 33
[1122]  SEA29. 18 58 A3 F= A ACSSHE FR I 15 77 CA-24H i AR mRNAR S XAl
[1123]  XhAE 58 45 37 3 DL S ELAT DHT K CSSHE 57 35 vh 1% 27 1K) C4—2.48 gt ) ARmRNA 7K T[]
OCAHE FHBEAT T

[1124]  fESE s and b i BN Rk

[1125]  BZif L1, 000440 i/ FL AT A AR F ISTS 5601318KISIS 569236L10.04uM.0.2
UM, 1. OM. ERS . OuM B MU 3 AT Vs N I TSTS 549 14840 4E 76 N 1 A BH 11 %:f B . MDYV 100 LA
0.04uM.0. 2uM. 1. OuM . B5 . OuMS 1 22 480 i (4 B A 20 b o £E48/INK ) 9 B 12 Ji5 » X AR PSA
FITMPRSS2 I RNAZK - HEAT I & . B i 2 T K88-90 1 . SR FH I STS T 4% 1 FR AT 119 AL PR H1 1]
TARFRIE , 1M1 % FIMDV-3100E4T (K AL FRIG N 1 A M b T ARTR X

[1126]  AKARMIPSAK) & [ Ji 7 Hrid b SE 1 &8 R P GAPDHIK 7K P 34T H— 1L I 5%
KR 7 B RGP >

[1127] 388
[1128] 758 R A B3R A CA- 240 i HH ARFY R IK 1 7 Eb
[1129]

0.04pM 0.2 1 5.0
[1130]

uM pM uM

ISIS 560131 48 13 8
ISIS 569236 72 27 11
ISIS 549148 89 90 84 86
MDV-3100 95 99 132 137
[1131] 389

[1132]  7ESEAxsfiam il rh 35 37 1 CA- 240 e PSAZ B [V 4 i | 43 Eb

0.04 uM 31\%1 u%vl 5131

o | 4 | 8 | 88| %

[1133] 55;2 6 35 62 83 88
5}159518 5 u | 24 | 23
MPESI0 | g 4 | 72| 89
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[1134]
[1135]

[1136]

[1137]
[1138]

W B P
90
TESE ARG IR A BRI C4-241 g H TMPRSS2 3Rk R #1149 Ll
e 0.2 1 5.0
0.04 uM M UM UM
ISIS 560131 29 62 76 71
ISIS 569236 17 54 67 67
ISIS 549148 2 7 10 0
MDV-3100 10 20 44 67

CSSHDHTHE FR AL [ FL [ R4
AN L2, 000 4 i/ FLBEAT 4 AR , F HE5 95 T 2 A InM DHTHJCSSH; F2 5L . %

ISIS 560131EKISIS 569236L40.04uM.0. 2uM. 1. 0uM. EZ5 . OuM B bt 75 i 22 A4 2 o 4 . 5
ISIS 549148404E 7E 4 /E A 1 A HE S FEMDV3100LL0. 04uM. 0. 2uM. 1 . OuM. B . OuMR in 4= 41
W ) B o, ZEAS/INI B B A 22 )5, X ARPSAFITMPRSS 2 RNAZK - 3347 W& o B3 2 70
TRI-939 AEAAFLEDHTI , 5 AR AL % BAHLL , fECA-240 i HP AR IL & 153 % , PSA
Tk 242% , 3 HTMPRSS2R A 2 23% o K HISTSTHEIZ H BR AT M AL IR | 1 ARZRAL , 11 %

HIMDV-31002E4T A AL FR 30 1 40 o rh I ARZR I

[1139]

[1141]

[1142]
[1143]

[1144]

[1145]
[1146]

[1147]

#91
[1140]  fECSS+DHTH% IR b 15 77 (1) C4-240 e rh ARV R I8 'H 43 EL
0.2 1 5.0
0.04 uM uM | M UM
ISIS 560131 88 57 20 15
ISIS 569236 89 82 52 23
ISIS 549148 101 101 118 111
MDV-3100 101 109 | 156 148
%92
FECSSH+DHTES 55 3 b 15 521K CA—-2 4 o, PSAZE K 1K #1743 Eb
. 0.2 1 5.0
0.04 uM UM M | M
ISIS 560131 10 24 49 74
ISIS 569236 0 4 57 64
ISIS 549148 0 8 21 22
MDV-3100 9 8 51 73
%93
FECSS+DHTHE 5 2 55 72 1 C4-2 41 i Hh TMPRSS23R A F il 1 43 L
o 0.2 1 5.0
0.04 uM uM | M M
ISIS 560131 10 17 51 78
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ISIS 569236 0 11 61 67
[1148] ISIS 549148 3 0 22 28
MDV-3100 9 0 44 78

[1149] XS FECSSHEFRIEANCSSHDHTHES 77 H 11 3B I 521

[1150]  7F 524532 HLBCSS+1nM DHTH; 32 B P 5 R AL R HA 2 5, /8 FCe 1 1Ti ter96®
AQueous FLIEWR (Cel1Titer96®AQueous One Solution) B Cell Titer-Glo® 4 i 385 i 771
& (CellTiter-Glo®Cell Proliferation kit) (Hi&ZiA% o w]) , BAEAE ™ i vl B 45, A
S B R 3ESE RE AT N & 45 R B IR RIS, BN T A% b B 1) 40 e i = 3
TE I3 43 b o 50t BEAHE , SR FHISIS 560131, 1SI1S569236 . FIMDV-31004h F8 41 g LA — Fir
PR AR AR T 4H BB - FEAS S DHT Y CSSES 37 3 v 15 57 0 40 i 1) 39 4 B8 042 R Ak
HXHRAKCERI17% .

[1151] %94

[1152]  7F 5848 5 R b 55 32 10 CA—2 240 i ) 24 (%6 A b P I Xt HED)

0.2 1 5.0
0.04 uyM UM (M (M
ISIS 560131 | 104 82 70 51
ISIS 569236 103 81 57 58
ISIS 549148 106 112 91 94
MDV-3100 105 108 71 67
[1154] %95

[1155]  fECSSH+DHTESFEIE b 15 5= 1) CA-24M1 M ) EHE (%6 A< AbFE F) Xl HED)

[1153]

) 0.2 1 5.0
[1156] o HM M pM pM
ISIS 560131 106 94 47 31

ISIS 569236 99 99 88 51

[1157] ISIS 549148 102 82 82 91
MDV-3100 122 124 87 22

[1158] 545130 - 7 56 A R AL MICSSHE 77 2 o B 57 1 CA-2BAH L ARmRNAF) J5 SCHI
(11591 X 7E 56 A $ 77 3 LA S B AT DHT I CSSHE 77 ok vh 45 37 (¥ C4—2BZH s 1 11 ARmRNAZK S
5 SCHIHIAE AT 7RSS

[1160]  7E5EA#saR A LR RIS

[1161]  B4HALLAL, 00040/ FLIFRAT AR 5 1STS 5601318 1SIS 569236LL0.04uM.0. 2
UM, 1. 0uM. 85 . OuM B S i E AT VR TN A5 ISTS 549148 FE 75 N 1E S 1 L AT HE o EMDV3100 LA
0.04uM. 0. 2uM 1. OUMBX5 . OuMES 1 25 4H AR 1) B AL v o £EAS /NS (1515 5 2 5 » XFARPSA
FITMPRSS2(IRNAZK P HEAT T & o B 45 2 I T-2896-98 1 o I FH TS TS B A% 7 R AT 1) A 7 41111
TARFIA , 1M % FHMDV-31002E4T () b FR 38 0 1 4t (I ARSR A

[1162] A=K AR B (A 5 HT IR E SE T &% 5 K GAPDHIY) K P 3T 3 — A ) AL 1 771
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SRR
[1163] 396
[1164]  fE5E A3 ar e b 1 3R 10 CA-2BA i AR FR A 1 4 bt
02 | 1 | 50
0.04pM | o | |
ISIS 560131 34 15 | 14 | 14
[1165] 118 569236 61 23 | 20 | 16
ISIS 549148 | 101 o1 | 88 | 87
MDV-3100 | 108 | 121 | 157 | 182
[1166] %97
[1167] 755 4 b 32 b B F2 1 CA- 2B H PSAZE RO 3061 71 45 b
- 02 | 1 5.0
0.04pM | o | |
ISIS 560131 | 56 84 | 89 | 92
1681 11818569236 | 30 72 | 81 | 89
ISIS 549148 | 3 1] 18 | 14
MDV-3100 8 27 | 73 | 88
[1169] 98
[1170]  7E 58485 37 3 T B 210 CA4-2B4H i TMPRS S22 1 1 111l 11 43 b
| 02 | 1 | 50
004pM | o | | e
ISIS 560131 | 46 71| 72 | 75
711 SIS 569236 | 33 59 | 69 | 73
ISIS 549148 | 0 2 4 0
MDV-3100 3 24 | 55 | 71
[1172]  CSS+DHT ¥ 57 35 o [y L R 3 3k
[1173]1 B4 A2, 0004400/ FLBHAT AR , ¢ B335 T B A InM DHTHJCSSH: 7523 . 45

ISIS 5601318KISIS 569236LL0.04uM.0. 2uM. 1. OuM. 5 . OuM 53 75 i 42 1A 0 ffu 2H o %
ISIS 549148404E £E P AE J9 P55 BE S MDV3100LA0 . 04uM, 0. 2uM. 1. OuM. BZ5 . OuM¥R Il 28 4]
Jf) B R 2H v o ZEAS/INIF IR B F 322 S5 5 GFAR L PSAFI TMPRSS2KIRNAZK - 34T I & o B 4fs S 30
TRI-101H AEAAFLEDHTEY , 5 AR AL ER K4 BEARLY , 7ECA-240 e b [ ARSR AL & 188 % , PSA
FiEF43% , 3 HTMPRSS23 1A /27 % o K I T SISTEAL T MR AT (0 AL FR 4| T AR , 11 %
FAMDV—-31003E47 ¥y b2 38 i 1 40 fid H FIARR IS

[1174] 399

[1175]  {ECSS+DHTH; 7 Hh 15 72 1 CA4-2BAH i HH AR R IE 1 4 L
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0.2 1 5.0
0.04 uM MM | M
ISIS 560131 55 31 15 13
76l TIS1S 569236 | 67 49 | 24 | 19
ISIS 549148 91 104 101 95
MDV-3100 112 144 165 173
[1177] %100
[1178]  #FCSS+DHTHS 3% 3t £ 3211 CA-2B4H i HP PSAZR 1A I 1k 43 bk
] 02 1 5.0
0.04 uM WM | uM UM
ISIS 560131 0 17 50 61
el SIS 569236 | 0 5 | 33 | 46
ISIS 549148 0 0 0 0
MDV-3100 0 0 37 45
[1180] %101
[1181]  fECSS+DHTHS 57 3 b 1% 521 C4-2B4H . o TMPRS S22 15 K 471l 1 43 L
R 0.2 1 5.0
0.04 pM uM | M | M
ISIS 560131 0 34 60 76
182) MIS1s 569236 |~ 0 6 | 43 | 59
ISIS 549148 0 0 0 3
MDV-3100 0 11 48 66
[1183]  XFAECSSH: 5 A MICSS+DHTHE 77 2 H (1) 35 (1) 72 1l
[1184]  7ESE4$5 R L BCSS+InM DHTH;FR 5 RN 2 )5, I HCel1Titer 96®

AQueousH8, Cell Titer-Glo® ¥4 41 Hu 3 B R & GBS A& A R 5 105 A 7 i Ui il 15
X e 2 L ) S BE R AT I 45 R R IAEER 102138103, 2 I FHS T A A 2 1 40 e
1M & SEAE A 6T b o 5 BEAHEL , R FISIS 560131.1S1S 569236 FIMDV—31004k P 1
J DA — ) = At 1 T SR AIG T 40 B 35« 5 % FMVD-3100E4T I b B AHLE , 7ECSS+DHTH;
FrHE R FTSTSSE A% BRBEAT (1) Ab FENG BT 2 77 LA — AN 3E R 2 FE B AIK . 7/EAS S DHT [ CSS
B SR BRI A M A G BE BE 772 R AL R A HE A 112%

[1185] 102

[1186]  fF 58 485523 vh R 32 1 CA-2BZH i ) 395 (%6 R Ab FE 1) of HEY)
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_ 0.2 1 5.0
0.04 uM WM | M | M
ISIS 560131 93 50 50 41
8T ISIS 569236 98 64 | 55 | 48
ISIS 549148 119 97 103 98
MDV-3100 131 105 72 60
[1188] 103
[1189]  ZECSS+DHTHS 373 v 1 37 (1K) CA-2B4H o (1) 351 (%6 A Ab P (1) %:F HED)
0.2 1 5.0
0.04 uM MM | M
ISIS 560131 111 75 49 40
M9l 1815569236 | 109 | 109 | 67 | 39
ISIS 549148 109 131 119 114
MDV-3100 125 100 83 17
[1191]  SEA6I31 : £F 58 A 37 FE MICSSHE 35 3 vh 15 35 1) VCaP4H g H ARmRNAFK] 52 LA
[1192]  XJAE 584855 DL K B DHT R CSSHS 55 Ik vh 1% 37 1K VCaP R 71) I 9 410 it v AR
XANHI1ER Korenchuk,S. 58 A, In Vivo. ({({&A)) 2001.15:163-168) 34T T 5T . VCaP4Hl
MR IA A KARFIVT AR T
[1193]  fESe4siar A R RIA
[1194] 20 Ma LA 10, 000441 B/ FLIEAT Bl AR o 18 FHRNA i Max % 4L 54 1STS 560131 8%
ISTS 569236LA1.34nM\4nM. 13. 4nM. BAOnM B FEAT 8 N K5 1STS 549148 B 45 7E N AE N
[P0 HE L ZE A8/ 5 B W2 5, A4S KAR VT AR A L PSARI TMPRS S 2 RNAZK S 34T I &

B 2T E104-107
[1195] A KARMIVTARAKI) 8 1 BT o Hrid b S8 ) 5 %8 X BRI GAPDHIR 7K~ BHAT EL B M 45
T 5 R 2K H ) B MR el 2> o

[1196] %104
[1197] 758 48 3R b B SR 1 VCaP A L Hh 4 KARKI 1 40 e
4.0 13.4 40
1.34 nM aM oM aM
[1198] ISIS 560131 0 59 77 84
ISIS 569236 0 41 49 74
ISIS 549148 0 8 5 17
[1199] 105
[1200]  7E 584 g5 B B 32 (I VCaPA Lt AR VT AR 30161 1 43 b
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: 4.0 134 40

1.34 nM M M M

[1201] ISIS 560131 0 57 78 84
ISIS 569236 0 40 53 80

ISIS 549148 0 8 0 14

[1202] 3106
[1203]  7F 5244 5 B 32 (1 VCaP Y i HH PSAZR I8 [ 36 B 43 L

_ 4.0 134 40

[1204] 1.34 ntM M M oM
ISIS 560131 2 24 35 46

[1205] ISIS 569236 7 19 40 52
ISIS 549148 2 0 0 20

[1206] 107
[1207]  7E58 3R A b B IR AU VCaP AL H TMPRSS 23 1A Y 41 il | 73

_ 4.0 134 40
1.34 nM oM oM oM

[1208] ISIS 560131 0 0 0 4
ISIS 569236 0 0 0 36

ISIS 549148 0 0 0 0

[1209] b4 ) BE b 4H FHO . 04uM. 0. 2uM. 1. OuM. B 5 . OuMI¥IMDY—3 10033 4T &b FE . 7E 48/ N}
(K195 & 2 5 A KAR VTAR 44 . PSAFITTMPRS S2 [ RNAZK -3 4T Il & . £ 4 S I T 108,
TR NG RACER X R AL T & KPR RIS EH 4 .
[1210] %108
[1211]  fEZEMDV-31004b 2 71 58 4335 5 B Hh B 571K VCaP 21 g H Y BE PR 1A 1 43 bk
0.04 UM 3151 10uM | 5.0 uM
2K AR 136 135 160 178
[1212] ARVT &
(%3
PSA 105 76 75 61
TMPRSS2 131 121 135 141
[1213]  CSS+DHTH; IR (¥ FE R RAE
[1214] 2015, 0004 i /FLBEAT A AR , JF H 535 T CSSHarE h £F 4216 /N o 18
RNAiMaxid 71, &1 % BN 4H Mo 4, 5% A 1. 34nM. 4nM. 13. 4nM. B{40nMf ISTS 560131BLISIS
569236 X 4N U AT B YL HE TSTS 549148405 78 W 1B Ky [ PE X B o fE4 /NI 2 J5 , B T 1nM
DHT o #MDV3100LA0 . 041uM. 0. 2uM. 1. OuM . BX5 . OuMFK) 7715 Vs 0 22 41 i () B b 40 o o £E 487N

172 179 244 237
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HI8E & HH2 J5 , 5TARPSAFITMPRSS 2F RNAZK P AT I = . B4l 2B T £ 109-1 139 AEAAF
TEDHTRY , 55 R AR 0T REAHLL , ZEVCaP Al i I ARSR 1A /2555 % , VT ARAR R 1L 72656 % , PSA
LRIk 11% ,FF HTMPRSS2# 1A 222%

CN 104703610 B 'IH,

[1215] 109
[1216]  7ECSSH+DHTHE 35 vp B2 32 1 VCaP I 7 4 K- AR 31161 15 43 bk
~ 4.0 134 40
L34 nM nM nM
[1217] ISIS 560131 12 16 37 38
ISIS 569236 23 21 38 35
ISIS 549148 0 0 0 0
[1218] #110
[1219]  {ECSS+DHTHEE F2H: i £2 32 (K VCaPAI L AR V7 ASAA 5 1 4Lk
: 4.0 13.4 40
134aM | v | oM | oM
[1220] ISIS 560131 27 31 39 41
ISIS 569236 37 33 48 39
ISIS 549148 12 0 0 5
[1221]  #111
[1222]  FECSSH+DHTH:FREEH 15 F=1) VCaP A i 1 PSAZ L I 1 i 5 43 Ll
, 4.0 13.4 40
[1223] 1.34.0M nM nM nM
ISIS 560131 0 35 69 73
[1224] ISIS 569236 8 25 62 74
ISIS 549148 0 3 9 0
[1225] %112
[1226]  {ECSSH+DHTESFEHE Fh 15 3 [ VCaP A i Fh TMPRSS 2 1A 1) 11l 71 43k
| 4.0 13.4 40
L3k nM nM nM
[1227] ISIS 560131 0 21 49 57
ISIS 569236 6 19 40 54
ISIS 549148 0 0 0 0
[1228] %113
[1229]  FEZMDV-31004b 3 Jf FECSS+DHTHS 77 = vh B SR K VCaP A I 1) FE PR R IA 1K H 3B
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[1230]

[1231]
[1232]

R FITSTS A% H IR AT ) A HERE 1Y A e

- 0.2 - P
0.04 uM uM 1L.OuM | 5.0 pM
2K AR 114 94 142 233
82 65 101 181
1
PSA 90 72 57 30
TMPRSS2 115 96 70 42
X SR

FEE AR IR BCSS+InM DHTHE SR B rp 5 R I IH 2 J5, T HCe11Titer 96®
AQueous B Cell Titer-Glo® v R 40 M 3G 58 55 & GEI& 2248 2 7)), 54 7 /i v 1 4
X AN e Re 1T I E S R 2 PAER 1 14-1169 , 2B AN T R 40T S
TEHE K 3 B 4 b o 5 0 R AR EL , SR FHISIS 560131.1SIS 569236 FIMDV—31004h FE 41 Jfu LA
— ) AR P T TP AR T A M3 5 - 5 R FIMVD-3 1003 4T 1 AL BRAHLEL , 7ECSS+DHTHS 77 &

