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L i siRNA 735~ 0 75 I 5 Jer 40 0 Hh 2R 58 1 40 i DAL 0 300 sk 504 il 5 il
G S TeE e 0 P fc v e AR A TR 48 BRORE LA e P PR 245500 P 60 P 3, G mb B B 52 B9 71 114

240 M 5 TR 2 75 4% B 1 g 2, T b B B S S T A B G B PR O £ Tk 0 57 A R L
FITi S RER T 55 o

2. BUMZESR 1 ik A&, e ik siRNA 31~ (1 SEQ 1D NO:9 #ifid.

3. 7l sTRNA 7374 Ay £ B S 055 40 i b 24 128 1) 240 5 A1 PR 3 i 3R RNT B0 ) 28 4 2 1)
& F TR B0 SRR K 2500 Hh A 3, b P ik 52 380 1) 2 J R DAL T 85 B TG 2.
4. BUFER 3 BTk (AT, Ferp BTid siRNA 735 i1 SEQ 1D NO: 9 Zhid
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TN e AR 3t 0P R AL T MU T A RTINS i E R &
RT3 %

[0001]  ASHHIE 2 H1il H 2 2004 4F 12 A 30 H i E HE 54 200480042148. 6., %% B & Fx
A TN FF 5 RS N S AT I BT I v B TN &5 T A AR IR T B R B N Y &
H1iE . A HIE S BOTRURIEE SR 2003 4F 12 H 31 HEEAZI R 5154 60/533, 505 132 [H1ifz i)
HIE LA A TR I NERN S

[0002]  RHEHTS &

[0003] A% B K TN B Sy 2B R A5 A 6 ALY B G O R g R AR R R
ST 7 o AR BHARIE B e e 42 52 N SR A7 B AR T BRI B R R . AR
BRI K 6T O S S S A 7 1 o T3 A AR R B R 16 e 40 1 o2 40 e, LA 2 B 2
e 40 L 5 5 W e 40 O A K A S DR TV o AR B B BARAE X AT 77 = i
¥ U0 S 40 B, BB EIN LT 293R8 77 BT VR PTG ik

BREA

[0004] B I JE AL T 3854 60% FEUIEME A 9 A I RR B 1 B o % T B 5 o ) 22 A T
IR B L AE A7 35 22 0T < B B 1>90%, B Bx 11=80%, [ Bt T11=20% F1 [ Bt IV=10% ; {F
G 98 16 A5 W I BBE A 0 R B I B X T BB I B B (advanced) By B 1 b UE
(Standard-of-care) 547 EFE /4 ML F R F405T .

[0005] K2 HUEAEAF AT BEMEAR, BN A S8 3 P B K4 75% & LEFm BB 111 1
IV A2 W, HFUS 28 S50 16 S I B R a2 WA oK o 0 T IRA7 AL T IR Btk 2 o —
AN FERE . RE LRI G 75% RS F LT 582 mK MY (complete clinical
response) , KZ AW E R FERIRTT . AENE, 48 K25 m A B =D IFIE
T o

[0006]  AL27Hitthat — R G ARG, TP M 2 B RE DRI AL 740 ) 2 38 N A3 1 R 2
Ao ITIRAE SN HE S I 1A A 22 S 3 2K 1R ik R B 25k R 5 I v A FHAE 43 - F 240 » SR T
DWISAr S8 R] B2 XA e R T A 5 BT F B B AT R s S B etk . 54, e E ik
AL IA R BRI AT DL S A FR BT AR, B AT R BRI 40 Mo x4k y7 1) B2 7] (agents)
HOEREE

[0007] L5 0P BLJE—FF, PR S Wi 1e B, B e R AT . R
SRS HY 5L, &5 e R B 10 5 AEAFIE SRR L 90% s AN SR, R IR TR 2, H
A 37% HEEAE KL T B0 B AEAEAE I (regionally) §7 G & B A 25 B I, 47
TR ERRL) 64%, It HAEEIERE R 5716 R 2RI B#K (8%) (Cancer Facts and Figures
2002; American Cancer Society publication).

[0008] PRI, 7 5 3 HEAT B I R o e 22 R L 25 0 H 4 i e MO B, O HUIA R B8
H AL S P IE JEE AE o S R, BRI DA g8 0 B R R I AE AR QU2 S0, 25 RE BB ATT ) B0 E
(tumorigenicity) M 'EATIXALIT W HIHIME R i B ARFE PRI AN 58 4 2 K AR (defined
set) HIRIKPTA T, BT LAAS QU TR 2228 52 WA B0 S0 rh AL 22 5t B9 2000 T hn id
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T R RIS S (collection) BRAL, LL A A BN S8 0 45 )7 988 4 A1 i R AA 2L 36 o7 BB bR
RS A B R 4

[0009] R EHARIA

[0010] A BHERAEL 7 % e XA () 55 BRI 1K) 7 V2 RHAA T iR 585 BRI B AT 7 25 a7 I Bt
P B SRR 2 0 T 259036 97 IR T 48 L B o B IR 52 1 45 1 R0k ST 250E
ST PR REBC S BUXPUIE . HARH, AR B R AL T IXAE IR, BT B R0 AT 254
TRIT UM B R RS2 6 ST 250167 DLk YR 42, B Bk S2 R K 3R 1A 5 LT
G TT WPUIE A KBS BUAPUE, LU 2 P Ik DR (1) 57 1 428 5 DR 3 18 82 X, G b P ad s
AT BT SE M, BN 2P e O L 40 MR R IR . AR BHIRER A T e Bk
2 i T AR 55 AL 1 3R B T AH ELAE FH BN LA s i AL S i i . AR BIR SR A T HIE
A7 IR ARE S B I Pk &40, P A7 7036 97 B9 S8, BARVR YT 18 L7
AP EUR E RPUTERERE o AR BIESEHE T I8 WA () 75 5 ) ok 56 o) EC g 47
FE A PR B AR A DU R R

[0011] AR BH4R 1L T %2t G J7 i, Bk Ab & 4 B A AL 9T 25 9 B 14 I 300 61 #E
IR BT A AT TP 2 0 b 983 0 T e O 2 B9 B 40 B i ARG, Tk T iR R B R
B (a) 47 259 P g0 B 4 i g AL & ), P ik A e e Ak T 29 AEE I 4 1 T R
K7 — BN R) SR AT A5 T I 40 M T T 38 25 W01 Btk AT IR FE A TR AR, OF AL
S i ok 4 0 3Rk 2 /D — P e A A T I O SR A0 b o SR A R SR L, LA Bk i R ik
) 3L Al & S100A10, S100A11, 5 45 & & B (Calpain) 2, SPARC, MetAP2, KLK6, ARA9, 45
P B E [ (Calponin)2, RNPSI, elF5, eIF2B € , HSF2, WDR1, Fused toes, NM23D, ADAR1,
B 45 8 [ (Grancalcin), NBR1, SAPK/Erkl, %% $& &8 [ —262MYM, HYA22, MRPL4, Vinexin
B, G-CSFR, IGFBP-7, FAST i/ , TESK2, SRB1 B} KIAA0082 (415 1 T 41) GenBank & 5% 5 T %
E ) 5 (b) W5 P i 40 M 1) — BR 22 ol P 25 DR B30 (R 7 W A A SR A S W0 A7 A2 Bk e I 1 3R
IEBEEE A/ B (o) LhEA M A KA / B 2 /D — i i il 25 IR R R = D AE A 5 A7
TEBR R JE I 1 AR BE M, L an 5 s 22 DR B R = WD PE A A A A7 AE N 1R 3R A B
PEAH XS T Pk 25 PRITE A AL A i I ) 1) 3R FRAIG , B30 SR 40 i AR AE iR A S ) A AE I
AN BN AE DU B, TS Az AL A S o D Ak 2 B e 40 B AR K e A
TERAE BAAR S 7 S8, 18 1 A B I %8 58 1) 2 PR R e e % R (518 ) %
BT S IR 410 5 A= DA AR A I 2 R Rk