H P RE R I AU ML Y RIS RE 77 A2 R AR BT [ 12%

[1233]
[1234]

[1235]

[1236]
[1237]

[1238]

[1239]
[1240]

%%114
7 5 A 5 o HE 2V Ca P A B0 (54 S AT 5 B
| 40 | 134 | 40
1.34 nM aM aM aM
ISIS 560131 | 98 66 | 53 | 48
SIS 569236 | 98 76 | 68 | 59
ISIS 549148 | 98 o8 | 113 | 106
%%115
7 CSS+DHT 5 25 5 0 H8 22 47V CaP AT 9 815 (0 oK b T3 5 B
T[40 | 134 | 40
L3daM v | oM | oM
ISIS 560131 | 95 65 | 42 | 37
ISIS 569236 | 83 68 | 61 | 45
ISIS 549148 | 114 | 123 | 104 | 92
%%116

ZEMDV-3 1004 FE ) VCaPZH Mo Y 3451 (%6 A b2 [ % HE)
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s | CSSHD
’Efi% HT # 4
i B
[1241] 0.04 uM 49 117
0.2 uM 44 119
1.0 yM 27 71
5.0 uM 17 65

[1242]  XF4m M T i 520

[1243]

TE e A ¥ 3 5 b 7ET 2/ NI (R AL B HE 2 ) L SR Fl Caspase—Glo 3/TI5E FIE %A

F)) A e A0 O B A0 B AT = S R B IR TR 118, 2 AT AR A2 1) 41
M = B T 4 b o ST REAREL , S I TSTS 560131.1STS 569236, AIMDV-31004b 3
2 Hg DA — P = At o 77 3G n 1 i e

(12441 3 JE 3 PIFITPARPIR 7K P16 B 11 B0 328 40 7 R 0 S 40 e 1, 7E R TSTS 560131
ISIS 569236 MIMDV-31004bF2 ity 2 g, H: 5 7= A — Fb i SOk Pk 7 X3 n
[1245] 117
[1246] 755848535 Fa b BE 32 1 VCaP A I 40 MR T (% < Ab 28 (1) %) HED
. 4.0 134 40
1.34 nM oM M M
[1247] ISIS 560131 189 253 356 262
ISIS 569236 176 293 402 581
ISIS 549148 131 108 103 146
[1248] %118
[1249]  ZEMDV-31004b3E ff) VCaP4H AL A 40 B 12 (%6 A< A FE g X )
[1250]
%
0.04uM 186
0.2uM 210
1.0uM 612
5.0uM 528
[1251]  SZHI32: 1F 5245 32 FE FICSSES 35 3 v B2 3511 22RV 1 411 g 71 ARmRNAR S5z X 31761
[1252] X 7E 5845 323 DA B ELATDHT I CSSHS 37 FE rh 8% 37 (1) 2 2RV 1L 41 i rF F ARFE) 52 S
VE AT TS
[1253] 7584 sfar B i B R IA
[1254] Kol 1, 000420 ffa / FLIHEAT SHAR o 3 FIRNA i Max 4 YLl 5 ISIS 5601318 ISTS

56923614 1. 34nM. 4nM. 13 4nM. BLAOnMEE AU BEAT A8 0 K TSTS 549 148EFEFE 4 E A B 14
X B8 AEAS/INES 0% B HH 2 5, X 45 KAR VT AR AR . PSAFI TMPRSS2 [ RNA 7K V- 3E4T I & o B4
BT FE119-122th,

[1255] A KARFIVTARAAI 8 1 A UE L T 5% XL R GAPDHIR 7K~ EAT L ¢ i 75 HH
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(R 2B I I EARE DD o

[1256]
[1257]

[1258]

[1259]
[1260]

[1261]

[1262]
[1263]

[1264]

[1265]
[1266]

[1267]

[1268]

TN N5 RALFR O REARLE T = 2R KPR R IA T b

[1269]
[1270]

%119
FE 58 A g L T 3 35 10 22RV L 40 i 4 K AR i 7 49+ Bt
‘ 4.0 13.4 40
L34-nM nM nM nM
ISIS 560131 7 19 49 76
ISIS 569236 17 15 37 71
ISIS 549148 6 0 11 17
120
TESEA S SR AP B FR I 22RVI 4 i TP AR V7 AR 4111 5 43 bE
_y 4.0 134 40
1.34 nM aM Ry aM
ISIS 560131 12 29 57 81
ISIS 569236 30 2 46 81
ISIS 549148 0 0 22 26
121
T 5E 455 3R B F7 1) 22RV L 41 B FR PSAZRIA F 1] 1 43 Le
. 4.0 13.4 40
1:340M nM nM nM
ISIS 560131 10 20 27 36
ISIS 569236 0 17 25 7
ISIS 549148 9 11 17 27
%122
TE 58 AR 7R 55 7210 22RV L 40 g H TMPRSS23R 18 B #1143 Lk
. . 4.0 134 40
1340 nM M oM
ISIS 560131 7 3 19 32
ISIS 569236 0 13 21 36
ISIS 549148 15 9 14 4

Sof 44 B ) B b2 FHO . 04M L 0 . 2uM. 1. OuM. B 5 . ORMIFIMDV—31003E4T &b 3 . 7E48 /N
IR HEZ 5, W4 KAR VTARAA . PSAFRITMPRS S2 [ RNAZK - BE4T I & . B 2 T-% 123+,

#123

TEZNDV-31004b 35 I 7 5 AR 72 3 B5 3210 22RV L 40 Hh 1 JE R R IR H 4 be
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004uM | %2 l1ouMm| 5.0uM
.04 ubh UM Op LOp
2K AR 103 93 81 83
271] | ARVTE | e 98 87 77
PSA 83 70 71 86
TMPRSS2 101 g0 82 93
[1272]  CSS+DHTH% 57 H i1 i) JL K 274
[1273] X540 LL2, 0004 B/ FLBEAT B AR , 3 HEF 3% T CSSHF R I 2216 /Ni o 1
RNAiMaxiX 7, &1 B 4U M2, S 1. 34nM. AnML BR 13 . AnMI TSTS 5601318 ISTS 569236
WA BEAT 5% G o #E TSTSH49148 8 K6 78 P 1 9 BH P 4 B8 o 7E4 /NI 2 J& , U8 N 1nM DHT o 4%

MDV3100LA0 . 04uM. 0. 2uM. 1. OuM. BK5 . OuM 71 s 1N 28 40 i (1) B i 2l v o 78 48/ NI 558 &5
W2 )5, REARVAR V7AE 4K . PSAFITMPRSS2H RNAZK - HEAT T & . B S I T 6 124-1281 7
ANAFAEDHTIY , 5 AR AL EE ) % HEAHLE , ZEVCaPHI L H I ARFR IS F& 555 % , VI AR R IE 656 %
PSAFIAFE11% , I HLTMPRSS238 1A 422 % o

(12741 R A TISISSEZH IR BT AR S EAKARRIVT AR A4 DA K T i 22 R R IA 11 2 25 401
1l o 550 FIMVD-3 100 3HAT (9 AL IR A LL , S FH ISTSTEAZ T BR AT 11 b P 5 35 LA — AN 58 Ko 2
FEHIIE R RIL
[1275] 124
[1276]  ZECSSH+DHTHS 37 I B 351K 22RV 1 40 i b 45 K AR F 1 1 4B
1.34 oM il\?[ 13.4 0M
[1277] ISIS 560131 65 85 93
ISIS 569236 59 89 97
ISIS 549148 2 13 22
[1278] 125
[1279]  FECSS+DHTH;FEFE 15 71 22RVI M Al FR AR VT AR 4011 T 4 Lb
134nM | X0 | 134nm
nM
[1280] ISIS 560131 63 83 93
ISIS 569236 54 88 97
ISIS 549148 19 19 32
[1281] 126
[1282]  fECSS+DHTH;FEIE b 15 32 1) 22RV 1 4 i o PSAZE IA K F1 1) 71 43 b

138



CN 104703610 B iﬁ. EH :FS 137/146 71
1.34 nM 31'\9[ 13.4 nM
[1283] ISIS 560131 3 50 66
ISIS 569236 28 49 70
ISIS 549148 8 23 29
[1284] 127
[1285]  fECSS+DHTH I 1% 5510 22RV 1 41 i TMPRS S22 1A K 47 1| B 43 L
1340M 20| 1340M
[1286] ISIS 560131 39 50 59
ISIS 569236 27 50 75
ISIS 549148 0 3 1
[1287] %128
[1288]  fEZEMDV-31004bFE Jf /ECSSH+DHTH; 77 5 Hh 55 = 1) 22RV 1 41 i o (1) 22 R SR IA 1 43
kb
004uM | %2 [1ouM| 5.0uM
uM
4K AR 5 11 6 18
[1289] AR VT Z 16 17 19 12
s
PSA 15 19 18 16
TMPRSS2 17 9 26 18
[1290) 45 B0
[1291] AfESE AR FEPSRMABE M G, M HCellTiter96® AQueous B 8y

Cell Titer-Glo® A ¥ 4 i 350 B CE s 224 2 1) 5 S04 AR 7 18 U0 EH 15, % e 400 g
SERE AT I E 45 R BRI AER 120158 130, 2 I AT R AL 2 (1) 20 e 17 5 349 5L A 400
HIE bl o S REAHEL , R FIISIS 560131.1SIS 569236 FIMDV—31004k P 4H it L — Fh 7] &
WPy AR T 20 M0 5 o 5 % FIMVD-3 100 BEAT (19 AL R AH EL , 7E CSS+DHTRE 57 3 vh %

[STSEAZH B HEAT 1Y AL FRIE 85 R
FE ) 4 B SR RE A7 8 RALFE X HE KT RY12% o

[1292]
[1293]

[1294]

%129
TE 5e 41 3 He v B2 3211 20RV T 41 B 1 3851 (%6 e Ab TR 11 X6 HE)
[ 40 | 134 | 40
1.34 nM aM aM aM
ISIS 560131 94 72 50 17
ISIS 569236 92 53 20 7
ISIS 549148 97 97 101 83
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[1295] 130
[1296]  £MDV—-31004L TR [ 22RV 1 41 o [ 85 (%6 e A T8 11 X6t BE)

[1297]
%
0.04uM 87
0.2uM 83
1.0uM 81
5.0uM 74

[1298] b 24 o I T (1) 52

[1299]  7ESE &5 R B CSS+DHTES F2 B , 7E7 2/ () Ab 3 B 2 5 , SR H Caspase—glo 3/
TIN5 VR B G A% A W) X Jed 20 B A A R T AT I & 45 IR 2 IR R 131 RIR 132+,
S R AT AR A B A 4 M TG = N T b o SRR A LE , SR A TSTS 5601310
1ST1S5692364b FE 40 g LA — Fisfi s i M 77 =035 0 1 4 e .

[1300] 131

[1301] 75248532 et 55 32 10 22RV L 41 () 4T IR T (% SR b F [ 5 D

4.0 13.4 40

1.34 nM M M M

[1302] ISIS 560131 99 127 131 566
ISIS 569236 91 141 333 1452

ISIS 549148 81 76 72 123

[1303] 132
[1304]  FECSSHDHTHFFRELH KF IR0 22RV 1 41 M T 40 M 12 (%6 AR AL ER 1 X6 HE)
4.0 134 40

b nM nM nM
[1305] ISIS 560131 121 113 172 518
ISIS 569236 127 106 257 1136
ISIS 549148 113 94 102 108

[1306]  S533 « £ f B A 48 e N KRR B2 AR TS TS SUSE L H BRIV 521

[1307] K fdfr vk B EIRHE R P A TSTS I X AL AT R BHAT AL TR . 6 S U RE IR X% 77
A 52 PEHEAT VAL MR BN S8 R SR RZ T R S5 R T A DR 26 /7 51) (GENBANK S 5% 5 NW_
001218131.1, NHAZEFEZ 134001 23080004 HL , 7 HAE L4 5 52 ASEQ 1D NO:189) A
N Lo £ XFSEQ 1D NO: 18911 % T A% 1 1R () SEAR S 4 7 3 FHEE bR X 3802 (7] 6 AR A4 2
A HI 4 2B TR 1334,

[1308] %133

[1309]  5SEQ ID NO: 189 H MK K LB L
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[1310]

- i s e SEQ
ISIS | Fetrit | ¥t . - .

” I i Vel o2 ID

F | el | K 3% NO
56013 | sgu5q | W% | TTGATTTAATGGTTG BLAGS. MOE.

1 o F C A(S)-cEt

[1311]
o TGATTTAATGGTTGC "
szt | M | ma A B, MOE. |

3 . F TGATTTA?TGGTTGC % (S)-cEt 39

U | TGATTTAATGGTTGC |
se921 | M | ma A B4, MOE. | >0

6 —— F TGATTTAiTGGTTGC % (S)-cEt 19

i | TGATTTAATGGTTGC o

s6022 | M | ma A WA, MOE. 7
1 — F TGATTTAiTGGTTGC % (S)-cEt -
P TGATTTAATGGTTGC 0

56023 | 2 | wa A BLEM . MOE. | 0

6 — F TGATTTAiTGGTTGC % (S)-cEt 19
57967 | soqs0 | T | TIGATTTAATGGTTG LA . MOE. 33

1 5 C % (S)-cEt o
58312 o ,1*1 > | GATTTAATGGTTGCA | 4 (S)cEt | 43
58391 ShE | AGTCGCGACTCTGG e

” 3754 = Tk 3-10-3 (S)-cEt | 124
58414 M4 | GTCAATATCAAAGC | ., .. |

5 7260 b AC 3-10-3 (S)-cEt | 150
58416 M4 | GAACATTATTAGGC | .

3 9811 b oy 3-10-3 (S)-cEt | 135
5849126 F1 PZ’_ CCTT.ATGL;ATGCTGC 3103 (S)cEt | 169
58446 | | gssy | P& CATTGTACTATGCCA | . 0 o (S)cBt | 175

8 F G

[1312] Ab3E
(13131 ZERIFFE 2 Bl 5 46 0 O 55 Bl 10 2 6230 T P 30 , 1 Ik 3 ) 3 1 55 A e — Bt it e

THOUHAT H WG R T 22485 I HE S AE 2R ke Z W] o 4 AR AL 2 B A VY 5 A 1 e A
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N HE T ZANE B TS ISISTE A% T BRELPBS o K PBSYA VR B L STS 5L 4% 1 1% LA 40mg / kg 1)
FIEFE LT 7 RHATA T N7 &, HE I E— AU FIE 5135 7R) 4
J B8 G NYERF TR, AR LAR TG (GB2426 ) (M43 A — R4S T k. B2 F RS _ A L
DANGIRSE 4t it A (1) A TR AL BEAT B s T AN S B — A S o A3 FH A o S LA ), 0 3 2y 55
A E I T s, I DL Sk 3em 4 H o

(13141 FERIFFC A, e /D RF H — BT R 22 998 B0 TR AR IR XA 3047 W% o 78 SE 49 f IR
()77 =15 2R SN B4 3R FHZS 52 4 (TACUC) O HEHE

[1318]  EFRFEAR

[1316]  RNA%MHT

[1317]  RERNAMAFRE o0 S B HENU B BT DA ST B B0 2R 047 SR B, DL AT 13 51 4R
BT ZARTS3559 34T AR SERF PCR 3BT o 65 45 SR AL i RIBOGREEN® AT H— 1k &5 R 2T N
FET T PBSXT HE M 5 AR mRNAFK #1561 1 43 Lb o 3R 13490 B, A TPBSK R, SR FHISTS % X
FHRRATE S EAR mRNARY B E (K. n/a" FEnfEiZ 48 B R T EmRNAZK

[1318] %134

(13191 7R B b AT PBS HE I 5 AR mRNARI #1543 Lk

SIS E | om | e | R | g |
560131 32 30 19 65 27
569221 52 35 31 60 n/a
l1320] | 969236 42 47 42 33 32
579671 24 31 53 33 n/a
583918 76 74 73 88 58
584149 33 63 77 93 45
584163 53 73 90 98 58
584269 72 76 92 96 41
[1321]1 | 584468 | 33 | 53 | 8 | 97 | 50 |

(13221 & AaHT

[1323]  HELISAF & Enzod ke A 7] (Enzo Life Sciences)) , A4 ™ i Ui 15,
Stof I 2 H () L3755 2 () KT EAT S 45 R 2 I T 3R 135, /R Ang/mL. 45 4R /R SIS
SR — LR T BEE A KT

[1324] #1356

[1325]  7Efrfaiech ) S E A KF

[1326]

ng/mL
PBS 12.6
ISIS 560131 14.7
ISIS 569221 8.8
ISIS 569236 12.7
ISIS 579671 7.3
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ISIS 584269 14.1

ISIS 584468 13.6

[1327]  f 52 PEAF 5T

[1328] {hdEfIgsE EEIE

[1329] 7 VPAG T STSTEAZ AT B X B4 A T fi FE R 2, WA BRI 28 B H & 3T Tl &
TEFA2R AR TE AT I, 7 H 2 I T #1367 o 7622 5K LA 7] b 0f 88 5 84T M &
HHER R TR I369 U, AR EF R R E AT HE I, KA ISIS 560131317
) b PR i 52 B 4T

[1330] 3136

[1331] QBRI A FENSEES

wE | BB | iR | B | MABR | TR

[1332] 43 ; ; ; -
(kg) (g) (g) (g) | #hBE% | (g)
(g)
PBS 2.5 2.6 8.5 13 14 | 58

ISIS 560131 24 2.5 9.8 12 20 | 58
ISIS 569213 24 53 8.3 16 24 69
ISIS 569216 | 2.6 4.9 9.3 15 2.7 71
ISIS 569221 2.5 3.3 8.5 14 3.5 68
ISIS 569236 | 2.4 3.2 8.4 12 24 56

1333) FISIS 579671 | 2.4 32 | 88 | 14 25 62
ISIS 586124 | 2.5 33 | 94 | 14 238 58
ISIS 583918 | 2.5 46 | 89 | 12 35 60
ISIS 584149 | 2.5 22 | 93 | 13 2.1 60
ISIS 584163 | 2.5 32 | 84 | 15 3.3 54
ISIS 584269 | 2.5 47 | 87 | 13 3.6 60

ISIS 584468 | 2.5 4.1 8.3 13 3.8 60

[1334]  FFihee

[1335] M 7 VPAG ISTSTERZ A BRA DO BE I R2 W , XMk 25 i A - 7E 5544 R P BT 92
HHYSCER R 201 . SmLIK LA o 4 IR S AE AN B A St MR il b, DL T I 59 59 4%
W R R IR N R85 K90min, JF HARJEE3,000rpm 0 10min o f# F %< 2 120FR NEOfL
AL GRZ A W] (Toshiba Co.) , HA) X & WU DIREAR MK HEAT & 45 R 23N
TRI3TH I, £ DIReAs EM 7 1, K FHISIS 560131347 (1) b BR i 52 R 47

[1336] %137

[1337] 7R BRI (¥ I DhRebr )
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— &8 | AST | ALT
AE | (gaL) | (uw) | (o)

PBS i i 3

[3s] | o1o 200131 | 4.0 87 68

ISIS 569213 3.7 80 47

SIS 569216 | 3.7 93 75

ISIS 569221 | 4.0 73 48

ISIS 569236 4.1 45 35

ISIS 579671 4.0 53 56

ISIS 586124 3.9 94 56

ISIS 583918 4.1 73 75

[1339] ISIS 584149 4.5 58 57

ISIS 584163 4.2 68 50

ISIS 584269 4.0 81 75

ISIS 584468 4.0 52 46

[1340] [y

[1341] Sy [V vPAh B AR b ISTSTEAZ B BN MLV 5 S UK 520 , 72 55 44 R & A] FHIF AR
ZhboAs K 210 . Bl LY S REUS S 704D A Ko EDTARIR A o o (8 FHADVIA21 201 MY 431X
(PO, 32 ) , B0 20 40 e (RBC) T2, B 4l WBO) THEk . /Mot 2 40 82 1 5 & DA
ZLAM M AU R S AT 0 i B BT R 138

[1342] i AE4e7n , R K 28 F 2 R AT A R S EUL = S 8 M EILRIE T
1) ) 55 1% R B ATART A5 F5URA JE [ 40 1 A8 48 o i DT kb, 7606 - (%) 09 2% 07 T SR IS TS
560131347 I b iR 52 B 15

[1343] 138

[1344]  fEACBEME I LA 22 S50

[1345]

RBC ' mpme | WBC | amm | mer

e X o) | s acgdn)| (%)
ofur) | XL gy FE °
PBS 53 26| 136 32 | M3
ISIS 560131 | 5.8 392 113 13.1 44
ISIS 569213 | 5.6 426 12.9 125 0
ISIS 569216 | 5.6 504 | 122 28 | 43
ISIS 569221 | 5.6 406 1.1 29 | 45
ISIS 569236 | 5.7 358 144 3.1 44
ISIS 579671 | 54 58| 100 125 )
ISIS 586124 | 5.8 391 10.4 36 | 45
ISIS 583918 | 5.8 435 12.7 133 46
ISIS 584149 | 5.7 478 113 137 | 45
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[1346]
ISIS 584163 5.5 461 9.1 12.8 44
ISIS 584269 5.2 522 9.8 124 41
ISIS 584468 5.9 408 11.1 13.5 45

[1347] 5 Tk
[1348] g T AFAETSTSSERE AP mATE SRS IR , 40 T35 € 0. 42 544K, R 4 5¢
4L P K401 SR R AR LA BB L IR W o L L PR T L5 48
PR 2 5 I R FF IR 890min, 3 LA JE4E3, 000rpmfs O 10min 5 FI %2 120FR NEOAL2
IR (R 2 7], EAK) R BUNAIDLERTT 7K P AT U 45 5 52 BT 13041 , 7% Jyme/
L. L3 2 SR 70K 2 ML STS SRR S ELA B ThRe I 7 0 2 S SRR EF R K T
S0P 2 AR T B0 T TR, 70 T RO DHRE 7 SR FTSIS 56013 134T 4b HE 2 B
i

[1349] I SR A DR PP SO B L 72 AR, B FAEIR UK 1 0 F 0% O (R 2 (cage
pen) M FIFAS B HE BT B R 2E AT 3 8 SRR R, 20 B R L (K 8 P
FR120FR NEOEI B2 (2 A A, A % 2425 1 RIUERRT AT 7 90 8, 3 v
5 1 TS LT (1 HL S AT 52 25 S S BT 21401,

[1350] #139

[1351] AR 2 BUNFTLERET /K °F (ng/dL)

[1352]

poil BUN LR T
PBS 30.5 0.78
ISIS 560131 23.7 0.84
ISIS 569213 29.4 0.91
ISIS 569216 28.4 0.81
ISIS 569221 20.2 0.86
ISIS 569236 24.9 0.87
[1353]

ISIS 579671 22.7 0.74
ISIS 586124 23.8 0.87
ISIS 583918 24.5 0.87
ISIS 584149 26.4 0.85
ISIS 584163 22.4 0.82
ISIS 584269 21.8 0.89
ISIS 584468 22.2 0.78
[1354] 140

[1355]  frRdME( IREE 1/ WIBRET LL 22

[1356]

AL bk

PBS 0.00
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ISIS 560131 0.02
ISIS 569213 0.02
ISIS 569216 0.08
ISIS 569221 0.00
ISIS 569236 0.02
ISIS 579671 0.00
ISIS 586124 0.01
ISIS 583918 0.01
ISIS 584149 0.01
ISIS 584163 0.01
ISIS 584269 0.00
ISIS 584468 0.00

[1357]  C-IR MLER K43
[1358] AT VPAH7E A B ISTSTEAZ T BRI ATAT 28 PEAE A, b 2 i 3 7E BE 44K
MBI AL AP USCER R 291 SmL LA o R ML RS S AEAS ELA Sk L 7 il b AR T I
S8 VIR 7 5 U T FF AR IRO0min , JF FLARFEE3, 000rpmi 00 L0min . 76 543K, 1
FIZR 21 20FR NEOM2 AT R 24 ], FLA) X C-RBIE T (CRP) (&M THFRE 9 FL
7524 A 7 0) AT D S L P CHEAT UL, 3 KR 2 T M P T 4
tb. 25 B 2 TR 1419, I HARR R R 2 B SISEEZ AT IR 34T IO AL R 51 & E - AT

T JAE o

[1359]  Z&141

[1360]  fr i ¢ b ¥ C— s B B 1 ANC37K T

. CRP |3 (A%
AE ) (mgdl) | %)
PBS 25 118
ISIS 560131 1.7 100
ISIS 569213 2.8 60
ISIS 569216 3.6 94
ISIS 569221 49 91
[1361] | ISIS 569236 2.6 103
ISIS 579671 45 101
ISIS 586124 4.0 93
ISIS 583918 3.5 89
ISIS 584149 1.7 110
ISIS 584163 1.0 102
ISIS 584269 49 102
ISIS 584468 1.3 Il
[1362]  ZARiAtEn J12 0o
[1363]

146
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Rl AT (LeedsE N, 1996 ;Geary 58 A, 1999) HTLHE , HH LA TN B4 A« Ry - 07
(V0D #EHX, B o [ AH AR B AE A B R/, Us I AR (ISTS 355868, 27-mer (127 —0—-F 4
B 2 BB BRAC S B ES B A% 8, GOGTTTGCTCTTCTTCTTGCGTTTTTT , 78 I 4 45 52 ASEQ 1D
NO:190) 1 FE & TR (LLOQ) A K1 . 14ng /g IR IE M 28 v 2 20 2 RE Mk i

[1364] 45 BB FFR142t0 , FoR Nug/ e R BN I 5 I L Z 3T E IR BT
F142,

[1365] 142

[1366] 7R BEfE 1) FZ HIRIKE

[1367]

AbTR JHRE B K/LH 2
ISIS 560131 793 2029 2.6
ISIS 569221 966 1372 1.4
ISIS 569236 898 1282 1.4
ISIS 579671 871 2576 3.0
ISIS 584269 698 2823 4.0
ISIS 584468 474 2441 5.2

[1368] <534« HfEIEIER 3244 (AR) [ s SCAM IS A aR 32 AR MM P 7L R A AR Y 1 H
(13691 7 80 2 A2 AR RN 24 B A2 AR A A7 AE R , MDA-MB-45 341 i K 7L AR (Hall ,R.E.ZE A,
Fur.J.Cancer ({BRIMIEREZ4E)) 1994. 30: 484-490) . FEMDA-MB—45377 84 /)N B, HH AFAR mRNA
FIEW SR H RN HIRE AT T 5.

[1370] W51

[1371]  J4ISIS 569216 (TGATTTAATGGTTGCA; SEQ ID NO:39) Gi7E il 5 v I (1) e S5 4%
HIR) Bt A UK MOE J (S) cEtZERLH R , I HAC L N6 % H 2T H IR KL 7 PR A2
5 -Te Gk Ak Tk Td Td Ad Ad Td Gd Gd Td Tk Gk Ck A, @ #5482 —0-F 4 . K
s K FRIR(S) —cEt; ‘& R IR EAZNE - 8 S Z S A% IR , A% 1 1) 1 e B A Tl R
(P=S) 4% . M S A% FEAL AT IR » BT A7 1 B s v B Bk 1) 25— FR R M g . TSTS 569216 7E AAR
FE R 731 (GENBANK & 3 5 NT_011669. 17, MIZHER5079000 4252700004 5L, SEQ 1D NO:
1) EEAPRAEEFRE A ET 5, 587208158750,

[1372] R

[1373] %550 % 2 5 e HE4T VR 2 (FIMDA-MB—-45 3L B 41 e (5x 10%) 335 A 1O HENSG
/INBRIRT L D5 IR Ty o o [RIB R N RN SR R (DHT) BRok: (7 PR e i8R S BRI 32 2205 VR
) o B MR IE B 100mm® (1) K /N, BEALIG /N B2 AP A b 28 41 o A7 55— b EE A i 5t
[S1S569216, 1t f7 {5 PA50mg / kg «— J& FLIR FF 424 A I 7 &R 45 T o o AL PR A A 5
BEAY), JERE R R RS, — A TR FR A R4S T, IF B A o BEZH o — JR — k) e g AR
K, I HoWg /N RAE AL H S5 58 32 R A BT o 1 I Rg 4 2 R TB 5 A AT e B , 7 HLBRAT AL EE DA
HT#—LaHr.

[1374]  RNAZ#fT

[1375] K VI es , FF HOoH2H 233347 b 22 DA AT RNASR EUAGPCR 3 7 o A TB— 5 [ 4L [ AR
mRNA I HEAT VAR , I FL LA UL Sh 28 (A mRNA Lk HEAT 10— 4k . 5 BB A L , 78 % H
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ISTS 56921640 () 7N B8 HH ARmRNAZE 1A #1161 7 48% o

[1376]  Jisg A AR I =
[1377]  FEEEANHFLIT JH A, £ AU bR -~ ROE SR XS R AR A AT I & . R 143 R, 5
X RERZAAHLE , 75 FHISTS 569216407 [ /)N & B 44 F 5k 25 Hh /)
[1378] %143
[1379]  {EMDA_MB—45 34 i JE A7 A5 2 v 75 AN [R] R A (7 Jieeg A4 AR
F16 | H23 | H30 %3 F44 | F 51
[1380] e e A ~ f\ oS s i
ISIS 569216 134 142 173 125 92 73
T HE 111 141 155 195 287 347
[1381]1 52,
[1382] A4b3d
[1383] MNATCCIRTF[FIMDA-MB-453 4 M (R 7 /£ B A7 10 %6 FBSIF) SRIF4E K (Leibovitz) L-

158 30 B AR A KR 3L B TR 5% 108N B 4 i (1: 1) AEL N MEPENSG /N B, (A 7
G = (Jackson Laboratories)) L5 MR E R o [FIA K DHTER AR /N R B BB 2

[f] o
[1384]

20K 2, B /N R BENL S AL A L 6N R S E ST 50me / kg TSTS 569236
B ISIS 560131, 8 s RE AT, frae2 A b — A /N AT B ZEFRISIS
549148 (3-10-3 (S) —cEt& 14K, A5 HGGCTACTACGCCGTCA , 7E ML #k ¥5 52 N SEQ 1D NO:

193, ARG T AT F) AT AR ARG 55— A0 HRAL 1) /N R FPBS#EAT Ab 22
[1385]  JiuEg AR I Bl =
[1386]  FEEEANHHFLIN S, £ AU bR - RS S XS R AR A AT I & . iR 144 PR, 5
X HEZE AH EL 5 78 FH I ] ARV S SCTEAZAT TR b B2 1) /0 B o Bl e A AR 1S BA YN
[1387] %144
[1388]  ZEMDA-MB—4534 7 o 1] g 44
PR B13 | F20 | 523 F27| %29
FOKR | HmEXR £ % % £ z
[1389] PBS 136 336 | 331 | 358 | 338 [ 417 | 48l
ISIS 549148 148 303 312 365 | 413 | 490 | 550
ISIS 560131 144 261 243 204 | 232 | 233 | 258
ISIS 569236 134 283 260 230 | 264 | 329 | 323
[1390]  RNA%#r
[1391]1  {F K B ILAA 7 (Qiagen) FIRNAHRBUR 75 &5 3E 4T RNASZ B A% FH 51 3R 441

LTS009435%F ARRNAZR 1A BEAT Il & , 7 EKG HoA 5 AR LEh & FImRNAR IA HEAT IH—1b o
o figg 40 23 ) N ARRNAZR S BEAT V-A o 5 6 BB ZH AHEE , 7E SR FIISIS 560131403

[1392]

[KI/NE AR RNAZRIE AT 135 % , JF HAER I TSTS 569236 4L 2R ) /I B H AR AL A 411
19%
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oI
TeicHl| 25457 (Isis Pharmaceuticals,

HES Rk
%%LEH@&H’E

BIOLO212W0

<1102 Ine, )

<120> HE

<130>

150>
151>

61/777, 851
2013-03-12

<150
151>

61/777,895
2013-03-12

61/777,813
2013-03-12

<1505
<151>

<150>
151>

61/712, 756
2013-10-11

<1507
«1a1>

61/712, 780
2012-10-11

150>
<lal>

61/723, 701
2013-11-07

[0001]

<160> 215

<210 1
2
3> A A

400> 1

ctgacagaaa
aatgtacaaa
gagtgatgat
tatgtgeagt
¢tggctgeae
tgctecaggt
tgaaataaat
ccaaaggtea

atecctettyg

tgagagaaca
gaagaagaad
ttcttaaaag
dataaagtat
tgttgacage
gettteetgt

tetgaggegta ac

gtgatgtega

1> 191001

gcagatecatt
gtggeacaat
ttecatgagtg

ttattgtata

aatgecagaac
ggaagagaac
gggeagatgt
geteateety
aagttgcaga

cetetggtte

gctgegtacaa
caatgggaag
atggcectaa

aceatettta

ttacaagttt |
ttatattg
ageaacataa

0> H-TWindowshii x4, 0ffjFastSEQ

gettgectga
aaaaactttt
cacgegtagty
tatcaattat
tgattctagg
ggtgecttet
gtgagatact
gctttecaga
ggaagettat
catttgatta
acagtgaact
aagatgagat
tatgettata
aaaataaaaa

acfttggégt

149

ggaggaggag
ggaatcatag

tcaaaaatga
accteagtac

asagagtgga
ggaagtgaac
taggaaataa
geaaagaget
agecagaaact
¢ctaaaaaact
tatataatat
ttgagetgga
gtagttaacc
taacatagta

cattatgtet

”f tm&gatgtgg

ctttoagace

tataggagag

atatatteac

tcaatttatg
ggctattaaa

gggaggatga

taggttggea
agggaagact

tactetecaac

geaaagaaca
taatcaataa

agatcagagt

tttectgata
atecttcaga
tttaaateac

daactgtgda

caggtitgaa

gtggagggaa
tatettgatt 1
caactttaaa
aagaaaccct
ccatttacag
acaacagaga
tcaccatttt

60
120

180
240
300
360
420

ttattaataa 480

ctgactaate
ggaggagaaa
ttgtetette
tcaaaatcca
atgatataat
tttgtagaat
acdctageet
gacaatgttyg
tgteagactg

540
600
660
720
780
840
900
960
1020
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[0002]

cttittatte
ttetgtetat
ctteactgtt
tetaeccatce
goattaaatg
tatgegtgage
cctggtgdgg

agagtaactt
gtgtectett

agtgtgtaga

tgeeageeca
ttgcaatgag

tatattcaag

tgaaagggte

a caatgegatt

tta ggttttacta

ttcatctgtg
ttetttegte
acaaagetac
adaaatcteg
ttaaaacata
gtttacgttt
gcttatggea
gectgteeat
ttgtaaagtt
acgtttacag
glitgtgtgt

catggttaaa

gattcttggg
cctatgaceg
agtttgtage
cectggeage
togttggtttt
ctggagcecct
tCLtCCaggg

ggggdgggaa
cgcaaactgt
gettgetgey
aaaaagggcc

CeLC CCLL&

getactetea

geecageget
getagetgca

actgeageca
ctetetetee
gaaaaggecag
aataaaagaa
ttggaaggte
ttcaagtatt
tettetgeac
tecttetety
geotgttgaa
tteagecaag
cgtecaagac
agaaccCcgeg
tgetgctgea
agcagcagea
giteteccea
aaccttcaca

aaatagagee
aaggtaagta
aacccatctt
gaatgacttt
gggaggeeca

acattttete

cetectocac

caagaggega

taaaatatge
agctctggac
ttacctgett

ggeaattcea

gctgaggett

aatetaaggt

agactctece
caggageagg
ttagattggg

ggcgectaaa
ctagagctag
sa. ¢taggceagge
aaggaggtgg

tgeatttget

dgagegggac
gagctageeg
 ggeteeages
> tgeecetttee

agtgcetggt

cectgectte

geeaaceece
geeageeega
cattgoaaag

8¢
acctcctcct
tecaggtette
aaagataata

gaggatttty

aagagacaga
gagacttitga
gagetteeeg
ctettetgag

ctecaaggatg

ctaccgagga
cceecaggeae
geageageag
gecagcaagag
agcccategt
geegeagtoeg

caag

cagagcecatta
gactectgte
gacatagtte
cteaattect
tattcaaatg
gaaggetgta
tteaggeott
gatgagtcta
atgtggaaca
tatcatatce
aatgeetatg
ttetetgtag
tggaacadgag
ggetetetac
tetettteea
aaadgageag
aaagcageec
gaaggeaact
aaaattgage
gtetgggtga
gacaggaaga
cctagagcaa
ttcaggeaagt
acteteccdt
tattcetatc
ctthggaace
cettggttta
cetetectge
gttagegege
gaagpenagy
ctecacctee
getocggage
ctecagtget
acagecaacg
tetteggtga
aggactgacg
ceeeeetece
ctecaccacco
gtttgoagag
aaggctetta

t ggttaggety

geetteecea
agtagecada
acteagttet
tttttttett
ctgtgageot
ggetgteaga
caggtgggea
gaagg
gaagtgcagt

getttecaga

ccagaggceceg
cageageage
actagcccea
agaggeccca
goectggagt

150

tttcteacct
cattgttcat
tectggetet
attgagecaat
aggttgaagt
geeattaaaa
tgtgttctgg
gagtetaget
tagaacaaat
agtettectt
atgtttaget
aagactgeaa
agectececa
tgacataaag
ttcecactty
ttgecagtaace
tatataggtt
tggadaagea
gectatgtet
ttttgeettt
aaggeagagd
atggcacaat
atetgetege
ctgecgegete
gteettttee
aaatttggte
ggaaageagg
cetegeceac
ggtgagggga
AEEECERLCT
cagegeeeec
aagceeagag
gtacaggage
cetettgeag
agttittaaa
getgedtity
cegtettete
tteteececac
aggtaactee
ggagecagee
cacgeggagd
cecegagtge

aaacadaaca

tatttgeace
ttaagatcetg
ageagggeag
gegetttttg
getagetgea

ggageceasgy

taggeetgge
atctgtteea
cgagegeage
ageageagea
ggeageagea
caggetacet
gecacecega

taattttttt
teagtgattt
gagacctatg
getagttgaa
atctacgeat
tctcaggaaa
aaggttcatt
caaatagcaa
tatgtectte
geettitaget
gtgcacaaga
aaageaaaag
gaatcagaag
gaaagategtt
catctecace
ceacateate
ctatoettee
ageggetgea
acatggeaag
gagagtetgg
agagggtaga
gecacgagge
ttggteatgg
ttatcagtee
teecteecte
agtgetggec
agctattcag
getgegecag
ggggagadang
ggtggegeees
tecegagatee
gragaggagy
Cgaagggacy
cgeggegget
agetgetaaa
tecteeteet
tecegeaget
cegeececee
ctttggetge
gactgeggag
gaaccctetg
ggageeagag
aacaaaaaca
tacttcagtyg
ggeatetttt
atettgteca
cgtggtteget
gegactaceg
taagggaagt
aagggtetac
gagegtgege
acctecegge
geageageag

geagcageag

ggteetggat
gagaggttge

tcaggectet
ttooacette
ttaatteceat
agttetoete
tetacttaca
taatttttea
tatageecatt
tggactggaa
ttteageete
ttgagttace
taaagctaca
agacccagse
tcaaaggaat
ttecttatag
tttacacagg
ctetacgeet
atagttecag
tacaaagcaa
tgtttttagt
dtgdgdddtg