[0012] A% BH A4 A1 %8 58 X AR AL B W T 325, Frid AL G 90T FRAIR 25 0 i otk FE 3o 4
IR BCHRIT A A7 FBT I FR P8 e e D028 O S 40 M R AR, Bk i S in R AP R ca)
i 40 MRl 1Ak & 4, Horb Pk 48 A A0 7 29 WAE A0 B4R R AR T — BN TR s AR A 1
JIT IR 41 BT T 3R 25 A Bt AT 29I B T ARG, I HLH P BT iR 4 i 3Rk 5 AR AL AR UK
P 40 g A KA 0 AH B A A A B e O SR 4E i T DUSHICOK P Rk SR R A i SR R
HMT1, NAIP, eEF1 €, RAB22A, NCOR2, MT1 ¢ MPP10 ( 4158 1 ff 41) GenBank & S 5 T % 5% ) ;
b) IELERRAL A WA AL BCER TG IN BTk 40 i () 48 e A=/ Bl PR 3R R B R = v 1
i e) LLB AR AL G W) A7 A BB JC N (1) 55 R 3R IR BSR4 1, Ferh an 2R (1) ik &
ER] P 2 18 BYCEE B8 7 40 B vt PR AR AR B ) A7 0 IR A B Pl 3k 255 [R] 1) 2 0k Bk R 7 40 Ve 3 12
LERCRA S PERICI T iy, A/ 8% (1) an SR M AL A AE B kA & VA7 A IR 52 40 i), AT/ Bk
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(1i1) QSR f A K2 M) H TR FL R IA R / Bl 2T &, A %A40 G0 1 % 52 k3]
A 2EHUPE IR 40 M AR KA S . RS BLR St 7 28, 38 ik FH R AR R B i 6 1) 22 Fi
SER PR R AL TR (ZER) HRET BT ARSI BE 21N 2 A AR A N 2R R R IA .

[0013] A& BHERME T BRARALTY 25 He MR / s p il 4R sl 75 g 4 e A K
Vs IR J7 VA 5 A P I 8 A0 5 40 RS DR () A3 20— ol 000 o) 500 4 sk 1 28 B B s 2 B
PEATY 29 A5 AF — BB R) SOZ A7 2590 0 R P A 45 BT 2 40 it 6 e = &0 it 235 181 90 761 57)
i X6 BT IR 250 B 19 4 R EAT, LA BTl 40 e 25 AL A S100A10, ST00ALL, 75458 A
2, SPARC, MetAP2, KLK6, ARA9, 45 ifff 3 &5 [ 2, RNPS1, eIF5, eIF2B ¢ , HSF2, WDRI, Fused
toes, NM23D, ADAR1, Fi45# 4, NBR1, SAPK/Erk1, 545 8 19 —262MYM, HYA22, MRPL4, Vinexin
B, G-CSFR, IGFBP-7, FAST J/ , TESK2, SRB1 BX KIAA0082, EALIERI B kst /7 &, ik
JIF g 200 P N 8 0 e, SRR I8 O S A0 o E R T T, AR AN R B S s ) — B R R A
FHELARY T Ay 80 1) — B 22 b BTk 22 BRI ) s S RNA B siRNA 43 72k . Hodth 77 1, Pk
AT A 225 ERL =) FH A e 2 1 () SRSt F o) o

[0014] AN Jc BHE& B T FRAK M8 40 M i) 25 9 B M 1) 7 35, T ok Ty 32 A 8 A6 o ok i 985 4
J 5 22 /b — Pl bt v 4 M I TR 1) 2R 08 BRTE M AL S B A g 8 3R, L R BT IR A i 3 R
HMT1, NAIP, eEF1 e , RAB22A, NCOR2, MT1 BY MPP10, ik 45 B v ({1 4% 111 A AL 57 25 Wy B G B A7
16— B 1) B 1% 254 LA fgi 759 ] 452 5 HMT1, NATP, eEF1 e , RAB22A, NCOR2, MT1 BX MPP10 [#) 36 i
BOE M RALE BT R 4 e A Bk R AR AE . EDLIE I BAR S 7 =, Bk
JIF 9 240 e N I8 40 e, SRR 22 D) SE e 40

[0015] A% BH A F& AL 1 i) i 38 s 9097 e e 4 B 2B S 16 U7 v, BT I g v AL AR T ik i
JE 40 i 5 22 /D —Fh b v 40 B 2 DR 1 3R B ok Ak B B i ) 20 3R I B iR 4 e R L2
HMT1, NAIP, eEF1 ¢, RAB22A, NCOR2, MT1 B MPP10, ATi& 5 B8 wh () 4544 b AE A7 254 5k Tk
A7 AE— B (R B Ak T 259 LIAE 1347 78 AT iR 45 =7 HMT1, NATP, eEF1 e, RAB22A, NCOR2, MT1
Bl MPP10 )3 328 3 ME 110 A0 4 B %) 40 385 B A X T 92 BT Ak 5 0 50 I I 14 40 P 4 i A
12 BV A2 FD IR B AFAE o AEDLIE B B ARSI 77 Gy, T i Ioes 40 M A JP8s 40w, S fLE B
[0016] %5 — J5 [, A & B $& 48 T 0 il #E 48 B 0B 0 8 AN M. S O I O S U 40 e
Az B T3 BT IR L AR T O R A M ik — B 2 R ALY ) S Al i R R 2
A — Pl J0 ) ) A R D B, I TP P R i i 5 TR 2 S100A10, S100A1L, 7 45 & [
2, SPARC, MetAP2, KLK6, ARA9, %5 i ¥ 45 [ 2, RNPSI, eIF5, eIF2B ¢, WDR1, Fused
toes, NM23D, i %5 &5 [ , SAPK/Erkl, £ 45 & [ —262MYM, HYA22, Vinexin B, G-CSFR, IGF
BP-7, B KIAA0082. 76— ANEAKT T, BTk 40 M2 R MetAP2, Frid b7 5712 25 T 40 4k
J7 7 (platinum-based) , 3 HFrid 22 D—Fp 0I5 2 Mt & R (fumagillin) BN & &R
IR . 755 — A HARTT T, Brid 40 22 R 7545 B R 2, T Ab 7 e & Ty
), H HLrik 22 /b —Fh )2 N- QB - RaEBEE - B - IE AR (N-acetyl-1
eucyl-leucyl-norleucinal, ALLN) BYHATAEY). K 1 Prsgi MosE R 305 mr LLE, 4l an
ARV A B 1 BT~ siRNA 43 7B shRNA 437+, 8/ H0iI 7)o

[0017] 55— 7 1T, A< B ERAE T F0a) | HE I sl IR g 40 i e A0 18 OF S 4 e A= K i
Vs TR T, B A I O SR A A e T SR BR 2R R g A 2D B e A L TR P R IR B
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VE RIS P )5 8, b Bk 40 i FE A2 HMT1, NAIP, eEF1 € , RAB22A, NCOR2, MT1 B¢ MPP10,
PEAUE Y ARSI 77 22, B ads o Je 4 B2 AP oes 40 i, SE DL B9 S 40 g