CCgétgtatC
tgaaaagaac

geatecacce 20

1080
1140
1200
1260
1320
1380
1440
1500
1560
1620
1680
1740
1800
1860
1920
1980
2040

2100
2160

2220

t 2280
2340
2400

2460

tccaggaaatvf ff
gaagcagggg <«vut
cacttgttte 270(
ggaaagggga'j;
ggaccegact

c¢ggggagceca

cgacagaggg 2910

Cacﬁacgecavﬁ'

gcccccgtcg
gagcgggega

cggetteage ¢

ttttceeeca
atcaaaagat
anaaageega
gacactgaat
gaatctaced
cegtetgtet
ceogeaagtt
catcatcaca

aggtggaaga

ceteggeege

gaagtgatee 4

gecagtttee

cageageage

ggtgaggatg
gaggaacage
gtcecagage
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ctggagecge
aggatgactc
geagetgete
agecaacagea
cgggggetee
acgccaagga
agecatctgag
ttccaccege
tagacgacag
gttacaccaa
geteegggac
aggeagetge
cgeeeeetee
acggeagege
atggegeggs
ggcacactet
gtggtaggesg
cgggagetgt
gcegacttcac
cecagteceac
acggggacat
cactetgtgt
ggagagctca
aacctgaget
tettecaacte
agaaatccta
ttegteetgt
ggtetgttag
getteteage
ggtctetggg
ggggacttge
geCagagers
gttggttgac
ttetetgtgg
agaggagaat
ttggaaaaca
tggggaggat
ttagaatatyg
gtaatcttac
¢ttattaaaa
tteteececa
gaattaacte
gtttctatgg
atetttgttt
acaaggtaga
ttegtggget
gtttgactta
tttagactet
ttataagaac
ggageeecte
tgccatgata
ttacttactt
tecaaagacaa
agtagacaac
gaaggttate
ftgagaattta

cgtggeegee

agetgececa

cgetgacett

graggaages
cacttcetce
gttgtgtaag
tecaggggaa

tetgcgtece

cgoaggcaag
agggctagaa
acttgaactyg
gtaccagagt

geegeetece

ctgggegget
tgeageggga
ctteacagee
Cgeegeegec
ageecectac
cgecacetgat
ttgtgtcaaa
geggtaagtt
tetgggatat
gcagggtaaa
ctectaattt
ceecaaccge
ttgcacggge
cctcaaagte
gatttcactt

gggtateecte

tgctgaggte
tcecagggetyg
caactttett
tatgttgaaa
attataacag
attcttttaa
ttttttteta
ggagtgaggt
tgecagttage
cecaaagttt
attattecte
gcaaattaag
cteaggtagg
ctgttttett
ggggacttaa
tagecacagtg
gttgaagaaa
caagatttte
tecatttttgt
aaatttactt

ttetactgta

ctaaacccag
aacagggaaa
aaccaaaatt
gagettggty
atatcttggt
geagtteets

ageaagggec
tecacgttgt
aaagacatcce
gtatecgaay
aaggacaatt
gecagtetegs
cagettegge
actcettgte
agcactgaag
ggogagagsece
cegtetacee
cgegactact
cateccccacg
BCEECEECEL
ceccggttetg
gaagaaggee
ggeggeggeg
ggetacacte
gtgtggtace
agegaaatgg
tttectteea
ctageggcte
cotagagete
ctgetgegty
cecaaattot
cacetteaga
tgagaaccte
tcageetgeg
cagagaggta
tgctgtgtga
gaggtcagta
ggtaaagact
gtagttgett
atccacagee
tgtacaattt
aageatttce
tttttattat
tetaacaaat
taattagcat
accgeagttyg
atattagttt
cecaggtgete
ttacctgtga
atcecageaat
ttagtaaaga
cagettetta
agagggttea
aatgggttta
ggtaggetta
aactttictt
acactggaac
aaactgatgg
tttagggaat
attttatttc
gecteettga
cagaaagtac
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tgeegeagea
coetgetggg
tgagcgagge
geageageag
acttaggggg
tgtecatggg
gggatigeat
ccecattgge
atactgetga
taggetgete
tgteteteta
acaacttteo
ctegeateaa
agtgeegeta
ggteaccete
agttgtatgs
geggeggegg
ggecceectea
ctggeggeat
geeectggat
gaaatgtcge
ctacetgege
tecegtggac
ceetggatge
cactacctee
gataaagcte
aacaggaatt
cagattagag
aagtgaaatt
aagggtgaac
gagataatce
teacaggatt
gggteggtit
ccctacttea
aattaggett
tgetatttca
attcctttat
teagtaagaa
atgagaaaag
ttgagettet
atctgetgag

atgtecetgt

cttetecgaa
ttgecttett
aagaaagagg
craggettta
tttgatattg
tgetatggga

atttttttte

gggggaaaat
cttecatett
ttecacatat
aactatagag
aggtettaat
cagtecgett
aagtttattt

getgcecagea
ceccacttte
cagcaccatg
CgELagagey
cacttcgace
cetggptgtg
gtacgeccea
cgaatgcaaa
gtattcecct
tggecageget
cdagteegga
actggetety
getggagaac

tggggacelg

ageegeeget
accgtegtget
cggeggegge
ggggctggeg
ggtgageaga
goatagetac
cttteggeee
gaacactcag
teeceggeetyg
tgattcetge
tggtactega
ccaageecte
tgggecaattt
tcaaaaagac
cteggttagg
ttetttetee
aaaccgteat
tgecacteaca
totettgtaa
ggtttgeate
gactctgact
gtgtigcteea
ttttaggaca
ctettaatga
tggcaggcad
tggagaccat

ggaggacaga

ggacttttgt
atttetttgt
teactgatge

agggtaggat

cattccatta
tecaaagtcett
caaaaaaagt
tagggetgte

gtetaaggte
ctgcatgect
ttgctaaaaa
agcaaaagtt

gaaaaaaget
aaattaatga
tttttttetg

cetecggacg
ceccggettaa -
caactecette
agggaggeet
atttetgaca
gaggegttgg
cttttgggag
ggttetetge
ttcaagggag
gcagcaggga
geactggacg
geeggacege
cegetggact
gegageetge
tecteateet
ggtegtgege
ggcegegegagg
ggeraggaad
gtgecetate
tceggacett
agggeagagt
attgececetg
ccagaggttt
ceteccagat
ggteccaaac
cactettect
ctecetettea
cggcecaata
gaaagaaagt
tgaagcaact
gtttagagta
gtttctecaac
agtgtttatt
agatctataa
tacaaaactg
aaatctecac
tgtttgeatt
cetatgagee
ttgecategty
getgaagatt
ctgaattggs
cttattettt
tagccttaac
tttecttett
ttecatattat
ggtttttaat
ttccagttaa
attcttecatt
actagacggt
cattttgace
ceeecacaac
atgtgtgeet
actcccatca
tetttatgag
cataaactaa
otttgtgatt

4440
4500
4560
4620

4680
4740

4800
4860

4920

4980
5040
5100

5160

5220

5280

5340

5400

5460
5520
5580
5640

5700

5760

5820
5880

5940
6000
6060
6120
6180
6240
6300
6360

6420

6480
6540
6600
6660
6720
6780
6840
6900
6960
7020
7080
7140
7200
7260
7320
7380
7440
7500
7560
7620
7680
7740
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getgedctga
gacgaagact
tecaatttaat
tgaaaattaa
ttetettttt
agccaaagea
aaaaatectea
Tgtgfgtgtt

gtggtotett
gggottgtgt

atatgaggag
ttecatttet
cagaatgecaa
tttaateags
tteceteatt
agagtgtett
aaattgggea
tatgtacata
tegttettata
ttacttaatt
geagacectga

¢ aacttigtta
18 geageacaat

tacaaﬂcaac
ctgeccatag
dddtaggtgg

aattgcaggg
cattetttga
tttgttaagt
aacaaaaatt
acttggtgege
taatggtgat

geggactggy
gaaagataaa
aggaaaagga
ctcaagtget
aaatacagac
cotaasagaat
cteteeett
tttttttttt
tagattegett
tg cttgatc

dagyttg

tetcegact
taaccttate
gttaccagea
tageattett
gtgagtagge
ttagatttte
agetttttet
gacttetete
atpggteatg
caggattgag
aatgttetea
gagacgtaat
agaatattca
caaaggaaac
caataatcta

e cagdattaga

tt tctettggta
tt gacaagtett
et ctttecttot
agtttgtett
getteaggaa
Lg*gttctgt

¢ caa gdttad

tecattttage
getgtagact
gtttteatte
ctttggtete
attatgtgaa
atcaagatca

tgtggeasag ¢

aaagasaana
aatctetece
geptgtecce
tettetttee
ttoetttttta
aagactagat
tttttacett
gaggacttgg
tetgtetete
ctgagacact
caatatgeat
ataaaaatta
tcecetatea
ttaaacacaa
ttggttgece
ccaganaaag

caggaggggt g
tatgatattt gt
tettgaaatt to
agtagetget at
ctactecete t

ggcageteat
atttaggtta
ttacaatcca
gagttgtgea
cetatgeace
cttetateta

tetagttaaa
aggatataga
teaattccas
atacaatcaa
ttgtagggat
cectetetgt
ggettecaat
attttgtegga
catttacagt
tagcatgteg
tgatatttta
attgaccact
aatatgacaa
gtttgegett
atttgttetg
soteectite
¢etetetect
gtaaagcaga
ccaatatttt
dtggdteoed
gaagtataca
cactggtgag
gtgetttett
ttgaaataat
ceatagtaat
cttatgegta
ctggagttag
ceagttteat
aagggetta
accaaacaga
tacceeccac
gattttettt
acttetecagg
adadaadtct
gacatgageg
gagottaaag
caatttcata
tetgtotact
teecocaggtet
atgagggtae
atcatttgasa
geattecate
agttgacttt
tttgtegtac
‘agacgg ert

ctogataaat

cttagtacct aa;

tagadat

.abcattattg.jhfﬂ

gggacaactyg
aaatccttan
tacaaaagtt
ttecaateca
agadtttzgt
gttgecatgea
sacctgttgg
gggetittit

gtitetgety

tttgaacaga
tggagetgtc
ggceteeettg
aaatttatte
tagagaaatt
gtotocatag
tetattaga
cteagttate
attttecttt
ggeaagaage
acaatcaaca
caggaagtag
dgatatittec
gectgtacta
ata¢gtegatt
tttteatcta
tatgeactge
aaatgtggac
teggaacett
ttttatagee

aaaatcaagt

ctecaceatt
tattecactc
gtatttttet
gtagagtagt
gattgeaaaa
getggtteaa
aagtattitg
gtaatgttog

gtteggttca
gtgetgeaag
aacaaagaaa

aagttetggs
taaacaanat

graagagaat
ttccagttta

t tauccftttg
Cg aggggaaao

taatae

déattcttgn t

ttatagcatt

tttetgttea teo

tggatgtget
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tattrtdaca

gtgttectet
gcécgetttat
agtattitet
aaagtigata
gaaaggeaag
ttatglgeca
gtecetecet
taaacettag
agaggageea
dggaaaaata
tetettetet
goaaadgtag
ttgggagtty
atccagatge
taggtagtat

t tttteaaasat

aageattitt
gaaaccaaga
atettifetlt

cetgaggace aaatage

eototicet
Gadgaagttt
attttatete
tgetggtacg
gtgtacatat
ggettgtaca
aattttatta
geataageag

andectgaaa

tttgtgaget
ttetetttet
cttteatgtt
tattacacet
dgattagatt

tgaatagote gattttt

cagttgetgaa
Tcttatggtg

gamctcagta

tgtecgecty ge
gatattaaag~
atgttaaatt
tecttataaa
tatgaaatct
ftcactgcat

aaagtgptgg
ctttaaataa

- tgtacagttt
- tagaacattt

tteccteagt
ttttgtatga

aaggeatttt

f, ttgeacacte

gtecatttgag
cagetttatt

atgaaatcat

7800
7860
7920

ctigtgagtt
tgaaaattaa
ttetttttat

ttttcttact 7980

tgttty agct o LUt
ttaccattca. 8160
taacatctge 8
agAt 184G
aaaagtgatg 8
ctgagatcaa ¢
geettettat 8
ggttctaaga 8
caaaagaaca 858
tttagtagty 8

8”@0
8820
8880

atgactatet
cagattattt
tgtggtuagc

¢ 8940
¢ 9000
9060
9120
9180
9240

geaggcetice
atcaagettc
tttaatttte
atgeatttaa
egtacaaget
tgdttdtfft

9360
9420
tggthgag‘a vvvvv
ctgecagette |
tttgagattg §

Gagagdddgt
gttetgtaca
catatttaca
tegtgtaast
aagtagaaag
» aatacteeca
. tgetettaag

10560
10620
10680
10740
10800
10860
10920
10980
11040
11100

caggecacac

catgettttt
taatcaccce
cottageaace
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gtaatatgtg gtet

atgttgaage
ggatatacca
Ttttggetat

ttcagteccac a

teteagteat
agtatctgea
cttagc aaca
%Qt
gttcttattg
cagtttttag

tgtttttadg
tggcgtcgtd

aigtttatai
ftctecacaata
.atcagttgac

CTt gggtc
gtecagetagg
catctcaaea
gotetteett
aaaatttatt
tdttttodgd

tacatgtcct

a viétcagt
cattetatet
tatgaataat

a ,atacctc

ctgttttaca
cttgttatte
- tgtggotttt
gecatttgta
ttgggttttt

tctaagaagt
- ttttatagtt

atgactgagg
ttgttgtiga
cgtaaatgtg
- teetatgeog

gaatttigas
ccttgaattt
attetcacag
acgttaagtt
ttgtcaacaa
cctaagtgat
ttattcgctg

actagcttet
actteactat
ateccatttat
aetgetgtiga

1 eattticagt

tgtgtttate
ateccatcag
totgtetttt
atttecattt
tatecttcttt

tattattgag
gtgatttagta

; titttacgtt

tecaatteat
ctttgectaa
ttegetattt
taggggteca &
atettteete
agggtttaat
gtdecacgtt
ctetteaact
teaaatgdat
gaagtatatt
attttcatee
tttttattegt
ttatttttty
ccaatgtatg
aatacctgag

act gaaagttaaa
; attcttctca

'x gaataggaga

agt aaggtiiggg
5 » cagtgagtaa

888alg

gtcttcatta
ataattgtga
totagagat
ateetgt
gtecaagace @
tecaggegtt
cacttaagee
tcegteaaaa
ctatgtgeee
tettettgag
‘accaaacaac
atcetggatt
gaatcaatag
gaagtaagta
aaataacaga
tetgettatt
tggetatate
caataatatg
agttgtitte

teactageta
gtttttatat

' tagatggega

cecatagecat
acactctagg
attaactgua

gttttactea
gtetttttaa
tagtttatasa
taataataat
tattaggett
gttgtecttt
aaggattcat
gaageaaaga
ctagggetea
gggoacecag
aagggatttt

ca ¢tttgggagg

gcvtggcoa
ttogtgagea
taagaggeag
aaadaaaaaa
agcatgtget
gtaactgett
caadaaccaa
gtacggtaty ¢
aggetgaagt
ggageatgte
agttagtace

attgeacttyg
agtaataaat
ctgecetteta

acatggtgaa
cegacaatee
aggttgcagt
adaagaatct
aggaagagat
acgaggaget
dcaodaatgc

taaactcaag
ﬁctggaaaga
caatagtegca cececa ;
-gtgggt‘cat
taaaattgaa
agtttecatt
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ttcacataaa
tttttatage
caggtgatega
acattecacgt
tettttgeat
cttttgaaga
caacctatgg
teattatage
¢ectaataac
tttgagaaat
tittaagatt
gatatttttt
cttaatggta
ctatttattt
tecaagatea
dCdttt&ggt
acttaactgt
tgtggactet
atcttgatta
tiggtettot
tgggataage

aaatetgtaa

ataaatatge
tticagatta
atactdtaaa
gaaatataat
ttttgadtac
gettacttca
getataaatt
atgtteatet
tecottittt
ttctatatag
atgtttaggt
ggacaaagta
ttacteteat
tagaatteat
tagctaatca
caaaaggttt

ttagaaaaga

cogagetag;
atgte
cagetacttg
gagoegagat
atcaatvaac
aaggtegasag
atag‘ aat

gftacct tg
caatagatta
atgaactgga
gttagttgce
gtttatgatg
ggtgattaat
gatcetgatyg

atatgtttte
ctaataatgt 1
gcattacggt

geaagtttat tg

acatacdtag
actgtcaaac
gggteeattt
tatattagtg

aaataatett

atotattteg
tttaaaaaat
cacattetgt
tetagatiga
tetgtttiog
caaagattta
¢ttteatcag
tttgeatgta
gttggeaces
caactatatt
ttgtaggttt
Ttitcaagat
ttgtecaattt
accaatitye
gatgtettce
taagttttse
ttgaactgte
tgttttgtat
ttetgggact

ttteatectg ¢

cgaactggta
ctttagagaa
agaatttgga
aaaactaaca
tategtaage

gattgaaatc
tgttttetaa
cttecacate

atééfttgut

aiattctgga

ageacaadaa

cttatgattt
catatgttte
ttttgateta
gafattcagt
cagttgatct
ttagtgagtt

tgctttgget ]

ctacgaagaa |

ggagecattgt L
catttattta 1

agticttitt
ttattgattt
attgatcttg
tdtgg gddg

cagcaggaaa
tttgggaact

c 11160
. 11220

11280
111340

11400
11460

11520
11580

11640

11700
L1760

11820

11880
11940
12000
12060
12120
12180

19600

12660

12720
12780

t 12840
. 12900
12960

tgtagaggty 1308

agctdaaatc '
aattecagta c
ataatttadg ot

ctatacacag dc

getacaacts
agttataate
atctgeeegg

o tggateacet

tacthaaaat
tgaggetgag
catgceactyg
cactittcat
gggacacaat
aaaadcaaas

‘ac;

taatagctgt
,gcatggtggc

agateggra
idaaatta
geaggaggat
cactoeagge
taagcacety
tcagacagaa

acagacaaad

atg cetgtatgag
aa aadgaggaat

aagatcttga
gpaatggett
aatttettet
tetttatety
ggetetgaat
aattgcacaa

tgtatatttt
gaaatctatt
teagtttett
aacaagteag
ttgacataag

accaaacaat

catcettcgte 14
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teggggagta
cattctgaaa
ttgettgteg
caggatttaﬂ

aCTTactgtt
nguttttta

.aétattattc
acagctticaa
ttccc gett

tg t

agggggcaca
tagectacea
aaCtgtagtc

tcatttggga
atacetttet
agtttat
é gtaact
ceattataaa
agtgactgat

ttatctcaca

1aga accacaagty

ctctt gtgg
agtgccatge
.attttatatt

aggcc_atat
aggttgeatg
acggtttiga

aacatctetc a

gagactgtgg
aggtga

tggatgagtt
agaaaataga
tgecatttae
caagagttte
tteteagtta
Gaaﬁttagag

getetataga a
aacee agtte

gea

gaggaetcat

»dc“tgggdgd
gatggaaagg
togttttaagg
ttotttoggte
cacttectga
ctecatgteaa
agetaggaag
tetaactact
tgactggtea
céaaataget
gaagaagtlg
gpectagaga
tgcttaaata
tgttttattt
tacaattate
cacaagatta

t gtctcagaut

attctatact
agedgacagt

agaataactt

tgetggecag
. aggaaatgag

8 ggegeaaagg
ggetggttta

gtaggtette
geagggtaac
tgatat
gagraagggy

catecacca
ttectactita

tgatgatett
¢cctaacatgg
cegetatttg
tgagceteca
agaactgect
tgttgtttct
ttgeatatgg
agagaagttt

agagtttgea

aattotecaa
gtggaattic
getettttta
gtatecaatac
gactgatgga
cagactgecat
aggcaccaat
tiaatgagag
cacagagtgt
ggaaaacctt
ctgetatttg
geetgaggca
dataagtgaa
cttaggactt
atgacctgae
attatacgtt
ggaageaggy
aaggtggtat

al agecgdacage

gatgaggatg
tgaaatggtg
attttteact
gttctpatgc

aaaacacagh

aggacctgga

cedatetigte

gacctggeta
gttagtcgta
catactgaga

atgtttgetg
ctttaggaag
tagcagaact

attgecaagt
aagactgtat
tataaagtit
agtgeettea
ctgtagatac
cttatccaag

tg aattctgaat

gtgagttttt
aaactaaata

- tpaaatatta

aagtgaactt
cagaaatgge
cagetagote
ageteataca
tottgtttte
acaaagaatt
tgtaaacttt
oaggcutaga

gtgcaatace “Q"
cgtaggtgae ttea
gootpoceta ¢

atgactcaty
tececcaaggag

geagagttaa

attttacatyg
atttetatgt
gagaacaagt

atagggattg
gttgatctcc
gataagaa:
tatt ttoa
totagatgaa
aagteggaagt
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ataagagett
getetgttct
geocgotaggs
ttgategttt
agcaccageac
cgaagtggea
agcagagaac
catattceat
gtattataat
agagtggtta
agteccatic
cettatagat
tagaaattta
titggttate
atatteaanta
gatgtagtseg
gagacatgta
agggtataga
actggaaaag
pacatetgea
ggdgeacact
ggatggtaga
tgaattttac
ttacatitta
tgtttgttta
aaacaagtac
tggtggagaa
atttactgac
tttteetete
gtagageagg
gaattatcetyg
pgotttectat
ceteteceet
gtgaaacagt
cagtagattt
tgttattgtt
gtgaataaaa
ttatttttac
ttaaaggeaa
gttaaatect
attttatgeg
graagetagt
ttgaaaaaag

atavatadte

gpcaccttee
gaggttaagg

LP aggaagt ot

gaaaac gga
gactgetaca
ataaaattge
titaatecte

gaaacaggca
gocaatatta

tgetgtatta

ctgeaggttyg
ggactgceaag

gacaacgtaa
agtaggttee
t?CCchtgg

caaoaoacag-rf***

aataaataag
agecatttttt
agtgacactg
tattgeattt

agtatteata

agttacatgt
tttettetee
gggaaacaty

agtaataftt
gatatattca
cattettgtt

14520
14580

14640

t 14700
14760
14820

11880
14940

- 15000

ttacaatcaa loUoU
agatcatete v” z

agagtcagag

tgaatttctt aagge

tgagagttct gepte

aatgettatt
tgaacagaac

gtgtacatet gag
gattgatggt~f*
taaattttga g

gttagaatat

fgctgtgatp‘;?
caatgagatc a

tcectaageag
acaggetece
cttactgtat
actgcagtsa
ggtaggaagt

.adg,'tctac
.agdCdddaat

,gttgtattgg
teetetteat

;gtggggggaa

agattggata tt

agtaactgga

tgecatgggea
atgaacatee
tettcaagaa
ctttectttt
gagetggega
tettttttta
tTtttatttat
otgggaadct ¢
tgaaccacat
ttgagetttt
aggaaattag
tgaggtacet
geetgageet
ttacattgga
atatataata
atgaattgat
aaoatgtoca

atacaggaat
aacetgggea
caatttttace
aaaatactece
cagagecaatt
gaatctaggt

taatggctte 1639

aattagaaag
actttataga
cagaactagg
gtgtgattet
thftfgccc

acoaaaatat
‘aacaaagota

:ag,_dgdgcc
aaagtgaaaa
ataatgatag
tecatttaatt
agggteacac

. accacaaggt
4 ceaacccaaa
& ctgatectea
aa ggegtegtta

tattgaaaag
attcaatgee
agtcagacat
atgaggtage
aaataacatg
agttoagete

15240

t 15300

15360

15420
aa 15480
15540

15600

1 15660
15720
atg 15780

15840
15900

16380

16440

16500
16560
16620
16680
16740
16800
16860
a 16920
16980
17040
17100
17160
17220
17280
17340
17400
17460
17520
17580
17640
17700
17760
17820
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cacaacttat
gtttttaaaa
atatgeacca
ggtgagtaag
cactctatea
ttgttetgce
ggagagtgag
aaaaatgtea
gactg ag

gttattttee
tocdaagaca
gtittettitta
tageagaace
cttgggetee
cttecacettt
cagagtecat
gecatgtggga
atgctactte
1 atgtggttet

- ctgtetetee

1 tttatttgas

gge cacctetete

gt t gtada

> atgtttiges
tttagaaace acagttagca
tttgatcage cttttgaata
atctaataat agaccaaaaa
tttagacatt ttetgggett

Lg ageagggteg

tagtgtitga

ot tteccaaage

cacctctttc
ctctctaatt

ttattttttc
tgcatgatta
gt

[0007]

3 acte
- totttttitea

caggattagt
cetattgtat
getttaaatyg
cetattette
caatttcage
. teaagteett
ttaaad

caatactate

acctoeecaae
Tcactt”ttt

éaafagtagt
acagteagece

aaatatattt
ttatgtaaaa
atgaaatata
tagttaagga
atgceectte
Ttgetetgtt
ggagcatcte
aactattgtt
gtagtacece
ttttittttt
gagtgcaatg
etgcettage
tatttattat
gceaagetgg
ttgagattac
ettteaccet

coadggagay
atetgtaaac
tgtgattatg
ttttetttet
ctgataacgt
atatatetge
tgtacacagt
aagtaactge
cfo‘atatuc

actatattta
ttgtecetga

agcactctta
ggaacttgaa

¢ttetaacat
taattacctyg
ttecttcecag
tttgtggeat
egteccteta
cagataacct
aggttttett
aatggegcagt
aggecattgte
gatggaaaca
tetetttact
aatgtetagt
aagaagacea 4
tittaaccat
cagtgaggty
agtettetet
anaaceasge
¢ttetecagte
geagtgatec
ttgtegccace
tetattagte
gtgettaaty
ttetececat
ttatgatetg
ceeagecaas
acatgttatt
cattetteta
gtgatctata
caggggctag
gatgttagge
cecateaatat
gettetadat
aaagattcte
aggtatticea
caaaaacaac
atggatteca

aca gtaaaaataa

tgggggafgt
acatgaatat
aaataccaag
aaattetggt
cttttgtaaa‘ﬁ,.;

tcaacgtace t

cataacattg
atataggtta

ttttggattt tgsg
ggactattat atg
oaga@acatt ‘

asagggeaaa ¢

tttttttttt t A
ggoteactge A

gcgcaatett

ctetggagta

ttatttattt
tetcaaactc
aggegtgaat
tcatcagaag

tggaatgagg
actteaaddca
gaaggaagga
tttoasacte
teacttgtet
tectecatcaa
agactggaca
ttacactaaa

ggccecaaty

ttttgitact
tiaaagaagg
geaggagaga
caactictaa
cltgatgttt
ctgtecatec
ctgtttgc Gita
gctcatactt
ctagattgac
agcottecea
teaageettt
attecttete
cacgteettt
agatetitce
tttaagetce
caaaggaage
tggcttatgg
cttattttte
aggatetdgt
tttottatda
tgacagecee
teacacaaty
aaatetetag
acaagteaag
ggtacttagt
atacetetas
tttggatata
taggtattte
tgatggattg

tatccacaga

caattegaca
tattagetat

;aataaaaata
cat gggagtggeg

, gaataaagga
‘itgtteagoce
© ' cagtgaacat

getpggatta vv; _
ctttatttat _w"j‘“
ctgactgeag gtye

caatgtgeee
ttgtecaacat

155

degtgddag

ggaccatatg

taattttctt
c¢tgaacaact
tagttaacet
cggpaectgeea
ceetecattc
cadagattgga
aaaggaacaa

7/179 TL
ataacagasa 17880
catateetta 17940
aatgtcacat 18000
gacctettte 18060
ctectecgta 18120
cagaga -tg 18180

ddtgttdgga :

taagaaggga ¢ace

tgttgtacag ¢

ghgeaaatgs
tagtettaget
aagaattttt

ctectteccet
ttgtteatct

g agatatttea

tcatatggta
tcaaasataty
atteagagtt

gggaattagb‘j' ,
agattcttaa

cooccagttc
ctetetaget
daagtttage
ttaagggtes
cttgetatat
gttaaagtce

aagcaggeta 1842

anatgataac 1
vccaagcttgt
ttagatgagg ag
getgtttggg tgea; gg labg
ttcatgtttg

gnaaaattty 18780

gtcaccaact

tgtagtttge 18900

vgcaggtuaga 1896

ctetetgeta 19200
teccaatettg 192¢€

gagtceetgle

agttgtgtaa 1938¢

cagectgaat te

cactgteact tta:

téectttgac
ctacaaaatg
teggttganag
tttataagat
dgtgcataag
ceettaaate
acatetatet
agatatecac
tttatgaaat
taagttecat
tttaagfaac
gtaaaaaayg
Tacaagtaat
tgacaccatt

aatattctca
aatgttgget
tttgtagaga
accttttgga

agaagtactt ]
ctetttaggg

agcacataac
gattcagagt
taaoataaat

ctagdtdtaa

ttatatgttt
gaatggaace

gttgattgte

cagtattcat

aa ‘cgaaagaggt

atattftctt
agtttigttt

- geoccaggetg

agtgattcte

v tgggtaattt

catcatgtte
tececaaattg
agaatagett
ggtotatatg

19500

ﬂ ¢ 19560

19680
19740
19800
19860
9920
19980
20040
20100
20160
20220
20280
20340
20400
20460
20520
20580
20640
20700
20760
20820
20880
20940
21000
21060
91120
21180
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attga@ttaﬁ
tetggeaata
fgatcetets
tcatttaagt
gagacctaag
aggagctaaa

caactaggat
ttcaccaecag
actgaagaca

ttgctaacat
caggacttte
gatgggecat
tacctgettyg
caaatettgg
gaaatgtaca

¢ ataacatagt
1 ttatctgtag

aaagggcatg
catatetgte
ticaagagga

gt agatgatttt
ce catttggatg

Ctgggtct“a
atttctaaaa
aataasatsta
Tdttattdtt

fftgagfc“c
gagecatgatt
ctettattgg
gagtgagaag
tcaatgcaaa
gttgcacdtd

[0008] tggLL

tgaatttggt
taaaacattt
aagatetact
1a”tctatgg

Ctdtcaactt

fdocagtgtc

Cfgctgtctg
ggttgatgge

seatatgaca
tctaddttta
ggttteetta
ttageaaaac
caatcttett
tetactttte
ccactttcae
acttctagga
gattggtatt
cégeatetat
tetttttice
goetttetta
gaatgageat
ctaccaagta
cacaacaggg
ggagattoca

ag getgaaggge
at gttcaggaat

ctagetteca
tgadgatact
aatatctage
agtagtagla

atgggettt
caasatgott
tgetteggta
ttgatgtete
attcctette
ttatgggace
ttggeaceet

L gtgtgtgtgt

tttacttcaa
attectacat
goactttgea
actettetag
gteecttget
ageageacea
tggatgacet
ageactctte
geacttagta
tatetattgy
gtctegacee
tacagtcact
atatgaggea
cttegggaaa
aggettteaec
gttctgeget
aatgettect
cecagggecotg
gtagtccagd
tecceaggee

tggetggdat
atgeaagtta
ctteaaagty
ttogecazag
tetttgagtt
tecececaaca

'; teecttetea

ttftaacagc
gagteatita
gggagtaagt

aaattgtaat
ttcatttaat
gttgetagaa
ttagtggaga
gageeaattt
ctagagette
tettatitea
ccttetetag

tgtgecatet eof
agggaaatea caat

aagatattit

adgaaateag gte

tttcectett
tagttagtty
gtttgagact
ctttecagaca
atcaaatect
aggtanctca

, goctettage
atgttaacaa
aagttgtete
agagecagget
tgagagetaa
cleecacgac

xete agtgtataat

tgtteaggag
tatccatttt
» atagttattt
ggcectgeta
tettttettt
agtgaaatas

aattageagt te
teeecctget Tttt
tetttggtes tg
ggcaactate ot

cacetcagac

gcattttgtt

gtaagagaaa TgETE

.catt thtt
tagttcacag
sacaataage

156

gtgtgtatat
aattcagatt
ggtaatgace
gtttoceceay
tecattegagt
tactcecaagg
caataggate
caggacagta
ttatagagtt
getgcigaaa
gtgaatcaca
tttgggaace
tittaacaat
tactttatet
gaagetgggg
atetgacaga
geticasete
ttgttggatt
gtgcatagta
cdaacagage
actgctegeet
graagegtga
ttaagttact
teagacagag
gteatggtet
tggggeecet
aaattactgg
tecttetgat
atatagggag

aggaccttce

teggageage
ggeatatect
aatctgttty
tetggagage
agagtaaggg
ttecaatttet
ttetagattt
ttatttetgt
ttggtagetg
teagtttcag
tttttTtTeT

tgtcttCCCa

L Cagaaccatee
cc atgaaggatg ¢
e geaacactga «
s agttecttga ¢

tatcgatggt

gtgtgtatgt
técaccatag
agetgtaggt

geageactga tocege

atgteatcce
getttcacte
agacctgget

acataaccce
attataagaa t
tattagttce
taadatagtaa
atgtatagge

21240
21300
21360
t 21420
21480
21540
21600

gtgtgtgttt
ggaatgaaga

gaaaagzagc

catcagatca
ctegtatagg
thaattcta

cticttotaa 21

attcacatte 21840
vcaaaggtttg 21900

ttadaagcct ata,
agttaaggat ttt

taagagtcaa
ttttgtitta
tettgagttt
tttgtgaata
caagctteat

ggcttoocet
ggteattgca
toeeteages
ctagtetgag
tecacaagsa
acatttaaac
geaggaattt
ccacacaget
agdaagagtc
tétcaacace
tetttigette
adgaggeaag
gatttetcee
atetactaag
tegagagggaa
teetgattea
Ttetagtitg
ggteteagts
agagtageat
tecacatecat
actttattet

- teattatagg
‘g tamatetgta
ttt gaaccetgtt

Lg ceceaccgeca

cagtggeaca
toaoagaccc

tttcaaagga
a cecggaaaateg
¢ atgtataaat
- asaatcaact
atgagtaade
dacagaacen

tgagactgga
ggatttggty

:aaattgtacc
ttggganaac ¢ igd

atcetaaaaa

gecteccact

cat gactttaaaa
- cagecatgee

ggaaattaaa
aattttttegg

.agfgtaqtat gﬂi'
aatactgeget 22

cagtttette 22200
taagtgagat 2226

gagégaggga.}ff"
aoagaatgao

ggfatattta 2304(
gactatacee 2310

atggaaacaa 2316

ggageagteg <.

gtettggegg 23
tgtgcataga
gtaataaccee
ggaagltgtea
tgttaccatg
tgeact
tacacattgg

23580
23640
23700
23760
23820
23880
23940
24000
24060
24120
24180
24240
24300
24360
24420
94480
24540

ceacagavee
ttttccttea

ttetgaaace

gacetagtte
cttagagget.
soagtggaac
tgettgaaat
tggaggtagg
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[0009]

gggetgegag
gcaacctetg
ttacagacat
gtcatetteoe
tceaaagtae
gacagtaagt
tatatgtcat
ga adttttt

cctgtgctgg
tcacagactg

téttgctaag
gttgagtgtg

gtacagagte

cetectgagt
gtectacaat
ecaggccggt

Ccaacttttt
ttgggaacat
ttteatiett
- aattatttta
attctgagge
gggactgaca
teteaagtta

o gotaaatgaa

gacdgaagty
tgatgatgga

> taatgagtee

":g tgtttaagag
at catteécactt

gttaactctt
ddtgtta*dt

tttgtttgtt
ttecatagagg
aaotottcto

£

aaatgecaca
catgggttee
ggtagragga
gaaagageag
tatctgtata
ggaagataaa
gdddgggctt

gggttttccc
gettetteat
Jcagagtage
iacattaga

fg.atdtdgc é

gactaattgt
ttatgecaaa
tcgtatggac
acaaacactt
ctaaatgecee
cactctggge
ceecetecect
dAtgcaatatt
aggeagtaat
cecaacceac
cteccagtage
cctatgeaaa
gaaccaggga
tetggettica

s totantasct

gagtaatgga gt o

tetggtecaag
gtlgtetete

tectggeete
cecattaaatg
tagegtecte

- gagtettaat

5 agctaattca

ceteetecty
ttteageect
gasgttgadg

atttngggd
ttetaattat
atagattitaa
aatcttetee
ttgtaccage
tgagcaagty
cectecaaat

gctrottcgc
gaatcagaaa
tgggcaactyg
tactggcaca

tttotageta g
30agtgggttsy‘

tggtttttat
ttcacactac
tggcatcagg
tgtgtattge
tgetgegage
tgectgecty
aacgaatgea
caggtgggag

teactcagge
tcaagtgatt
goetggctaa
ectgaattct

1 ageatgaged

teaagttcac
tetttecaac
ageaatgtea
tteatcaata
tacaaagaga
teteagtagt
tattettcag

gatgaageet

gadatgtttea
tggggetgeg
caactttctg
ttgattttag
getttgaaaa
tattactett
tgttttetty
gtadgaaact
tggtagtttyg
cetgetettt
tacectcoat
ttaataatet
ceaggetett

ggaaaaatga

tagetteata
gadaggettt
tttecctagt

gagtteatge

tecaccaata

cttagaatac

agtecaacagt
atagatgaaa

agtgtageeg

tgttttttet
aacttagcaa
tgaaaagagg
cteoeteeea

¢ adgltaggeac
C caacttggte

tagacacgag

tagteataat
adacécagac

ttcagattgg

gTdCTtaTT
:agggtatgtt
agaatgtttt
agagaggegat tectegg
aagetgetge agecte

gagtegcteet
sttcttcaat

157

tggagtgeag
ctegtgecete
tttttgtatt
tgptetoaag
actgctececa
agetcagatt
ttttggttga
gtitagttaa
catttectga
aataagatac
aaacatatga
tgactatgge
tatgagaaat
gectetgtat
agattgttaa
gttatatatt
attitttcey
cetgccactt
tttgageatt
tttaatettt
gaattteaga
ggacttgaat
teactattoe
gagecaaage
telgaaaagg
aagtgcetta
gtttgggaty
agacttaccea
getecettee
ctecgtgecag
caggegtttte
agacecatgag
taggstttat
tetgagtcag
gattaagtet
ttttgattac
aaaageetgt
ttgtagtaac
gttatgeatt
taccacaaag
gtetgtgtot