[0018] A B 4 £k T 0 O S5 e 28 2 160 I 9 A2 A5 AP AT A Ptk I 7 8, Bk U7 v
A E W DR () K5I — B 2 Pl 38 00 11 3 DR B0 e L 4 B 1 3 TR ) AE X BT R
SRR A i &, I BT R 3R IK 1 2 R 2 S100A10, S100AL1, 77 45 & 1 i
2, SPARC, MetAP2, KLK6, ARA9, 45 i ¥ & [ 2, RNPSI, eIF5, eIF2B ¢ , HSF2, WDRI, Fused
toes, NM23D, ADARL, #4549, NBR1, SAPK/Erk1, #5851 —262MYM, HYA22, MRPL4, Vinexin
B, G-CSFR, IGFBP-7, FAST J#/ , TESK2, SRB1, 8% KIAA00S2 ; (b) XN TAEW#4> (a) *HFa il
1) — B 22 Pl 0 18 1R 22 DR B2 DR = 4 il P ks — B8 22 gl 38 08 1 226 TR B8 HE g ) () 225 A
PN B A A I &, BT IR A AR 5 R s R AR, Sk B eg R s 1) A 2R Bk
B AT RN R A AL 2R AR, Horb Pk Bl R 2K (1) ZE T2 S100A10, S100A11, FH4%5 8
[ i 2, SPARC, MetAP2, KLK6, ARA9, 45 i 2 25 (1 2, RNPS1, eIF5, eIF2B ¢ , HSF2, WDR1, Fused
toes, NM23D, ADARL, %4585 9, NBRL, SAPK/Erk1, #5519 —262MYM, HYA22, MRPL4, Vinexin
B, G-CSFR, IGFBP-7, FAST J# & , TESK2, SRB1, B KIAA0082 ;Fl1 (c) LLEGAEPHE (a) HHillE
1) IR A 2 1 ) 22 R BRI AL = () AR AP IR (b) Aok i 7y i 3k e 2 3k 1) 25 PRl e TR
Y, LA RS () R E LR (b) H A A D 20% 1 ERIER, A5-4 T
PR B3 XA A Bt . 78 BARTT 1, PRl AR A R I A 7R AR T T, PR X] e
A AT FRATT A ROV IR 5 AR AS . ARS8 ARSIt 7 Z2h, il i F A AR B
JIT %58 W 2 I R -0 e (AR TR (FEER] ) ERET Bl A4 S5 R B 20 00 2 A= 0 AR SR A I 22 B
LKk

[0019]  FERLARTJTTH, {AER B T B3 B AE WA b R IK 1) MetAP2 13075 & & TAEXS
W57 2300 S NI AA H BCPE R AN S 50 S0 A0 1 B SLZR 2R (R HY B, TR T vk
AT A R S AT A B

[0020] A BH A $2 AL 00 B9 S50 AR 1 IR A A N ST A B I TV, iR TR
WIR PR « (a) A — B2 P 3 a0 11 225 DR B0 b L G ) 1) 255 (R = ) FE L 15 B i S35 1R AR 40
FEACH [ &, Hoh iR i R A8 I JE R HMT1, NAIP, eEF1 e , RAB22A, NCOR2, MT1, 8% MPP10 ;
(b) % R TAENE 43 () A Al (1) — BX 22 i gl 38 3K 16 265 IR O R 7 g, A D T ok — B 2
Tl e 2 12 1 25 AT B L G B 1 5 TR P ) AE 0 BRRE A i &, b il B RO R R 2
HMT1, NAIP, eEF1 € , RAB22A, NCOR2, MT1 B MPP10 ; fil (c) LLEAEL IR (o) HhillE gk Ik K
SR BT R - A E A IR (b) HPoAS I ) Bl R 2k () 266 R Bl R R = i i, At AR
B (@) PR ) TPk & m 2D 20%, S 2220 50% 1 REEL 54 il
PR BB AT A DUt . A8 BT T, Pl B AR A5 BT A RO R g A 3 1R A
VIREAS o AELAKTT I, ik R4S IR A o AR 28 BLAR St 77 S, T8 A E AR % B
JIT %58 1 2 IR R -0 e AR TR (FEIR] ) EREE Bpi A4 55 I B 20 00 2 A= 0 AR SR A I 225 B
ik,

[0021] A B H& A M I 7 5P S0 i 2 L B g 3 52 A7 1) O e AR b e 1
(K773, BTk 7 A8 a0 258 () Rl — BW 20 gl 2 20 10 22 R e p L s 0 () 55 TR 7 4
TEECE FT il BB (R AR AR i &, LT Bradk 4 Rk (AR Rl a2 S100A10, S100A1L, #5454
[/ 2, SPARC, MetAP2, KLK6, ARA9, 45 i #E 2% (9 2, RNPS1, eIF5, eIF2B ¢ , HSF2, WDR1, Fused
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toes, NM23D, ADAR1, 7458 , NBR1, SAPK/Erk1, £ 8E H —262MYM, HYA22, MRPL4, Vinexin
B, G-CSFR, IGFBP-7, FAST ¥ , TESK2, SRB1, 1k KTAA0082 ; (b) HIBE 5 W4 B FTik & 1
EMFEAREE LT (@) M (o) LWEOPIR (a) Wk 18 11 25 R Bl ERL = M A HH s D R
(b) HP 43k 2 26 1) 2k DR B ER1 7= A0 R H i, EL o s A 0 2 3k 1 2k PR sk R = ) 7 Bl s
AR ) AR A TR [ SAR AT TILAEAP IR (a) A A0 A rp 1) R 1 738 AR M N s 1 e
FHHAEL IR (b) vh Pk 30K B 2R TR B R IA S R =W ks e i = TP IR () A rid gt
FEIE I F DR BT R 4 (A HE e I RS DN B0 s Tt Je o AR R B RSt Ty S, Pk B
FERTID IR () R RIS E SRIE IR (b) A ks & 18] ) B S8 52 A0 7 sl At
1697 o FEEARTT I, TR AEFE AR IR AR . ZEARIE BAR S 7y b, T8 X AR B
B 1 2 PR R S AL IR (SEERD) PR ET BB AR S (1 [ 410 5 AR A A SRS I 2 R 36
*o

[0022] R A b 4% £t W 90 7E DN 510 AR s B RO B 2 A T 1 8P S R 2 R I R
BRI T3 R T EA S W R PR < (a) KN - B 2 Pl 3R 0 0 2 R B g R
FEER P ) AR B Pk B B A A TP i &, b Bk Bl 2 Ak 1) 3 ] 2 HMT L, NATP,
eBF1 e , RAB22A, NCOR2, MT1 BXMPP10 ; (b) FH B J5 W £E H ik B & AR E R DK (a) ;
(o) AR (a) TR A IR B R = A 2 AP BR (b) gl Rk i L Rl Bl
ERL 7= 4 VA H e, P T s 0 A 2 0k 1100 255 PR 356 R 7 A A B s e B R AR R A i A
XTTHAELE (a) PRAEDFEA A I & ARt M I s 2, 3 HAE P ER (b) v Bk
T 1) 2 PR B R A R 25 BT 7= ) () A HH BRI T 5% T 20 R (a) o BTl i 3R Ak 1) 22 R Bl 2 R
AP RIS, HA B AT 0 B R 0 e o AR RS HLAR S 7 SR, ik SR AR AP BR (a)
[EER Rk e ST IR (b) A A H i TR R I 0 52 A7 sl oAl a7 o 72 AR 1,
PR IR AR IR AR o R BLAR St 7 S, i ik FH R AR B T 468 0 1K) 22 P IR
VIRE LR () SRE BRI BE 2 I 2 AR AR A N 2R R R A