aaaageatta

ttecaaaacag
ttagagagaa
agggaaggea
aaategages

ot tgatctcagt

-agtttgbtté
atcagctctg

gd@dtfgcc
tgaaaacttia

tggcadggte
aacctectga
tttagtagag
tgatecacet
geeecagace
tgotattgasa
agatttgttt

atgageattt cattt
gtaceaactt tota

catcteagge
acagcaactt

-ccattggsct

24600
24660
24720
24780
attaattttt 24840
tgaatgagta 24900
Tatcacttgt 24961

tegteteact
gtagetggea
atgaggtttt

cteta aatc
gtgaaacgee

catectaaaa atgge

tgcattttaa
gtgtatttgt
gtaggatcta
tgagtagagt
Agtaaatggt
aaggctectt
tacctgteag
acttigatce

gacttgaatpv'

tttgattgtf
acaccactte 8
ctettgecte
ttttacagce
tttaactgta
tgaatttcet
¢aatgttcece
tttecgagag
agAatggaagt
tttcectceta
tgaagaagac
gtcecagactt
agttecetta
agaagtaatt
cacaaactaa
geatgtgigse
ggggetpagy
caggggtcag
cectettatt
gegegtetat
ctettettte
tgggttgaaa
ttetagaggt
attagaccaa
cttetgetce

ttttgaot

tctgcgpcgt
atttgccaag
teatetatte

tgtaccgsac

gteacttttt

gaactcagtt

gttcacaage

”l tgatctetat

gtgtgtgaag 2538

tggggggeet 254

.atgggggtg@ 25500

tttct_ggta 2604
atatggaaaa 261(
aggcaacttg
tgaggactaa AY
teetttagee 26280
gopagataga 2034
getggactga 2640
tagagtactt 2646(
tgtggettac 2652
teagcagatt 26580
tgtaaattca 266

tgtaaggegt
gcagtggcat
cagatggeag
tattcaaact 2694
tttecttett 2

catttctgag
gagggcaagt
cagtteoett

caggteagaa ¢
ctttectactg -
tatgtaccag

gedattaaca
ceetectett
ttgetetett
catettette
tttgtacagg
cecatgatae
toetaggegtag

27600
27660
97720
27780
97840
27900
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[0010]

tgagtgttgt

tgtgggtggg
aaatg’aaaa

ngLaaggéa
étgtaccagg

tacoagttbt
ctetgtetat

tgtttatttc T,

aaggtttigea
. tagettgett
ggatttigte
agcacttaat
cectagagac
caactgtgeg
gtatgtgtgt

08 aacagtgltet
L tetetgtgta

gtetttetet
gtggatatct

te athatchc

tcttt@agaa
tecetgtate
dL‘dgdtdlt

tggtaettaa
agagteagtt
atcettgaga
gaagtaaatt
ttgatggteg

tt

aataage

gtgataagaa 1

tgaagtgtta
atggagtaca
gaatggagte
agdagagaagt
adggcagtaa
goaaggttac
tatattattt
catttattat

acatcataca cac

tteecagtgt
gatgteagtt
tatggtagte

taagttgtet ¢

gttaactgaa
cetoctegtas
acaccttaga
tttatgataa
ttaaaaaaaa
gtttttettt
gaagataaac
gattttetea
catatgacaa
goatttttea
geagaceetg
tetgeotttt
agatgatata
ttttgttagt

ot totgggectt
tt atetttitiyg

geagaactgt
tgeatticat

tvtgtgtdg
gtgeataty

ag attattttet

aagtgtgtte
aaaaattaty
aatgagtegt
tgcaagatat
dgaddg(att

3 Ctgggtf
ctacagatgg
gataaaaagg
atocagggsc
ttageaggac
geggageeet
cacctotatt

tot’gdcttg

tgtt
ttafgctcaa
gattaggaga
catactattt
aacaggetet
aacaaggagg

atttgtatgt
tetetataat
acttetcact
tatagtaaaa
caaaccetgg
Ctggggagss
tecgtggtaa
caacaaatat

¢tgtgacceta

gaatatctta
tgtggeaesy
tegetatgat
agtaagecage
tttetgcaca
ctgttattagt
taccetgtygt

ategagtgte

ctetgtacet
gteactceag
tggattteta

> actattteag

tatgceceta
ctacttatet
togeggttttt
tgeatgtttt

ctgtgtttgc

tgtatgtgta
tgtetatgtd
CALGACegy
gadatdacte
gtacgtagetl
cacagtgtel
tagatzataa

gagetgcata

tatttgtact
gacttateac
agdagetgtt
tgtettageg

agaatgaaada

tecaggatgga
gagatettte
agggatgagg
taaaacttet
ttetgdcana
ttgeacgata

ctgatatges

cttaatggge
tatgeagget
aagtggteat

aattaataca gtactgtgce
acaaatgttt

taaaaagagt

gggatattte
acatagaatt

tttgatttag

'aggaaTLTat
tgttgtattg a

tattfaaggg
tttattcagt

ceattetgtt ttgt
agegctgagta tlgg
aaattattaa

ttaagtggea
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B agagwagtg

,aag003 tct
aaaaaataag

atattacgea
geatgttgac
ggttggeget
aggattegect
atacatgegts
tgtettetes
gagtteattt
getttgetag
ttgetaagte
tcatgtattt
geecactgtat
tgtetgtttt
titatgtcat
ttgteeccat
tagtttgtat
ggettatgtt
agtttgtatg
agtcagttgt
cgeatecatg
tattggette
phtcataasa
acgtttegtt
gtgecataatt
gtttattaac
atctttteat
agaactatgt
geadagtett
adataagaat
acttttetgg

acaaagagcet

gtaacagaga
gtgcacagga
cttotectey
aagagaccag
gttettttgg
geaagaagga
ttaaagacag
caggegette
gecaaccatga
gettaagagt
taatasaaga

cgatatteaa
gacatgacaa
ttagaattat
getatttrtat

tagggtaata

Lg?ttfgéac
gotgttatga

gecatgacat
taatttggeg
tgageaatte
tttteatgea

tettecagtt |

tttgatgttt
ctgagecagtt
tgggaacgty
aatgtgedte -
tttoceetaa
cactgtotet
catettaatt
agecattett
c¢tecatgtat
ttetetggat
tttgtatata -
agtgagcata t
gttggetgte
tatctttety
tgtetgtgte
agotodocty

tttttactig « :
vggdtgtcaaa

tattcatgta
aggacactte
attaatttca
tetttttaaa
atttetgata
tattgtgata
ttttettteg
c¢tgagglitga
gatgegecata
aatggagagy
getgetgtea
ctetectaott
tttetettte
aatteocacat
cttgtiaagt
tttatgecag
tttttetgat
acatacagtt
ctaggttcag

. dangggaacat

cataaatatt
ataatitttt
aattaagtca
tgaatgtaaa
aatteagace
dtgdthng

aaaaagaagg
ttctgagatt

gaggagtcao
atgcaacata
cetcaggget

‘gTatgtgatt
gtgacacaca

gtcactgeaa

cettoacaat

atatctagaa .

. ttcaaaccte
ac caaatgattyg

tatctattag 27960
cagaatatag 28020
28080
28140
28200

attattatta
tactgg“sta

28320
28380
ot : 28440
gtttgc&cgt {
gtattacage 28060
tgtgtgtota-;¥*

cttctetgty ffjf[
Tgfgttgttg 29101

tgtegtagaga 29341
tgatgtcagt'g 0
acteagcata , f”
agacatcaca
attottattt 2958(C
stttttgttt 29640
cttagaacac 2970
ttcettgttt 2976
tgaaggtcat 2982
ccatataagg 29881
TC'ttctgat 29940

gtggcfcact

ttotgetete 30180
gteagtetgt 302

tagaaacatg
ttgacctaat 3048
taattggeaa 305
ttgtgtetgt

ataatgaaaa 3(

gttgaattsa 30
attccagtea

acaatagggt.
stettctgaa .
cagttetgat 3
tacttittety ¢
gagtgtteaa ¢
gtagtgactt 31260
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[0011]

cettattgte
ttacatcaaa
gatgttggtt
aggacagett
ttttactget

ggtaageett
aacctatcat

gggtoctacc
ataatatttg

1¢¢ gddtdbdttt

tttcocagtg
cacgtgetit
gaaataatga

at btcaagt
cgttttage
Iy bgactg
gcagadgttt
gaattgaage
ttetectaaa
g@‘rcttttc

thtdddttg
aataatagag
aaggataaga
gtagaggaga
agetecatga
ttgtaattca
tttgaaaaga
teatgtttgt
dAdaacattga
ttttgtactyg
tetatggett
aatgaaatge
tttaagaget
gaataacecgt
aaatgtaata

ctttaattat
tattataata
catttatcaa
cttaaagttt
atgatggaaa
gagattactt
ggotagteaa

cil aagattggte
a gtgttetgac
¢ attttataga

actagaatgt
ttttatgatt

1 gatggaggaa

1 ggccaateat
- gtttggeaca

t ctgaaagtece

tcacacagcg
taceteaton
ttaadataga
- ceactetace
. gttgaagaag
. aatggaagty
t acataggatt

gtaagtaagt
ttadgggidc
oc&tcatatc

ttﬁugttttc

agagaggtgc
dfagaggtgt

cca@fttfot
aaatgtttet
caagtetgct
agaagectac
tttttaaaaa

taaagaagaa
aagatacttt
tataatatta
atagtgattt
claaatticg
cttitcaggt
aaatagttac
ctttccagga
attttaatge
tgaagaaatyg
gatagatgat
gtatagatgt

 cagaaactgy
.-E TdaCddTg(t
aa cagtacttat

caagttaaag
gaattattta
cecaattcotto
cctatttatt
Aatggattgg
ceceetaacec
dtattgectt
gagetattge

tetatatage
agttattote
tttetettte
geataactage
agtagcatac
acaaaattct
tacggaaaat
cttgcaagtyg

a e tag aggetagtrt
¢ atattttata
> ceettetect

gaaggtgaty
ceeaceetet
aagactgtat
cocattggge
teeetaacet
tgactttatyg
ceeeataact
tagatttctt
tacaattaat
ggcaactget
¢ggeattttt

L ggcageacea

ttttticege
ttgtaggace
gagsgtatga
tgagecagteg
ggagag gag

aacattgadd_;(-'

gagtgtgtag-

tgactttagg
atcaaaatgg
ttgtgtecag
gtactcagat
cteteetete
caacagttta

‘atctgtatgg
gatagcatta
atgettaaag ¢
actgagaagg
cctgtatatt
gettegotagt

159

atctatatea
ttatattcte
gatttgaaaa
tetatgaact
agttgtaagt
aggaaactet
atatacaagt
acaatccage
tcacaatage
Aagacacaga
aatttgaget
ctgetgacca
aggtcattca
aaaageaatc
acottagata
cetggottea
ctpaatggec
ttttectgage
ttcaaatete
tttgagtadc
cetaccacoe
gtetettgag

agagtaaata

ttatgaaagt
tagadaatag
attteacaat
ttecattete
aggagttgat
gtggtttact
ggaagaaddat
agttecagea
adaapaacag
tecagaaaca
tagtttgaac
gtcatatgte
geecteteage
ttggaagtag
teaattgete
gcaageaaag
gggaaggaag

ttacttetea
aacagtaagg
gggggafgac

gugtggagéa

agagaaaagg

-aatcgtatga
aaagaaatag

gotgatgget
ggacataada

aacttecacat

gaatatcage
taaacaaagt
ttecagtata
atcaattceg

agtagataat -

actgtgtatt
cageattttt
tttatcadaa

ﬂdttaftgcg'f;

taaactctta 31320
agagatetea 31380
caaaaggaaa 31440
ttittttety 31500
act 31560
tggetagtte 316
tagattette 31

cgaatgacgt gog

gacataaatt ¢

cageacatag

accttaatataevis“

adtgaadget

aaagacaacti

atttggettt

tatttattta

cgttaacgtt
tcttatgtag cac 82
ggteteaage 32400

agggtcatet
aggacaacac
tttggeaaac
geccagaatg
teaattttga @
tttacaaata
tttattegcag
tggattaaca
cagcttatat
aatttttaag
tedcttcaac
getagtgact
ttttitcaga
daggeageaac
gectatatea
gtgtgeagte
aceragecat
ttteaatgac

tgttgagata as

cttaggettt
ggaaagatgt
aaattagecet

ttctaactag
getaagtgea

¢ aagatttaac

ggttggggat

tatgcggata
tgcttttgtt

gaatafct a
getattteet

gaggeeatgt
atatgaggtt gaaact
agaccacaas

agtgaagtat
' ecacceatee

] tttetattac

4 -gaaactagae .
a caatttaaaa

tgcaagetgd 39461

ﬁﬁtttgaggg-f~~'

gcmaaataat 32580
attag'agta.ffjj

acgtgtgfit
cttgpatety <

catttacaca 3318
aaatggaaat 33

tetgtgetec vf?aw
gqaggctagg 5

égcagataaa 33540
cagltaaaact. oobU!

gataaaceea. v
tgatatgagg 3384
ctgaatgtat
acattttcaa

ttcttaaaag

tagtcagaac
caccaaaaac
tagaagaaga .

34500
34560
34620

ttetttteag
ttacctotta
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[0012]

tatttgaggt

~acfaaagctt
gcatLgtcag

Cdfgggtgtg
ggdat

gacaactaga
atcttctgat
gagagagaga

gacag :
agoctcagdg
gactt ggtg

thcttgtaa
ggaagaaaaa
1ddtdtdddd

tttadtcttt
Ccagaagtat

Tca(agffat atg
ctgeatt age

Ltaget;
cactactgag
cactteccaa
gtottttttt
catacctaag
tttatteaga
taaaactctg
tttggtetet
aagcaattta
catgtaaaaa
tttgetattt
gatgatatat
catagagtte
gttttteana
gaatggeety
gtoecttaata
tagcagaaat
agtacttaat
steagtatga
gtetcaatte

gtetattige
gtaggaaact
tatttaagtt
aatcagaatt
&gtttttatg
gtgggagact
ctteecatgte

gg tattttggac
ta aatttteatt

attcgttege
gtgectgtgg
ga agaatta

gtcatattTT
tttggdgctg

ctcttggctg
ttggtggtaa

aatt ttggaacaat
actecceatt
gtetctatag
cetttatate
atetgeeaat
atdtttgttt

tceeceacce
atttagceeat
tggettettt
actteattce
Tttt cdatca

tgdggadctg
atgagagttt

a gettttttga
- tgeatticet

ata tttttg

dcttatctgg
tactttaget
cagaggeaasg
ttggeatate
gaatactttyg
atgtacttgt
tattgeteat
caataagage
cttagetgtyg

gtaagaaaccc ace
ctggtetata a
ctgcacatta ¢

aggactttga
gtttcttatg

ggaaaatgaa
attattgata
ttettgtaat
getetttatt
atteceatttt
acaaagtaaa

agtgggetgt
ggtataaatt
teacatgaaa
atgagaaaas
tatactatac
tegaattttt
ageaacatga
tetetgatta
tteetgtega
tgttgettga
aagagptace
gatcatgagt

L gaaaaattia
C cetectaata

tagtaaaatg
gtgtectgag
getgetggat
cataaccctt
atttteatgt

c¢ ataadgeata
o W R P o i

ttecattgcece
cetgacpett
tetggacatt
cacttageat
ttatttatgs
tcagttgatg
c tatgaacgtt

¢ acctaggagt

ceagatitit
tagtttetce
tagtagtaat
tgaagagtay
ateetttget
acaatatatt
ctageaagea,

; ctgggtatga
. aagaacagaa

gacaaggaga
toggttogatt
ggaggaaagy
catettaata
aagtaccage
gtgtgaadca
ttadaadtag
atgttttaaa
tgtaaotgtg

teactatete

gtgccagagt

160

stttetaget
ttatttegoet

aggacaaatyg
aggtcaaaca

aggaaggata
gtcaaaaagt
ctgcagacca
gatgcagett
atacectatt
gcccaactat
atagtgaatg
ttgtgeettg
tttgaaaata
cacttateca
gocacoagaa
agctageaga
atggtggaat
attttetttt
gageceatatt
¢eeatttaaa
ttgeatgetc
Caadaggaaa
caaccetageg
teatgtaaae
gatgtticca
ctgaataata
gacatttggg
cgtgtacaag
ggaattgety
ccaaageage
acatecteaa
cteaatgget
ggatattgat
catttccaaa
ttgeatgttt
tttgegttat

atgccageag

atttgtcaga
atoctacatit
taggatctit
gatatgaage
tggtteaatt

aatatgtace
atgageacaa
aataaactca
ateccacaga

caagttactt

ca ‘attattgtga

‘acatftataf

gttatetgae
tacacttata

tlcataaaca
tcagatgaga ©

dgotgagge
tigaaccaga

attetgttta
aaatatcace
aggeandgga
aacatattteg
ttetgteate
attettteat
ggaagtecte
ttacttcaca
tegttoeatt
aacttcttege
tgtacatgga ¢
ggagctacag
dcageacaga
cgtttggata
ataaaggatt
gadageecta
acetttiate
ctatttttat
gtetttitaa

tetggtttgt 34680
teaattttea 34740
34800
34860

agagaagaat
~aaat@tccag
tggttgecaa v
tagaaagata 34980
dcggdgagct 350+

(cttgg
ttattt
ctcagg 'gﬁ
tggttatete *f”'
tetetetett 357

atagttttat @

ctgtanatet caatgggttt

agagttgtec
cectetgoece ¢
caageacaaa
agadteatge
aggttcatet
ttecattgta
ttgtittcat

tgtactttct 3600(
aatatgtecae 3606
geattgtage 3
ttaatgtate 3618
cettttttta 50240

tttttgtates aa

ggtaatatgg t
agaatcatit
caacactcat

gtgaalligge acc

catettitea
ttgggttatt
gteattttag
tetactgete
aatctaagtg
aatttagcac
aaagetetat
tetttifgtt
tggtagadaa
gectgaagaa
aaatgtactt
ataataccet
agtgggaaat
ctttagtite
tgtitetoty
ggaaa dd1g

tctgctttat
attttgaaga
tactgtitts
ttetetgaag
tgaaagacat
gocecaggtet

téLtchatf 364

ggatqatact 7

ttacatatet
accttggett
tgaageceee 36900
actttgtgtt 3696€
ttegccttatg 3
gtaagtaage 37
gtatcteaae

tttatttatg !
cettgttttt
catgaaacce
aasatagtggt
agtctttatt
aagtaattaa 3
gggeaactgg
- tocatagaca I
ttaggeataa
tactattace .
tgcetttaga
caagcataca 3
agagttactt
tetetoteaa 37
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[0013]

cgtagetett
tittatettyg
cgttgaatat
tgaaatetgt
tggtagactt
tcagaaaagg
égfggaaaat
cttgga
cacga
gcttcaggtt
ctcgttgget

taag taggtttgtt
Y ¢ 3 ; aacagaatgy

ttteteette
aatatecttt
cttaatacat
ggaaaggact
tetattgaag
sttgtgatgt
gtggtagatg

- tacttcaaaa
¢ ataaatatge

tetatgrage
ctettegttt

: Catocaafcg

e autcatcagt
tt catcttaage

aaaaaaaaaa
ccaaacccta
atat:

3

.taaea

taagaatage
aaattagett
‘actcatttat

aagocttocc
acttgetgte
gaatgagttt
tgagggeaga
ttttggcaca
titatatttt
tgagaateat
ag tctaaac