[0023] 55 4k, A BH SR A M U0 25 ) 41 & A R v T AR R R ERE L LA A O B Bl 4
W 9 0 25 ) A ZOPE I J7 3, IR i B R P R < (a) Rl — B 2 Pl R A 1) 2
PRI B pH L 2 0 16 22 R = 0 0 X B AR A I AR DR A b i &, I BT IR A SR R R 2 T2
S100A10, SIO0ALL, 75 4% & [ B 2, SPARC, MetAP2, KLK6, ARA9, 45 i 3 & [ 2, RNPSI, el
F5, eIF2B ¢ , HSF2, WDR1, Fused toes, NM23D, ADARL, %7 45 & H , NBR1, SAPK/Erkl, %¢ #&
T [ -262MYM, HYA22, MRPL4, Vinexin B, G-CSFR, IGFBP-7, FAST i % , TESK2, SRB1, =Y
KTAA0082 ; (b) & B WA EWe TR B (¢) FBEE B B Ik 835 1A
AEEIWIE (a) sH () HWEILER (o) TR i8 B 2R R BEE R P ks 2 oFE 3R (o)
2 1R 1) 2 R B IR = A VR HH 2, S T R Y Ay 3 K 1 2 R B 3 AL = 4 7 Bl s W B 1)
EFEA TR AR T HARP IR () W B A i B AR AL R BRI i iR 25 2 5 1)
A 2, 3 B AP IR (o) Tl pl 2 18 i ZE R B 2R R~ ks tH =K TP R (a)
JIT IR 2 18 1 2 AT BRI DR ) A HH B, ELAE v 250 A1 & 0 A7 A6 I g AR B (R
1 AR B ) B, BriR 25U S YA U o AR R ARTT I, BTk AR A I A
FEHELE BAR ST 77 S, 18 1 A B i %68 58 1) 2 PP R e e O RZ R (508 ) %
BT A SE IR B 510 52 A= P AR A I S (R 3R

[0024] A B AR AR ML IR I 25 WAL -& WA A va o7 AR A B« Bk B S0 B4 i e 1)
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A B 7V FrR 7 A i AP ER < (a) RN — B 2 il 3R IA B 2R R B el L
s B 5k DR ) A BB T R B R AR A A T ) i, b BT O e 3R R ) R R A HMT L, NATP,
eEF1 e, RAB22A, NCOR2, MT1 ( MPP10 ; (b) ¥ — € I WA -G WeE T ik B4 ; (c) HIb
Ja B B TR B E AV ARE L IR (a) oM (d) HEIPIR (a) Tk (i) 2L R B2 A
FEIRS Y A R (o) Hh Ak R (1) 5 DRI OIS IR = A PR R, HH i, G 2 e ) e 3k 1) 25
PA] Bl J R 7= 1) 8 B J OB B AE I REAS P IR AN T AR D 3R () TP IR REA R 2
AR ALK I I BT iR 29 A A A ks I B n BB IR (o) Hh P g 3k ISR R Bk IA
(RIS ERL = P P e 2D 3R () Hp Pl 4 3k 1190 28 IR BSOS AL = o s Hh o, HLAE ik 25
WG UAFAERT IR AR KT R RIS IR BN ) , Tk A & A 200 78 =2k
T3 1 BT A A A IR AR AR o 70 JE 8 HLAR S 5 S vhy, d sk FH O A e BH B 28 5 1) 22 B ok
R0 e AR (JER) SR BB AR SR I RE A I 2 A AR I 2 R R 15

[0025] A BH A PR ARAS RS I 2 i (0¥ 7 35, PRIR 5 AL S W P8R < () e ik
NBAFEIFEA 5 (b) A — B 22 Pl iy 3 20k 1) 225 IR B v L s ) ) 255 (R P 0 A P ik A 0 A
TR, P IR A R A L TR 2 ST00A10, ST00A11, 2459 (A 2, SPARC, B MetAP?2 ; (¢)
LA X RARE AX s R 1R s — B 22 gl 0 () 22 DR BSOS R P W () 3 P it R AR B i
AR G A RFEA 5 (d) HCBITIR — B2 Ml ik SR R B R - e 2 3R (b) Th i &
MR (o) &, KRB ) PRSP (o) P ryEAHEAA Z 0], WA H 45
Wit o B0 58 (a) T HIAEMFEARRNGEER (o) R AEEA PR I Z 0] g — 2
P AT IR R PR I R 0k, BT DU — B2 Pl T ZE R ) R = B AN 2 KK (underexpression) o
21, 402 S100A10, ST00A11, SPARCHH / B MetAP2 720 3R (b) I E LA IR (o) HIE =,
M/ BUR TS EONE 2 2% b)) PR TAEDZE (o THE, WIH T 4mE. /&
He2e BRSNS S, Pk sh W)@ N AR IR R s e N ARIE, Il AL R A2 25 427
FEAS, A0 E B A I s el 4 B A (adematous polyp) , ‘B ATILE A AT H FAE 45 g it 1
TETEI AR . (E e ELARSE 75 52 A, 8 FH R AS & B B 46 72 1 22 b 6 8L 7= el S 1)
R (JEEE) PREF BRBTASE (1 5100 52 AE A A SR T B PR 3Rk

[0026] 75— B ARSI T Srb, Ak R T2 Wishd) Dide N s ie i / sy 259
UL J32%, P IR T 2580 2 R Iy B 22 ol 4t 2 0 22 R B3y JHE 4 5 (190 25 IR 7 ) 1) o ) e A A
KPP 7 BARMR B ARSE 7 b, Frid g R IR R R R | s 2R T8 M, A
RARIZ LRSI PR () W IE AR WA 5 (b) Al 2 Pl &
15 110 22 AT i pH G 20 68 PRI 5 ERL = ) 7 ik AR A AR T () &, Herp T gl R R 2R R an 32 1 P
71 5 (¢) RPN B3 22 b 2 1A R 25 AT B B P D AR XS BEOREAS TR R HE 5 () Jdd BB
Z MR R BEER WAL R (b) PR EMTE PR (o) &, BT Tk W B 2 R
Rl 2 18 5 PR B G 60 1 225 DR 0 1 1 R SRR A, G b BT IR s 5 i ) 5 i BB AR
T B2 BUE B AR (cis—platin) PUIEAROC. FEHELE BARSCHE 7 &, B AT A Kk
BF P S50 1) 2 PR DR P s S AL R (S ERL ) PR AT BRBT AR S (1) R 510 58 AR A A SRAS Il 23k
Rl IA .