»dtod;ggaaa

tgatgtttta
gaaatttcaa
atgattttea
cagecetget
tegttataat
ttgactgect
tecaagatatt
tacacageca

atccataagy

dgaaataata
ttactggaat
cttaactecet

ataaaaatge

tttactttee
tatgeacgatt
tagaagtgat
ttcteatett
tttgtgetaa
gggatggtaa
gaggatgttt

geatetecag
acgaaaaaat
detddbddt

tatgattdtf
taaagtgtta
gacetgaaty
- cttgtettte
tgaceactet
atageattet
ttttgttety

gaccatgata
tagaagatac
actettagt
taatzaatel
tttageacgt
ctgtetette
agcatggeee
atgagecaaa
tatgtdcctc

aaéctatgaa
dctgfcctta
z L tit aaatagtgta

aduﬁfatccg
gtaageeget
tttteattct
gaattttaca
gagtgccaga

ttgetectee ¢

atttetaatt
tgacagettt 1
tacacataca
gggctettta
tgtetttgee
cagtatetet
cttetetgtt
gatgtgtegtt

attatatcag
tagegacttyg
ttagtggtet

geagaagatt

caatttgecaa
caaaatagge
attgtettga
agtgttgtat

aattecctat

tattaaagea
gtteetctta
ttectecagy

cataagttgt
ctagtggtegt
teteatecet

atatggctet

ggggaattta
ttettceete
tatattgeac
> tttggattte

dettttgtga

ctattattet
tactttttae
tgactettea

gottttttet
gtttgtttec

ttgettatta

ctoetgtteae

tcagtaaata
tgaataatet
ttaaaacaat
atatacattt
toctgtectt
cacaacaaat
ttgeettcaa
ttatagadtg

c aatattgaat

gttatatcat
accataaace

> aaccactatg

cattttataa
aagectagat
eetaccetgt
agactctage
gtaecagrac

gcatctcttc
gaagaaaggt
cettttgact ga
geatcacatt

gattttcags

161

geatagtage
cetttggtat
tggcaageag
ggetggscag
gectacttisg
actttgagtsg
gttattttet
aatgtigaag
¢cteetagge
tatttaatet
catgageaaa
tgtecatgaat
cageactiag
tagtetgeta
ggocatttit
attteteaga
ctegtetttte
ctgecteata
catttgtett
ataataatla
ottattatgg
taattataat
ggeeacagga
tgaatetada
gatetcagot
tettttttta
tttgaagtge
tecattttec
teotatatac
tttgttadat
aagecaagaa
gacaaggeaa
taaaageeea
teecctecte
¢tttaattca
gaagtittta
tgagetttta
atttataaag
gttcaggect
teatetttge
tattagtaat
ctagaaattt

atgaggaaac

tggatgzaag

acgacagagg

Satggcttgco
t ctcatttgtt Lg

téattctgac
ttgatatact

dddgaf¢dgg

aaaggaagct

aacgtattet
tagtetecet
ttttgtotte

acacetatea ¢

tatigtetaa aag T ooLsy
TgTaagcatg,38340
dcagnggtc 3841

adgaaagggc
ttaatgtcaa

tttactaget 38@40
ataacattgt 3810
agaaggacac 3816

atacagttac agal
acatgaapea aaa

getttgaget
ctgectitet
geaaacattyg
gaggttpaaa
ctetttetee
tggtettatt
teetgetcee
tctaaagate
geeetgacag
ttattgtttt

cttetacaasa
cﬁcttgattav

ceataatatg
tggaaagtte
getateatct
tagaagetet
cetetactee
ctattecaat
ccactagatt

atteccagea ctat

gaataagtca
ttatecaacct
tetatttatt
taagtgatte
teettactee

catggeaatt
cgtacetett
agaggeatat
teagaaatge
tetttecage
cetetatage
gtacactatt
tgtaatatte
tgetetcaaa
gtatgtgaga
tadtagaaat
gtgaaggata

t

taagatatta
actaatctaa

a4 geaggageae
- attggeatet

tgatatttte
tgtggagtca

.ﬁtatagaatg

atgltggetet
gagaggttta

aaaaagrage

' gactacctat
atcd. tetgeceaae
ragat tcagttaaag
. gteataaatg

ecagageeet

actgtaagta

caagctcaut‘;"ﬁ’
ttttgtttaa 38640
taatttctua 387

ttggcgttt 3t
caactecraca

‘agétftctga 39060

tacaggggag ff‘”f
Tddtddtbtg 39181

ttcgctagtt
ttgcttggca
cecctteaaag 39
ttttocoatt }

39780
39840
39900
39960
40020
40080
40140
40200
40260
40320
40380
10410
40500
40560
40620
40680
40740
40800
40860
40920
40980
41040
41100
41160
41220
41280
41340

tdadgddgdq

gggttggacg
aattatetee
TTacgtatag

cttattgeaa
aaacttttat

gtatatttyg
ttecacgatat
gaggttagtt

tattapgttaa
cagtteteag

ctggetigty
ggactgaatt
ataacattet

teeatgggaa
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gafrtttaag
ftcagtcatga
Ltcctggaba
tteact
tecegtatee
taagatttea
gddg@'aaac

aaaagtgtea
tcccag ag

catttttatf
gtetgeteca
ttatzattca

ci ticat
atcgeaatac
atattaaaac

ttgcaaaaat

ca tttttggtea
ac tttgaataac

actgtaaagt
aggeetgega

> tatagcacat

attttatte

g caataatett

ata caacagetet

gfgafttgag
.aatggtcatt

Cacfa_caag
atttaggaat
tggtgaagtt
cetgetttet

caaggagaaa
tactccatga
gg _
cagaaactee
tggatgagte
taagagaaag

[0014]

ggeteotaty o

gaatctteat

ggattcagac aga
ttgtttctaa
'ddCthCCtg

ca.attcota
ggctgacttt
stoagtaace
tcactaggat
tgoeggerag
tggatcacct
tactaaaaat
ggaggetgag
cegagattge
aaaaaaagag
tcagtatcaa
adatgtgaag
teaactacet
actagteagg
taacttagea
gtcatgeeag
atcaccatac
tggeagtgea
geacataaat

r tgettgatat
aggtagttct

ctgctaacca
Ctttgtggod
ggacteaag
aagatggaag
acacatgtea
tttetggtet
gettaticac
tgagttagea

atagttgetg g
tgga aag

aatat

adpttgagct
ttecagagaca
gatetiaa

igaggtag

ataagagttt
tttttetatt
ctecaggaate
tttttatttt
tataatactt
ttattticta
cacttcagea
gegeagtgsge
gaggtcagga
acasaaatta
acagaagaat
accactgeac

cattattact -
tggateatag ¢

cagetctata;] ST
geccatgtaa

tetgttcatt
ataagettge
attgcetecat
cattattggt .
tggacagtga
caccacatat

C aatetgttte
gactttgtgg

agatigccta

tttggtetee
atatagetat
ttceccaagg
atggattaaa
gtgagageat
ttgedancag
tttgtacaga
tgatttattt
gagtaagata
acctraaaty
toatttatgt
cagttetgtt
trgetatite
tttgettett

ceactgteag

ctetggttet
tagacattgt

tagtatgtea

cacactgttg
tetatacatt
cagtttggte
atagtaaacg

gatataaaat

atgtteatt

attgtetata
cacteactet

¢tatcttaaa

acactggeta

gtaagtactt

¢eoctaantg
at ttgacteetg

attgageccaa
gteagatgat

agaaggtaga

catattgtet
tttgggtaga

sototeagee

gtgagaattt

teacgactgt
gtteaagace
gttgggtgty
tgettgaace 1
tocaguctgg
ttgatagcaa'~”,‘f

ﬁgtasagtgt

ttagccecata
agtattaata

16

agtegttett
tetattacde
pggaatcaas
tatgaaggee
aattgaaaat
tggeatttaa
agtgaagact
teagaactit
cagtgecata
accettgaga
atgaacecata
actacttgtt
aageatttea
aaaaattcce
graaaggtea
catgeoceatt

gatgaatgag

teaagaggtt
cetttagata
deacacecaga
gagtgtagtc
agtagectaca
ttgaggtatt
ttaatgttta
gadageacag
aaatcagaaa
adctetatag
tecactgttc
geacatteat
ggatggagtt
tegtetttat
ctggagatasn
tgtteagttt
ttttgecatt
geactecagta
getettegtt
aaggttggga
tecaactete
geaggteott
aactttgaag
atctttettg
aatceecagea

gtgacagagt

Lo tgtageataa
g agcaqtdtgg

aggeatatac

ttagteaage
tatetttgte

ggagatageg

tatttatgga

2

qaguatgacca.

cégt cgtag \‘

agacaaceag

catacteagg t

gaaactaaag
aataatigta
aggaatetet
ctgtaggetea
gatgegecta
ttteacatgg
tetticecaa
catgaaagea
ctectetotyg
ggctactatg
tatteeaces
ataaaagaac

daactectes ascastett
ggagtgatag «

acattgecat

tetgtettty ‘F‘
8gttttgaaa~:;

gagacttatt

tgtaltcaac aax

actgatgata
tectacatat
gtetgaccer
grasatgote
gactagtttis
ggaggtagtt
catttgttac

actgaggeee t

tgacccaggg
cgatticaag
gaagaaaagt
ggligaggaa
attgaaagag
tataagaatt
aatgtttgaa
ggataaetty
aaatatdaaga
ccaggettet
ctttggttty
gecatgaact
tataaaagts
ctitaggage
acatggtgaa
¢ctegtaatee

ag aggttegaga

gagactgtca
aoctcagtat

atgaagtgag
cgaggaatte
aagtaaga
aagagtttgt
tgaacactgt
tgacaacaga

.aocccafgt(
agaaaaaaad
*} atdaacatta
aactcaaatg
aaggatttea
ggatggatea

cactataatt

ccagttcefa 41520
atttttaaaa 41580
acttetecac 41640

gaggettata 41700

41760
41820
41880
41940
42000
42060
t 42120
tt. 42180
tg 42240
saa 42300

1 42360

¢ 42
42480

agataatttg
ggaaagaagt
aagteoetegt

cttataaaga
aaatctetet
agecacttat

tagaaaatcc 4,
acagactact [
teatctggat 4
cteaaatatt 42900
tdcitdtfgg /

gda agttea 4
geaagaggta 4
gaattgaata 4.
gagtaggttt 4
tacttgactt 43320
tgagtaatta 4338
tggeaaaatt
gtaactgttg
aacaaaaagg 4
ttgtttgeaa 4
gegttaaacc 368(
agtagee 43740
: 13800
43860
43920
43980
44040
44100
44160
44220
44280
44340
44400
44460
44520
44580
44640
44700

gatgeg 4

cagetactea
ttgcagtgay

tetttateat
tgtgggsteg
aagtcetgagg
aggtttaaaa

tgtacccaaa
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[0015]

géatedtatﬂ
tgactatete
aagagaagac

Qtaigt
thuatttcc
Ltgtgcttca

.aaatgtca

tgtgattagt

t getttetget

ccedagacett
ctzttcetge
Ccttgaagga
caataatttg

ctcaaategt
ttetacttitt
gteacacaga
- ttotgeetag
: tecettattt
caattcactt

o8 aactcatgee
L tgaatgacct

aa aacteataat
t tatttaggta

agctgtﬁttg
attgaaaggg
gccaagtgag

fagga_gtgg
gtetactggg
caacgtgtga
Tgcataagta
gaaggeaage
gttgagetge

tttatttatt a

tasgteceag
atgttagegaa
aaagaaaagg
cctgguaaat
daaatgecat

gaagctacte a

cattecagtag

geactgcetet
act aceet

catafgaagg
ttgtacceaa
ttteteaage

ggetttatat ¢
agcactttgt

acecageact

agageaagag

ceettggete

agcagaatgt

gacttggecet
tgtetttett
goacagttte
ttgcttttag

ceetetagta

acttaggtte
tacageaagt

ttaattagee

ggagaatgge

> cdaacatagt

cttetattta
tagaggetca
aatattagca
Lgtudtdttt
tactaagge
gagaggcaag
tcacactgga
fgtftgccta

tag acaagyg
ctgtttgaaa
cdatcta

aatdattitet
attctgteag
atggactttg
gatttaactt

gtgagaaaca
ttectttate
tatggctece
cagagagage
caaglgtygty
ggetggagat
ttetoectec
acttettdet
aatgetcett
ataccaactt
gtotoctett
cttegeatat
teaacettic
tttagaagat
ttatggaagt
taatgaccac
agactaggat
ctgrtatcaa
cetetgeaca
datadtecagg
teadgtagga
dgttgdaced
cecageccagega
aatgtatagea

1 tteattteat

geagacaage
atcacacttt
catggataga

gatttagaca ¢

aatgettctg
aaactggeta
ctecgaattt
tittateaga
gettoteted

ag geatgeatte

tgcaaggact
cecaattety
tgttacteaa
caaactecag
df"atctua

adggaaafat
tecacaattag
agagagggaa
ttecaattte

gatagtgaca r,
cacaattgglt

gattatetat
ggggetteea
tatctteggece
atcttggage
agggtoagta

¢ ¢egacactgt
cagaatgatt
gacaageget
teatgcocag
tgotagc ge

tecceeattge ge
teattttaag ate: A
ageaaggaca attctggaag
gtactcaaca caattgtaat
algaaggcaa ggga
cttcaaaaaa tgcttgttaa
gggegeggty gegggegeet
gtgaaccegg gaageggagao
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ce ngctgatgc

aagaaagtia
teettettec
agtggetttt
ctgaateatt
pagatagata
gacagectet
ttcececaaa
atttcattte
teotttttte
tgtctgtaae
acacctetat
agtaggcaat
aggcttecaa
gaggttagac
tratagttetr
tecagaceesn
aagaantgac
tetcagttea
tttetatage
atageeetat
gadcttactt
dgatettect
ggcaggaaaa
tectteeteg
ttatrtgect
agccltaaag
ttggtegatag
gattttecaa
agactttga
gaaaggctac
gatttggett
cacttttett
atgaaaatga
tttccectte
tgaagtetge
ttttetgtet
aagrgggcag
agcactetea
cecatgtgtgt
gaccaggete
ttgattaaaa
ggtggtg@ct

gaggeeatge

cetgggatea
caatttocce
ceageteags

tgaaactaca
tacatgttea
tgtgttgett
ctacaaa

ttgeagtgag

agggtacctt
aagttettet
cHagagggta
caanataatg

ttttgaggaa ¢

tecaceteca
cacacaaaca
aattetetdt

acetggasac atce

tocotttatea
gagagatgaa
ctgtaaatgt
ttttetetet

tgtatgttga
gtigttatag
actticctae
gttgttgatt
tetgecactt

aaaatatges

gttiagltdag
agetcotagt
teageteggs
aageoageca
atccatatze
tttggatoct
aagatggtte
ageatagetg
geatgataac
¢tticcagaa
atacttacte
attetitgaa
gatceecacac
cocagtectg

etacthtGC~
teeaagEcce o

gtacagaatyg
actgetettt
gtecatgeatt
agacttetee
gpagetgctt

ctgttetecaa gg

aggceagtac
tecaageetegt
aggtaccett
caaattttce
Qccaggacat

ataacautct
aatttgtett
actttetett

 agtetttaag
gtagteccag

ctacteggga
cegagattge

aattcettct

togttettttte
a getgtegest

coteatatea
gggeteettt
ggeaggeaca

ggotgaggea

ttitatattt
ttettteage 4
cttgtttttt 44880
aattacteag - 44940
: - 45000
45060
45120
at 45180
te 45240
45300
45360
ttgaaggttg 45420
) ca 45480

44760
44820

TaTaagacca
Tacacatatc

cacttcttee

gtfgagtg a 4

agttggeeee 45

tttttacett 4572

geactggett ":Si”
atgagatett 4584(

tteteattte 5901

atcatacag

ceattgttet 46020
aatgtegtge 4608(
tgatteatge 4614
tttecaggge 462

ttecttegaa 46260
cagtacagat 4632
anaatatgtg 46380
cacatttage 464
tgaaatgaaa 46501
atagtgtgac 46
otgaddtttt :

gbacacactc A¢
gtactgette
tgggageaga

tatecceaa

aacagecgee 4
ttttattgga
tatgaaagty
tetatcaaaa
tgactaaata

47400
47460
47520
47580
47640
47700
47760
47820
47880
47940
48000
gecactgeag 48060

tettatttet

aagtecactg
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[0016]

tecgeagtes ggect
: T

agtecactyg
taagttacet
agtgtgtatg
catgaatttyg
tgttgtatte
ﬂttttgaggg

a@tftccvct

ggaggagcly

gatttttgag ¢

ttectactgg

adgdttgcfg a

; aataacttag
gaaaag ta
Qgtcaaggcc

agtatettt
gttttcattt
ttagtatett
ggagtagact
actgttgeet
cagactcaac

¢ ctgtgotity

4 gacatggcag
ctgttttete
tat-actcgag
a vgagaagc

sttettiocet
tggetacace

t tcatetttac

atga tatetecacta

fdaafggtaa

tatcteaact ¢t
ggacagagee 4

tatactttet
ctetggaatt
taagttctga

gf gcgttLth

ga”gtaagca
cctgtecaact
etgaccaaca
aaagaaglga
aagtgtgaga a
teettteaae
agettaatet
tetgeaace
gltita
aaaatcetee
getggaaggg
ctetecttty
agacatacaa
tattttette
agcataatca
ataatgtgtt
tttgcetgac
ccatattagg
aaattggagg
cacatgctaa
acaattatec
agetcoctga
tetaggagta
geototette

aatgagatta
ctatttt
godteaga
cetttecagd
catcagtttt
Tgtchacca

: ggtttcttcc
pooctgaaas
tgctactaga
tgttacagtt
gggtgggaga
adadaaaaga

tce aatgca
ttaagatgge
cca taaggc

ddggggcttg
cattgttgea
ttetcactge
tectetaaat
atctaacgga
agetaagaga

aagdgtg&t;.

tatceggeote
tttatgtgeg
cagaaatctg
geaagecacaa

teatttteae tt

atgcatttaa
tetetgttgt
atacatttgt ¢

scg acagagegag

tecectgect
cecatatgcec
aaaatgagat
tgcatiggee
tecatgagga
ttgagtaaac
ttaangagag
ceatgecttt
cetfgettac
catgeeetgt
gtggaagaca

' ‘aagacttgda
> ctacetagte
> tttteatett

gotatgaage

ot tgaggtegee

atctcagagt
atgataacaa
ttttaatgat
aatggaaatyg
geadgngaat
tgattttgaa
cttgectttt
tgacttetta
ctateotagt
gatgtttett
ttgttcaaat
tttatttgge