[0027] AU BHARR AL 1 AG 0 25 0N SLE s AL T 29 de e 5 i, ik s &y
IR < () AN 22 A gl 2k 1) S5 DR B pH L 4w B 0 22 DR ) FE B B BT iR S A I AE I FE A
&, i Tk gl 2 iR L A2 S100A10, SL00ALL, TE45 2 (Ml 2, SPARC, MetAP2, KLK6, ARA9,
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5 3 3 OB [ 2, RNPSI, elF5, elF2B ¢ , HSF2, WDR1, Fused toes, NM23D, ADARL, Fi 45 &
9, NBR1, SAPK/Erkl, #3588 (4 —262MYM, HYA22, MRPL4, Vinexin B , G-CSFR, IGFBP-7, FAST
U , TESK2, SRB1, 8 KIAA0082 ; (b) %f N T fEME&ER 73 (a) A A il k) r 3k 22 il 3 18 1 23k
AT B3 PR =400, 6000 e i 22 T g 2 0k (1% 25 R 3y G 2 658 1) 255 R P ) FE X FEFE AR rp 1 =, il
SRR FEAE AR 2 A Mg 0N SE A 2R Blk B 07 A S R IR S A ) IR 4L 2R, S BT ik gl 3Rk
[ 3L Rl 2 S100A10, S100A11, 454 (A E 2, SPARC, MetAP2, KLK6, ARA9, 453 & 4 2, RNP
S1, eIF5, eIF2B € , HSF2, WDR1, Fused toes, NM23D, ADARL, #7452 (4 , NBR1, SAPK/Erkl, %
16 & 1 —262MYM, HYA22, MRPL4, Vinexin B , G-CSFR, IGFBP-7, FAST % W , TESK2, SRB1, &,
KTAA0082 s F11 () LUARAE IR (a) Al e (1) BT it 3Rk (1) L R B R = W i = A A2 3R (b)
AT IR R A ISR R R R A =, Hoh R PR (a) PRI R () P
o H 7 e A2 2 20% [ BRI WL F0 B i B XA T A Bt . WSO AT, Hp 7EP IR (a)
PR R B AR AR BR (b)) FP RS S B A 2 20% B DRI 22 Pl iR L IR, AT PR E AT 2
YA PO IR R A TR A IO EE R R A, A HL AR 7T, Fridxf FRFEA 1S B XHLIT A
RNV RAEIREA . A, — B2 MR R RIETEDIR () Hh Fos il i e
A EAEA B (b) BT A (6 B A TR A e AEDRIE IR BAR S 7 S b, P
RENI RN, I NEEIE R o ARSI AT, AR Gt T 10 prid i s7 2549 () $i
PERZE R R BB, 252 P 22k PR R IE A X A Hh o AR08 i B AR St 77 2, Jd ek A T
ARG W BT 258 1) 22 B IR IR P W0k e 0% R (6L ) RET Bt AR S8 KT RE 2 I o2 A e AR A
MHEERIR I

[0028] A5 |, — S8R SR T S R R A TR 21 b5 B0 S B 46 i Je A ¢, FFRTIE B A&
HA I BE P T AR o

[0029]  JE ik T [H A B G 0 2 1y L ARSIl 7 58 SRR SR A5 BT BRI A , A< B HL A%
DL ) HAR S 77 RG22 I .

[0030]  ARBHWS M T IR I,

[0031] 1. —Fofr BEACC o968 &t i X Ak o7 245 900 IS B A 16 g s, P ok g v A 2 A1 P 3R I g 4
U2 i 440 i 255 TR 1 A 2D — o ] = 50 1 25 B, I v BT 41 e 2 (K12 S100A10, S100A11, 75
¥5 5 (A Bl 2, SPARC, MetAP2, KLK6, ARA9, 45 ifi FH &% 4 2, RNPSI, eIF5, eIF2B ¢ , HSF2, WDR1
,Fused toes, NM23D, ADARI, Hi%5 & (4, NBRI, SAPK/Erkl, £F#5 & (4 —262MYM, HYA22, MRP
L4, Vinexin B , G-CSFR, IGFBP-7, FAST i , TESK2, SRB1, KIAA0082, MPP10, HMT1, NAIP,
eEF1 e, RAB22A, NCOR2 B3 MT1 ;- 1 fiy i 441 Jia 5ot fy 3k A9 25 0 Ry L ek 7 P ads 1 =4 5510 A7 72 I
EE BT IR 15 S h e i 55 o

[0032] 2. Tl 1 Tl )75 7%, Sorb il A0y 2540 2 U

[0033] 3. Tl L i) 7 ¥, o rb B o 15 5002 00500 9 ELPT iR B R MetAP-2,

[0034] 4. Tl 3 ATl (1) 75 3%, JLrp i #0572 siRNA.

[0035] 5. T4 Tk (¥ 7545, Hrp Tk siRNA /& SEQ ID NO:4.SEQ ID NO:5 85 SEQ ID NO:6.
[0036] 6. Tl 3 R ) /5 ¥, o rp Bk 0 sl 370 2 08 i 2 22 s0R] it 2 2= (M AT A4

[0037] 7. T L R IR 7 v, o rb Ik Jivsee 40 e 2 O SEL 8 e 4 i .

[0038] 8. Tl L Frak i) 77 v, o rp B o 45 500 2 0550 9 HLP iR KL 2 SPARC.

[0039] 9. Tl 8 ATk (¥ 77 ¥, Hrp BTl # 57 /2 siRNA

9
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[0040]  10. T 9 BTk 77 5, Hoh ik siRNA & SEQ ID NO:1. SEQ ID NO:2 B¢ SEQ ID
NO: 3,

[0041]  11. B 1 Frik i) 77325, Horp ek i1 )2 P00 OF Hrid 2L R 2 /5 85 R B i 2,
[0042]  12. T 11 Frak i 7732, L rp rak il 5] & ALLN 5 ALLN HIRTAEY)

[0043]  13. It 11 Fril i 75 i, Horh Bk P00 2 siRNA,

[0044]  14. 5 13 ATiRKI 7715, Forh BTiR siRNA J& SEQ 1D NO:7. SEQ ID NO:8 5k SEQ 1D
NO:9,

[0045]  15. L 1 Prik i) 77325, Forb B i1 )2 P00 3¢ Bk 2L R & S100A11,

[0046]  16. I 15 ikt i, Hor Prad #5712 siRNA.

[0047]  17. T 16 FriRk i 75325, HorP ik siRNA & SEQ ID NO:10.SEQ ID NO:11 B SEQ 1D
NO: 12,

[0048]  18. I 1 Tk (1) 77325, Horb ik 45 2 0 a5 5 B i 52 S100A10.

[0049]  19. I 18 ikt i, Horr Frak #5712 siRNA.

[0050]  20. T 19 Pk 75325, HorP ik siRNA & SEQ 1D NO:59.SEQ ID NO:60 B SEQ 1D
NO:61,

[0051]  21. I 1 By k) 77325, Horp ek i1 ) 0 oR) OF HLPmd 2R R & KLK6, ARA9, 451
JHEE A 2, RNPS1, eIF5, eIF2B € , WDR1, Fused toes, NM23D, 4% & 4 , SAPK/Erkl, 245
9 —262MYM, HYA22, Vinexin B, G-CSFR, IGFBP-7, SRB1, B KIAA0082.

[0052]  22. I 21 Pk 754, Horr Prad #0502 siRNA.

[0053]  23. T 22 Bk 77, Hp TR siRNA 2 SEQ ID NO:64-108 5 134-144 27—,
[0054]  24. — Ff 30 il b 983 40 MO A= K B T 5, BTl T 5 A 5 AT P O b R A i R ik
— 5 2 M AL T AR S i e R TR A D — ) R A S i 2 R, 3L B R A e 2k
J& SPARC, 7% 45 & [ B 2, SI00A10, SLOOALL, MetAP2, KLK6, ARA9, 45 i 3 &
2, RNPS1, eIF5, eIF2B € , WDR1, Fused toes, N\M23D, #if5 854 , SAPK/Erkl, F¢e T A —262MY
M, HYA22, Vinexin B , G-CSFR, IGFBP-7, SRB1, 8K KIAA0082,

[0055]  25. Lt 24 FTik i) 77 v2:, oA Brid Ak 7 3512 28 T 4R i T 7 571 o

[0056]  26. I 24 ik ) 7512, Horp firads 2 /b —Fh PNl a2 Me tAP—-2 3% P 550 o
[0057]  27. X0 26 BTk () 773, oA BT ak A b — 00 i) 5] A2 M i 2 2R s ith 5 = AT AR
.