¢ aaccteacac

aggeateata
anattagece
aacagaattt
aacatcaata
gaatagggte
aatgeataga
agagcttgac
geaggettgg
cttggetegy
¢cadcaggge

g goltagggdad
gtaggatgce
geactgteat
tgacatcatt
gactaaagaa
tgattgtuTt
t

géctgaaéaa
t%ta-ggcaa

aatatg ttt
ataaaaacagc
cattottgaa
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acteegtete
agtttgtaag
caaageanac
caactttect
tttgteetaa
teceatggag
ctgattgage
adttatagga

ggtetgeaty

dcagceaags
ggltectgge
tetagettee
gagagettic
caaagtacee
cecaggtatt
caagagttiyg
aagggegatyg
gaaagcetty
ttgtteatea
ttcagteatg
atgacaataa
taagtaatat
agctattatt
gtacageateg
agttatettc
angaddalttc
aaagtgtaat
adagagtaaa
ataacaataa
tteteteagsy
ttaaacttta
gagagagaaa
gggaacacag
actataggat
agaatatata
gagaadaagy
ttetettgaa
ttecettete
tagagtacge

tetecaagga

attatgtott

tagggaagag

tgtaaantan
cagttaceta

tatagagety

cttaaaagge

| tctatgtcta cea

taggtaagag
teeaggttta

iaa gattttgdat
gtac

gattat,
aaaattetegy
cgattgtaan

tgcagaa e ¢

adagaagaaa
caactggecet
tttagetcac
cltececaggee
cagecaacag
aaagttigte
tticececate

gtecteteaa
gaggttggat ac:

agtggageea

cetgactgag
cactgteatt
ttttgeetee
acactcettat
tgatgatcac
gtttagggca
aaggettett
aattatcaca
tcteteccet
tgacttaace
teagtaccte
gageggataaa
attttecttt
gataatttag
cagtttagga
tettttaaga
ctaagatagt
atgcaaatga

attettette
dgecaggtat
aaaatitaag
ctetgggeet
gggtitggtg
tegetgtaag
agtttagagg
tatattttta
ctacetecat
cecttggtega
ggoaaaattc

cCacgagata:

ctettggagt
ttteticcet
gaagaaacct
gagtaaagga
atgatatato

tgtcaaﬂtct
cacaaaggat
aagatgtctt
atttcagatt
aacttttgaa
atgaagtgac

atrgatatac

,ogcag'gagg

gaggatttgg 4

e
gttcgtaaac 19

ca gaaattg '
gectgtatgg tea Jé

pataaagtac

:f ttgaaattag

-aaaaaaaaga 48120

ggC(ttaLag 4
ttetaattga 483(
agtectette 4

48420
48480
48540
- 48600
48660
48720
48780
48840
48900

tgeeteccag

agcct‘aagg
ggactattit
tgaaattgea
ccttacagtt

tettttgtet 489
taagagette 48960
taagaagaatyg 49020
tttttettgg 49080
tatatuactg,49140

tctttaaact i
atatty 1'(?1
aaggecatttg 49380
cactgtetat 4
atgtgactet

cagagtagaa 4. )
getootgtat 4968(€

gtgtatatgﬁéh
tagtgggeta
agaaaagega

gaaaattatg 501

taacatgtta 50220

tgcggatgaa
gecaetgtget HUU
tgatgatawa >046

tgtgagcacc
taaataaaca
tagtgoaaay
tgtgcgagey
tgaaactaag
tactattatg

cectetgetge
acagatetet.
taattteggea 5
ttaagtaaga «
tttctacett
aggaagatgt
tgeatatcac 5]420
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[0017]

>gt afaattt

gteoatgtgee
titttttitt
ttatgtcaat
catat ctaa
ttg
(agaag,:ca
aaacaagtaa
cttttatttt
tttaggaate
tagttcttaa
ggaaactttt

Ccatgttggc
aaagfgctge
getttettaa

dgddtgttdd ac

thTagaagg
tcagaaaagt
gagagaaceg
Tgteteecag
ttcaagtgat

ctattgatty
ttadaateta
atctatttat
aaggaacggt

C ctgattittg

aaactaagac
aatagtgeca
gataatgetg
agattceccaa
atggcatagt
taccttttca

T ctttggagte
gg tgtcagfaat
ca gagtettget
tg caaccteeac
g cdgcaceatyg

caggatggte
gattacagge
tattetgata
attteat
tataaca
cacatgataa
gactgtttet
aggaataatt
getgeagtac
cetceaactt

-*.:ttattttaat

gLaaaccaca
tettaagacat
tttgtaataa
taatcagtat
tacctactac
gtaateccag
ccageetgeg
gttgtggtac
gcccaggagg

caaaggettg
ttacttgaag
ctgtgteaca

ttgacaaatt

tgettttttt
ctactgraat
gtataactta
ttataatgtt
ggtecattaag
acanaaaaaa
aggecgagtt

caccactgea
aaataagtaa

cgetgatata

cttttettgt
¢taagcatge
aaagattttt
tagatacetc
gtgettettyg
aatecaggea
agaatattat
ttetaacceet
tetttcatea
gtettaaatt
ttgaagceea
tttetectae
tecagtaataa
ctgtecaccag
cteecgggtt
cocagetaat
tegatctett
gtgtgccagt
tittiaaaaa
daaacaatyga
Ttgaacatgt
dgttadaggea
gtetattate
tegttatttt
agtagtgege
cactttecea
ttttecataga
geaateette

te accetatttt

tda agatda
geccecettt
gtittaacag
tagetgtitt
gaaaaactgc
tgetaataag
cartttgggd

attatggata
ataatatttg
ageaageata
ttatateatt
adatattage
ccaatgaaaa
geecaagaty

gtg aaaccctgte

ttgaggttgg
ccttﬁtcaaa

Ldg_TngLa
ceteaacagt
tcttagetty
gotaattitt
tagcaacaaa

teccagotac
agtgagecaa
aagagagaaa

i attttccaat

gaagttetgg
gcteagacet
agtacttaag
ctttagtaat
atgaguttga

tcttaaaaaa ai

gattaaattt
tegecatagaa 1
attetgattt
daaaaatage

gggaggatty ct
ctecagectg g

ataattttca
gtttggatgt

.octtgaaddg
gtgtecctge
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5.tgaga

tttaggaata
taggtaagde
gtgatattct
tacaaactot
ttttgatagt
aatgeeatit
ctaactaacc
atetacttea
¢tgttaacat
cecteagect
tatgatettt
tigaatttct
gtittetttt
getgeagget
caagegatic
ptttgtattt
gaccteatgn
atgeccagee
agatetggac
cdaatataca
tittgeaact
ghtggttaatt
ttaacceeag
agtgeettitt
teatggetta
getaactggg
aatggggtaet
gaceteagee
agagetttat
tttgaggeag
tatttaataa
tgtagattay
acadaaaatt
ttataggget
agtetetgat
ggtggateac
tetactaaad
teaggagget
gatcacagga
gaagagagag
ctagaatgea
ctttaatcta

gectetetga
agagtgetat

taaaggttta
gaaaaaaatc

agaaagatta
7‘; aatttgc~tt

‘ tcat'agaaa

ticacataaa

ggtgegtace

cc&@atttgg

tteccagaaa

tgdagatgaa
tttcactgta
gecaatgact
atageagtge
gagaatttet
coaaagtcta

gteetttcce a
tactgittta

¢ttteacatt
tccgaaacag
gaacttetta
cttttttttt

jgtagtgcagt.“fis

cecttgectea
ttagtagagt
tetgeccgee
agtaataagt
tattttgtca
tgaatttite
gaaataagta
aattttttca
geatcaaagy
tttgagacaa
ctacagecte
accacaagtg

acccttatet 5

gatete

anaaaaaaac 51480
tetatttaag 51541
gaacttoaag b
tactgagtaa 5166(
gagtaggttt ﬁ;ﬂwi
aactttaaaa 51780
Caatgtdact

tgatttcttt,**”"

aaatgg ge

ot 52260
52320
52380
52440
52500
52560
52620

gacteccaag
cgggettiey
ttgecetece
tttcttaagt
tacaggcaac
atcagttata
cggtttteat 52680
gattaatttt 52740
attttaatea 5280
agtettattie -
88 fvgfr
ggoaccacac

cactatgtteg o

tcctaaagtyg ¢

caagettteg
tttttatcat
aaatgaaaat
cactaattaa
tactatacaa

ttgeactcag
atacaadaaa
gagetgpgag
ctgeactcea
agagagagac

anagattcty a
gactegaata

aaacatgetg
ggagggatte
tagaaatctt
aaggootgcc

ccctgtpttt
tatagtecea
s potgcagtea
- tetecaataa
g tatgaaatca
ttttgaattyg

aTTtttatPc
agtettcaga g
gtgtegtaate gc

atggeatett
ttatctgtaa 54240
at ctttacttea
tt gtitattatt

getatggtea !

agtdtdcatg
attﬁctttta
aacaadaace

%3400

gagttfaaga 53580
ttdgctaggc 5364
satcacttea 5370(
geetgageta
aggetectee H38:
aagaca 53880
tgttttacat 53940

ageacgaagg 54000

ttgatgagag
acactetata

tacttcectta 2
ccaaaaatat. 54480
getactcaga

ataaataaac 54660
caatgagggt

taatcococag 54780
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tatagcacct
cctteacctt

TTTTtataaa
gtetettttg
tatect
adal
ttttaaaatg
tttaageata
ttcatttctc

ggtgatgttf
gattccttta «
ttttetatge
ceatttcaca
.agttatttgc

dae ttetettgag

agtgc,aaag
ccttacagaa
tettgaacty
cetgtttagt
attgaattag
atattaacct

[0018]

gaaaacgaad
Tdffgttgga

It‘dcttadc
ttatteatet
gagaattgaa
aaatgaggaa
actcactget
ttttttttit
teggeteact

tagetggatt ¢

ggggttteac
tggooteoca
tttttattet
ataataagge
aattactggg
aatttttttt
tettatgate
gtgtgatgga
tatgeageea
aacgtgagat
cagaaatatg
attacttget
aatctaagtt
ttgeteataa

L t'vggccccT

actattttuc ?%
cectaaaaat

ce af CpCTt@g

ceceecttge
ctaceataat
- cttictgeace
ttacecagte
tatcagggag

ca gatgatgtat

. tttdaaaaag
gtttaaaaaa
ttatttacct
ccacactgta

tctoaggcag

gaggaa
tcagtgtgga

i getttetege

cagctataca
aaggeaatag
agetetttaa
acctecattt
gtacttgtag
cttgaagttt

aatagaatta
gggegtggta
cagagacaca
tacagtattt
ttgaaatgag
ggagataatg
ataattgaga
taaataagca
tgagacggag

aaatgctagg
gactagaaaa
tacctatttg
ctocagaago «

ttteaecttitt g

caadaccaag
catgetagaa
gtagecactt
gagaagtagg
tatgtgttag
cetgtattet
acgtaggtaa
gagtacagga

. gggaggtgat
tgetgttgty
tetettgtic
tttaagttec
agetigeaaa
teaagtattc
agggtettet
ttattteett
cattttansag
tetatettgg
tagtegattel
agaagetagt

ca G catttt aagcatacat
ga gdadutagtt

gogecatgge
ttaagcaata

ag Ttetagttat

caactaggtt
cagagagsg
aactigttca
caggdgtcaa
atatatgate
caatectgaa
getegattty
ctgacctoag
geectecttt
tadgagcata
ttecaccacaa
teataageaa
cteatactge

 gtgecctace

cetigetttt
tecaactace
dacatcattt
acacttggac
geggacttga
tataatacet
ggtgtaanag
tgagtgagec
cectettactg
tettgetgte
ceteacaggt

L geeaceacge

aggttggtet
attacagaty
gtaatgttte
cetttggace
aTagT TTC

gtggtaatgguf:{

aggtegagag
AZAALELLCO

etgettttta «

tattgttatg
caatgaggat
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tggatcatga
Gtgdtagtaa
ctgettteac
ctgaggecte
gecatgagece
tttatagcaa
tggtgactec
tetttitcaa
tetearttta
cetecatatg
gectiectea
cagatgtata
agactagtga
tgcaggacic
aagtegtacee
ctetetottt

ttatactety
ta agtgatttge

gaaggtecatt
aagcettittt
tetgteaaaa
atgaatgegt
gctetgagac
ctettgaact
teactetetg
ctiataatec
cetgggeact
agatgeagat
cetatggact
ttteotacat
aggataaata
actttanaat
tagcagaccea
gagattttga
geaagttgct
gtgattataa
tactttageg
attgaggcaa
cttttgtgec
ttgcceagge

tcadgfafto

ceagetaatt
cgaacteety
tgagocaceg

gttttpttte g
atattatttt
octatoceca

attagttcaa
ttagetgete

b teagggaadg
B atttatt do ¢

aactaaccag
tattgag

‘dgtttggttt

gttetoatga
catgtgacat
dccagaagec
aattasacet
gegcaagaatg
acttetttte
ttgatattta

gattattttg act
caatcaaata agaa

gtgtgttcag
attggattat
geaccactea
tecacttgaaa
tgatttgecac
aggtaccata
¢ettacagee
¢ccaaattac
tcattgaaat
ttgeactage
ctectetact
gtggeegtat
tgtagtttae
atggtacaag
ggagcatage
tgggatette
tttotgattt
tttecagaga

ammgxmm_;rj

gaagttititt
tgtticactg
tggacaaaga
aatatdettt
ageectggt
tecettetgt
ttacttatet
gecageacty

cagtacaaaa

actttgtage
tggagttcag
tetgacttea
tttgtatttt
aceteatgat
caceceacet
getetttget

aagagggtac

- gtggeagtes
. getttgateg

- tggcaatgta
tgtttactge

gacttacaca b

agacatgtet

ataactagga 5
gtaggaagag 55Y2C

cttttgttgt
tggtgaaagg
t geetttacta

aatgtttttt

attaatatgs

f} ¢taagtacet
a atcea tteettetga
| acaacactag

ceaaataaae

gactaaatac
atggaaaatg

gccfgctmmcisj' 
gaacagatge 5502
cttttttttt ! 7 '*

tttgtttatg 5 ;:
thtf”aatt 3526

tctgfgtata 5

catgetacat 550G

ttacatgtea ; 4€ 

tgaasaataaa ;i ,_
tgﬂtgaaggt_ ,: v
tactteacac 9580

ccagatagta 5598¢

tecagtacaa 76100
tgacctcage 5616

ateccatggt o
taagticaaa 56280
atgttgecag 56340
g(‘gdotfct e

56460
ta 56520
g 56580
56640
56700
56760
56520
56880
56940
57000
57060
57120
57180
57240
57300
57360
57420
57480
57540
57600
57660
57720
57780
57840
57900
57960
58020
58080
58140

gagectcagg
ggattcetgea
ctcettatga
agtgctgaaa

tggeacgate
tagtagagac
ctgecegeet
cagoaatgtyg
taatatacec
ctetecacete
adgaatgtet
ttcaagtgga

catgtgtgge
tatagtctea
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caggatgttt
gaatgggttt
aggccatttt
tgtettecag
ctgaacctge
caatgttsat

aatacaattt
titcgenatg
aTttgtfftt
atecattaaat
taaatactat
taccaauata

-t gfaaaaggaa
AgC a goggatatac

agtaaataga
gatttagatg
ggotaattat
ttaccagaat
acetttette
tetatgetac
tagagtaaat
ctgatttatt
tatttatttt
aaattatgat
gegaccatta
ttatatagtt

gaa ggagtt

. tttaaaaaca

tacatatata
caaaatggat

tgtgatagca
ctaaagaggt

ceccataaata
aaaacaaaaa

actgtettea g
A tgdaaaa gaage

gcaaacttgt
aagttteaaa
atcattatea
ttgatattta
aattttatgt
accttagtgt
aqt ~aacct

agtataaagg
ctegtagata

caaaaggaaa

cctgeettee

tggcagttat

gagacagadac
tatataatta
¢taagetate
tatgettttt
cttactgtge
tectetttaa
tatatggeac
tttgggtatt

ttgaattiga

taggagtgat

: gttptudttt

gtactaaaaa
caaccgagta
ggaactggaa

age. tgtttd
caataaggte
ataataggat

: ataatgteat

tatacatecca
Tdaddd(bat

ataatacaaa
tgacagcaca
tataaatigt
aadcacatga
tteataaact
ctc,cddggd

gt ttctgdt
ataatgtagt
» acttctacat
tt atttecagatt
y teagaaaata

gaataatgty
atteagteca
agacttgtte
attttagtga
agcttgeeca
cataacctet

tteatggcet
gctagtttag
aaaccaccaa
gtaagettet
tgtgectage
caacaaaaat
tittactget
tcaaaataag
taadtccaaa
atgcgeatat
aateaaccat
gagtaagaaa
aaceatacat

ggctaaaaac
atgattatas
cagageteca
ctattcgtea
attattatat
aatetgtged
gtaaccaang
dtgggcacaa
actatagtta
tgattataace
tagtacacat
ttgtgtacte
agttcaagtt
atattiggeg

it cettetatga

gagaaaagat
tgtgacettt
trgtagttttt
gatatteggt
ggggadtaaa
gagttgtaag
goattteage
gettgaaate
tagtgaatta
ttattatttt
catgtgtttia

cagattctta te

agtgagttea
aagactgddat
cattgtgttt
tgaggaggga
ccagtgeetg
gagtceatga
tacactacat
¢ttgaageta
¢ttacaattt
geaatacttt
taaatatgit
agetagtite
ttgaatgtac
eteaagttac
tgagegtttgt
attactttia
teaacaggte
taaaaaaatg
taagtgaaat
atctaaaaat
getagaaagy
Aadaatagaa

ataataattt

acaaagaata
tgoatgettc
acaaadttaa
ataaacaasaa
gacatttttyg
ttcaagggag
tattccataa
tegtanaasg
aaadataaatt
tatgecaatga
agtacatttt
ttgettgata
gttagaagag
cecttgeagt
titagaaaga
attetttgea
ttfgattdat

aaatacaatc actt

ceacaceeca
aaagtcacac
gattcctegte
cagtaatgtg
TTaTaaaaat

gaaaggataa tt

tetacteagt o
aggaacttte t

tgggecagaat
gtaaggataa
agttaacttt
ttttaacteg
tgtgecagta
ceetggetga

tatagaatga
aaactgtgaa
aagaaaggac
tggeaga
.otddottgdd
cagecagtaa

167

ttttanagar
agcaagteag

ctgatagtea
tectgaaaaa
tttctggaaa

ccetgaatac
tatgatatca
caatcacaca ;
bl ooacgsagag

gaaaatgagg

¢tactaaaat
ttaggceact 1
tgaatgltaa
gagaggagtt
geaccadaca
tgtttactat
gtagatttte

agegacaadag «
tacatgtoat tgce

goaaccatta
ggtatatgea
gaatgagtat

atatatgcat a a'

taaaagtege -
tatggtatac
ttatttataa
aatggataaa

agaoootgte‘

aaggeaggea
caaaacaatt

atagttggty ¢

acaatgaata
aattgtacat
aatgettgag
tatcaaaaat
aagaaactsgt
taaaggtaat
tatgttagtt

¢etageaaaa

attetgetta
acattittat
adatggatga
ctaacagtet

ggeccattta ¢

gtaaatgeta
gtettaaaty

aggaaatygca aagtag
peccataatg 6
aaactgtaag
gttteatttt 60540

ggcattttea

gacctgeaga
ctettcatag

- cttitaccea

ctgttteaat
gttgaaattyg
tggtgaacet
tacecatate
tatgacaatt
gtttaoatga

attgtmpttg
cteccttgat
tttea
atttgaacat
- getgeatgga
gecteagace

g actgagtttt

Ldg

'Ltntga 58200

agctt&tatt ?_zw
ttettaatet 5838
ggtgeteaat 58440
tcaacaaatg 58500
Tttttagaga 58560

aatcaaccat 58
aatgtgcata o3

.arccctqcac )
.addtdttatt a9

cagaaaggca 5¢
ﬁaautaatgg Y

agacctatta 5
tttaaaataa 59520
59580

ggatgtatac
ttteatatac 5
geattaaaga 59
ttggdggdda

atttttagtt §
ttteagecag 6
gtaccttttc

.chtgttcat 6

taaataagag
aagececcac
gattaggeee €
daatcetett
aattaagttg
cagtaagtaa
gaataataaa

60960
61020
61080
61140
61200
61260

geactaatéa
tatgattcet
taggetttet
aagcagageg 61320
tgaggggaat 61380
aagtggeett 61440
tacagecata 61500