[0058]  28. It 24 Pk ) 7512, o Birids i Jed 440 i 2 ON S 40 e .

[0059]  29. I 24 Pk )5, Horr ik #0572 siRNA.

[0060]  30. I 29 Pk (177 25, L Tk siRNA #5852 2 SEQ 1D NO:1, SEQ 1D NO:2, SEQ 1D
NO:3, SEQ ID NO:4, SEQ ID NO:5,SEQ ID NO:6, SEQ ID NO:7, SEQ ID NO:8, SEQ ID NO:9, SEQ
ID NO:59, SEQ ID NO:60, SEQ ID NO:61, 5 SEQ ID NO:64-108 5, SEQ ID NO:134-144 2 —.,
[0061]  31. — Pt op S £ 28 1 e o2 15 6 A7 25 WA Ut 5 v2s, BTk o7 A5
‘Figg% :

[0062]  (a) Il — B3 2 Pl 3% 18 110 22 IR B PH 12 4 3 02 1) 22 IR 4 3 1) 255 1AL 7= W) 76 X
BT ik 58 B AV AT i &, 3L BT IR A 4R 18 1 4k Rl A& S100A10, S100ALL, 75 4% 8 H
2, SPARC, MetAP2, KLK6, ARA9, 45 i H % [ 2, RNPSI, eIF5, eIF2B ¢ , HSF2, WDR1, Fus

—
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ed toes, N\M23D, ADARL, %7 45 &% [9 ,NBR1, SAPK/Erkl, %% & & 1 —262MYM, HYA22, MRPL4
, Vinexin B, G-CSFR, IGFBP-7, FAST ¥ , TESK2, SRB1, KIAA0O082, MPP10, HMT1, NAIP,
eEF1 ¢ , RAB22A, NCOR2 B, MT1 ;

[0063]  (b) Al — it SRR I 1 2 Fofr e 24 12K (1) 56 DR B30 G G s (10) 56 R 7 ) 7 0 FRRE AR 1)
&, o R s R A R FE R S100A10, S100A11, #4543 (Al 2, SPARC, MetAP2, KLK6, ARA9,
5 i OB A 2, RNPSI, eIF5, eIF2B € , HSF2, WDR1, Fused toes, NM23D, ADARL, ¥i 4% &
9, NBR1, SAPK/Erkl, £FFE81 —262MYM, HYA22, MRPL4, Vinexin B, G-CSFR, IGFBP-7, FAST
s , TESK2, SRB1, KIAA0082, MPP10, HMT1, NAIP, eEF1 € , RAB22A, NCOR2 B{ MT1 ;

[0064]  (c) LUHEZPTIARERA LRSI R - WA IR (a) F A H BT IR Rk 2
R S R = AE D IR (b) R H &,

[oo65]  HiHYIBIR (a) IR 2 5P (b) ARk EAH 2 2220 20% [ PRI, Fic
JITI 2835 0 BT il AT 2908 Bk

[oo66]  32. I 31 Bk s, Horb ik sy 2 25 T H e T o

[0067]  33. Ll 31 Frik {177 v2, e prid i R ik (1 Rl i Me tAP2 B}, SPARC,

[oo68]  34. —Fifr i 28 2 O S (R 0 R (R 50 Bk T 58 in AP IR

[0069]  (a) il — B 2 Pl 2% 1K 1) 22 ] B R 12 4 3 02 1) 22 IR 4 0 1) 255 AL 7= W) 76 X
BT ik 58 B AV A i &, 3L BT IR 4 3R 18 1 R R A& S100A10, S100A11, 75 4% 8 H
2, SPARC, MetAP2, KLK6, ARA9, 45 i ¥ % [ 2, RNPSI, elF5, eIF2B ¢ , HSF2, WDR1, Fus
ed toes, N\M23D, ADARL, %7 45 &% [, NBR1, SAPK/Erkl, %% & & 1 —262MYM, HYA22, MRPL4
, Vinexin B, G-CSFR, IGFBP-7, FAST ¥ , TESK2, SRB1, KIAA0082, MPP10, HMT1, NAIP,
eEF1 ¢ , RAB22A, NCOR2, B MTI ;

[0070]  (b) HHRf 5 UEE B TR B AR ER D IR () ;A0

[0071]  (c) LUECPTIRPE KA R B R = WIAE D IR (a) A (A HH BRI 4 Rk 1 2
RIEE R = AE P R (b) wh A e &, Sorb n Sk AP 3R (b) h S HY &

[0072] i) AMET4E88 (a) 1 S100A10, SLO0ALL, F54%5 8% (1 2, SPARC, MetAP2, KLK6, ARA9,
5 iH O [ 2, RNPSL, Eif5, Eif2B e , HSF2, WDR1, Fused toes, NM23D, ADARL, %7 4% &
9, NBRL, SAPK/Erkl, #3588 (1 —262MYM, HYA22, MRPL4, Vinexin B , G-CSFR, IGFBP-7, FAST
WM , TESK2, SRB1 8¢ KIAA0082 [k & 3F H.

[0073]  ii) AEEEEEE (a) 1 MPPLO, HMT1, NATP, Eefl € , RAB22A, NCOR2, B% MT1 (114 H
=,

[0074] WA K Bk fedsE A b .

[0075]  35. Ll 34 Frik[177v2, Hed prid i Rk (W 3 A A Eif5H B SPARC,

[0076]  36. —Ff % FEARAL A= P It e 4l M 1K) 25 ) Btk AL B B 07 2%, BTk I i &
Wb

[0077] (&) A7 4H i 4 fick Al XAk 5 0 B A 40 ) L 7 AR B 1t R IR BE I AR T 250, B ik 40 g
FAEAEA A DU ON S 40 i rh ok R 9 ZE A, Horb Bl ZE R /2 S100A10, S100A11L, 7454k
[ 2, SPARC, MetAP2, KLK6, ARA9, 4% i 2 2% (1 2, RNPS1, Eif5, Eif2B ¢ , HSF2, WDR1, Fused
toes, NM23D, ADARL, Fi4585H , NBR1, SAPK/Erk1, £:Fa4E FH —262MYM, HYA22, MRPL4, Vinexin
B, G-CSFR, TGFBP-7, FAST ¥ , TESK2, SRB1, Bk KTAA0082 ;
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[0078]  (b) il v ik 55 BRI /E BT IR 4 1A A5 WD A7 AE IR TG N R 2R 2 5 A

[0079]  (c) bbAsE AT IR FE RIAE Bl 8 140 S W0 A7 AR FHER eI (K 2208 , e vp dn L i 56 ER 7
P IR B R AN A A7 AR IS R 2R AR AH XS T B 5 PRLE B 8 AL S A Bk JE N R 238 FRAIK, Ho kb
I8 A0 M A K AE T AL S AT AE T T 4, WRZAL A5 0 25 e g 30l A 2 B 1k o g 4 i 2B 1 1)
WED

[0080]  37. — 7% 52 BRAK A 2= B 1 e 40 M 16s 25 Wb M R AL B 18 5 8, PRIl 7 A
WIrBER

[0081]1 () A5 4H ff 42 fish Bt XAk A5 0 B A4Sk 40 o) L 7= AR B0 1tk R0 IR BE R A0 7 2540, ik 40 e
FIEAEAL 220 B S 4l B A DU T 158 KPR s I FE A, Herp BT iR K] 2 HMT 1, NATP,
Eefl e , RAB22A, NCOR2, MT1 B MPP10 ;

[0082]  (b) il BT ik JE AR BT iR 4 TR A5 W0 A7 A RGN R 3R 2 5 A

[0083]  (c) LLEETIAZERTE Pl #1840 & WA TEFIE I (208, Horp Y PRk 5 (R TE P
BB A VAFAEIT IR IE AR T Pl 225 R Pk gl A& sk JE N R 2R T s, HLgg
A M A AAE T IR S DIAEAE I R B, A S WA 8 AL A i e 4l e A K 4k &
.

[0084]  38. —Fi il WA -G VE A6 TT g st i 2550 A SO ) 07 s ik J7 5
BEWN PR

[0085] (a) fX UM —BR Z A gk RIE WM E R s Hgm S i W W B B
1) AE W) R AR i &, Ho P R gk SR I8 Y 2 BB 2 S100A10, S100A11, 7 45 & B B
2, SPARC, MetAP2, KLK6, ARA9, 45 i ¥ X [ 2, RNPS1,Eif5, Eif2B ¢, HSF2, WDR1, Fus
ed toes, N\M23D, ADARL, %7 45 &% (4 , NBR1, SAPK/Erkl, £ 45 & (3 —262MYM, HYA22, MRPLA4,
Vinexin B, G-CSFR, IGFBP-7, FAST #4 M , TESK2, SRB1, KIAA0082, B MPP10, HMT1, NAIP,
Eefl e, RAB22A, NCOR2, MT1 ;

[o086]  (b) AT TR E — B EINFTRAMAEY) ;

[0087]  (c) AR JGWCEE B P 5 I AEYIFEAR ERDIE (a) ;A1

[0088]  (d) LUHPTiAPE KA LRI BIE R - TE LB (a) F IS HY R0 BT i 4 3 1A J PR B
FER AR PR (o) IR H &, Hor Bk 259 40600 B0 80P TE A U BT R At 3Rk FE A
B PR = A Bt 5 WS I AR e A R (R AR AT TAE D3R (a) iR AR AR P i & AR
AT IR, EL R 40 B A AE P S A7 AE R T B

[0089]  39. — kil &5 lpdea 1K) 5 v, ik 7 an v P8R

[0090]  (a) MEERFHSRATEMFEAR

[0091] (b)) I -— B2 iy 2 0k () 225 IR B8 e HL G b0 1 2 X1 7 A T iR B e A h () /=
Hrr prrak g 2 1A I LR 2 SL00A10, S100AL1, F45 8 (A 2, SPARC, B MetAP2 ;

[0092]  (c) HGINAEAT FEFE A ks HH 1) B — B 22 Mgl R IR 2 DR sl R 1 &=
[0093]  (d) ELEPrd—BZ il R IA LR BEE R - AE 2R (b) A = of AR D
B (o) MK

[0094]  Hrpan R prid—Bk 2 I RIAE D IR (b) ikt &5 ik — B PR R AE 2D IR
(c) A AN E], WA AR HE 45 e

[0095]  40. T 39 Frik i) 777, Hod an 5t S100A10, SI00A11, SPARC, B MetAP2 {F 88 (b)

12
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RS H AR AR R IR (o) wh s H 1, SO A A 5 e

[0096]  41. Il 39 Pk ¥y /7 v2:, Horh WA TR ARG 2 7E0 58 (b) A He AR E e P IR
(c) RIS HY B FARARC, IUDA ARG HE &6 s«

[0097]  42. T 1 Bk K773, Horp Prak 1577 72 siRNA B shRNA,

[0098]  43. I 42 AT 7732, Horh Brad i 15 /2 19, 20 8k 21 MZFER K siRNA.
[0099]  44. Tl 42 Frak () 7732, oA BT i 15 FRR T ik Je B0 HLRE A 19, 20 8 21 M
K H) shRNA,

[o100]  Ff I fijid

[o101] &1 /& 878 Northern EIE 7347 45 SR ISR B 22 U 1% Nor thern ER R4S JL1K)
EI7R, s ST00A10 ZEXT ST 2540 e 1 0 i) 8P 5100 40 i 22 DL R KRR Ik

[0102] [ 2 & &K Northern EVEE5:HT 45 R IBUR B 252 7 f 1% Northern EREZ5 R
EI7R, 2R ST00ATT ZEXSALTT 25050 ok 368 I i) 51 S35 40 Mo 3 A AT R /KPR

[0103] [ 3 & &K Northern EVEE53HT 45 R ICBUR B 252 v 1% Northern EPEZ5 R
Kl7R, W7 ST00A10 AT STO0ATT ) mRNA £EX A0S T PUiE B0 1) 55 5 T E AR K AE X FE K
H 5 R A it ) A R AR T R A T R

[0104]  [&] 4 fE 2 &SR PCR &5 R EI7R, SL2 7R SPARC ZEAL 25T 41 M 5 LATF i 7K
[0105] & 5 & &7~ Northern EVEES:HT 45 RSN B 232, H 278 SPARCmRNA 7EH H
e AR RN EE MRS TR

[0106] 5] 6 & &7~ Northern EVEE53HT 45 R ICBUR B 252 8 f 1% Northern ERVEZ5 LK
BI7R, o 7545 8 8 2mRNA (7K AEAR 2 Bt OF S 40 i 22 P Tt e

[0107] 7 & Northern ENZRE: (K B 7%, 7R E5 25 19 mRNA £E4k 240 1 40 i 2 P K
ST A T X MRUE Ak BB () A8 AR P R 7K T

[0108] 8 J& 7 Northern EVEE /3 25 R PIHUR B 252 M K% Northern EPFSE LK
B, W7 Me tAP2 & [ 5 (1 3R A 7E Ry B AL 2P I 40 L 2R OVCA 429 Hh Tt &y, FEAERTIUEA Ak
HABURK ) Hey 4N 2 R R

[0109] &9 /& &7k Northern EIE 73 A7 45 R ISR B 22 U 1% Nor thern ER R4S JL1K)
KR, BonEH SR AR MetAP2 8 IR IE, FTd 2R A4S B =X 2 F IR 1L
S MEACEARI B . LR S (CAP2) FUE (CAPL) 4by7 Hilth /K Vi s 3, 76 i
PEE SRR (CAP3) HIEE AT MetAP2 THETF R Z o

[o110]  [&] 10 72 W7~ Northern EVIE 53 #7 45 R JEUN B B % B 1% Northern ENIE45 R
FIEIZR, BRI H e TF5 (KRR L 34, I HAZ 38 (1308 AT 2E X A 0P AP d5t i 11
1 S0 40 i R o T R

[o111] & 11 72 %7K Northern EIE 53 #7 45 R JBUN A B B 1% Northern EN R4 R
(7, B 7E MR 52 R AT (CAP2) MR 2R J5 (CAP2+) Ik 2Bt 78 38 T gg R 4% v 1)
elF5 Fik,

[0112] [ 12 72 7R Northern IR 43 A7 25 RN SUR B S5 I v 2 1% Northern EJEZ5
[FIEI7R, @R elF2B e [f) mRNA 7EAG2EHUIE4E L R o

[0113] & 13 72 7R Northern ENIE4M 47 25 R SUR B S5 I B 1% Northern EIEZ5 R

13
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(¥ EI7R, E7R eEF1 e mRNA £EXS AP S ik 1) 5P Sy 40 e &2 Rl .

[0114] K& 14 B~ T Northern EiFgt LK s, TR AHNT T8R4 il &2, SAPK/Erk 1mRNA
IRPAE X MU BT R 40 M 3R T T

[0115] 15 57~ T Northern EiZF 45 R K 7R, 7~ TESK2mRNA 2855 A7 Bt M K 40 it
AP TtE

[o116] & 16 275 T Northern EIEZ: R E 7R, 7R FAST I mRNA 7645 ARG HLIE 1)
MM R TR

[0117] & 17 52 7R~ Northern EVIE 43 #7 45 R I JIUN B B 3% B 1% Northern ENIE45 R
(I 7R, 7R KLK6 3 I8 7K SPAE 4 i AR POk 40 i &2 P 7w

[o118] [ 18 72 W7~ Northern EVIE 43 #7 45 SR JEUN B B % B 1% Northern ENIE45 R
(R 7R, 2R HMTL 3R IA 7K PRI B i 4 e 3

[o119]  [&] 19 72 W7R Northern EIIES3#7 45 R JEUN B B % B 1% Northern ENIE45 R
(¥ E7R, 7R ARA9 1K) mRNA ZEXHIETH U4 & T &

[0120] & 20 /2 7R Northern ERIE 40T 25 R BUR B 25 I8 v 22 1% Northern EIF &5 5
WEZR, BRI E N 2 MRIEEAFPUEA IR S5 EL F U O S 41 i & A
B =P

[0121] & 21 72 %7R Northern EVIE 73 #7 45 R K TUN A B % B i 1% Northern ENIE45 R
B 78, B R T M B T-FHI AL 85 3 (neuronal apoptosis inhibitory protein) HJ
525 PRI IR TE o MU 2 A 2 1) 40 L R B A1

[0122]  [&] 22 72 7R Northern EVIE 73 #r 45 R IKTBUN B W% B i 1% Northern EN R4S R
(7R, E7R RNPS T ZKSPAEXT VA B i 40 i & T =

[0123] & 23 72 7R Northern EIE 4347 25 IR BUR B S5 I A 1% Northern EIE 45 R
[ 7R, E7R HSF2 ) mRNA ZK P AEAL 24 B4l i 22 P T i

[0124] [ 24 J2& IR Northern EVIE 40 M7 25 KU B 25 I B 1% Northern EIZFZ5
(117K, 7R WDRL (1) mRNA 7EAL 255140 e 3R b 197K P 5 704k 25 BN L 3 (7K P AR L
TFi o

[0125] & 25 42 27~ Northern EVEE 70 M7 45 SR K ECH B 282 B S i% Northern EJiE 45 5
[P 7N, B~ FtImRNA [R5 7KPAE XS IRVEA Pk i 40 i & A e o

[0126]  [&] 26 /2 7R Northern IR 407 25 I BUR B 25 B v B2 1% Northern EIFZ5 5
(117, 7 NMEAmRNA 7EAL 2P 40 i 5 A T e

[0127] [ 27 875 T Northern EUE&5 R AR, 7" ADARIMRNA 700N EAA 0 7 11 48 o
A HE.

[0128]  [&] 28 B/R T Northern EIESE R EIZR, 27~ NBRImMRNA 7EAL 25 B0 i ik Y 40 i 3R
OVCA 429 rh ¥ 7K-~F5 76 HoAm A i 40 M & b i AP AH B e

[0129] ¥ 29 &.7R | Northern ENZFSE R E7R, WonBrfa 801 262 (1) mRNA 76 AR BT 1t i
SR T4 . R A L A Bl 1K 40 R R T

[0130] & 30 7R T Northern EIE4E SR 7R, 57 MRPLAMRNA 75 AL 2% 5o 1k 40 Jf 2 v 7
o

[0131] & 31 875 T Northern E¥EZ: R EI7R, W7n HYA22mRNA 75 A4 % B 40 i & 1 AH
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HEA S U 40 R T

[0132] |4 32 W7 T Northern HIZESE RAE 7R, B8 vinexin B HJ mRNA £EAL 27 5t 11 41 Y
AT

[0133] &I 33 E27R T Northern ENZEZT SR EI7R, ks G-CSFR ) mRNA £EAL % B I 41 il &
T

[0134] & 34 &7 T Northern ENZESS RN E 7, 75 SRBImRNA £E 4L 5% HT I 40 i & b It
i o

[0135] 4] 35 B2/ T Northern ENIELS LKl 7R, W7s TGFBP—TmRNA £ AL 2= Hi M40 fiid 5
THaEr.

[0136] 4] 36 W27R T Northern ENVEZT R EI7R, 78 RAB22A mRNA fEAL - Hi P 41 i 5 o
Be AR O £ B R SE S T 4 i 5 b T o

[0137]  [&] 37 7K T Northern EF#EZS R ETEIR, 7R KTAAO082mRNA [ IA AL 2= Hi 40
WA F T

[0138] & 38 &7 T Northern EIZESS ALK 715, 1755 NCOR2 ) mRNA £8X5 MREA G Ht 14 ) 4
JiL 28 A KT S RS ) A0 R R P KT AR B A

[0139] [ 39 WrR T 261 MTT /)M AL, ARAE 111> UF S5 40 A 5005 MIUEE ) AR TR 7P 2
BEAT ISR R 77 o

[0140] & 40 ( LK) BI7R T B TH i 8 ith 8 20 22 B T 254 4 /NI S B OVCA 429
AMMAFTERI T o N EIEIZRAE 0. 1w g/ml 080 95 25 A7 A5 N VR IO A 3 9, (B4 4E 10 1 g/
m 1 A i A A I F AR AL BRI R 40 A 4 /N AN S EUBEATE T AR 5

[0141] K41 ( L&) Elzs TR BET e A i 8 20 22k 112259 8 /NI 1R OVCA - 429
0 AT T R o

[0142] K41 CFE) EIRAE 0. 1w g/ml M ith 5 2= A7 CE I MTEH 4 A9 i, (H A7 AE 101 g/
A 2 2R I VR AL B T IR 40 B 8 /NI AN T EOWER A H i 3 5

[0143] & 42( LK) EI7R TR EETH R0 M 25 200 2 e THZ 254 24 /NS 1 OVCA 429
A A TE IR -

[0144] & 42 T E) EIZRAE 0. 1w g/ml M it 8% 22 A7 76 I WURA i 40 o5 MR F IS ik, 5 25
AFAE 10 1 g/ml JI8 il 75 220 FH AR AL 340 g 24 /NS S B0BEALE A 01858

[0145] & 43 J& =7Flt siRNA (#1, SEQ ID NO:4;#2, SEQ ID NO:5; Fl #3, SEQ ID NO:6) fI7~
B iR = siRNA B¢ vt A 42 r] MetAP-2 548 RNA f{AN R X I8

[o146] |4 44 BoR T 3L E B SEIN PCR I ) siRNA#L Xf T MetAP-2 {F OVCA429 &
TR TR R M o

[0147] [ 45 EI/RTE siRNA#L AZERTHE OVCA 429 BEEE FIRAA 5, @i MTT 43 il e Xt 41
LA 1 E B

[0148] & 46 JEREAT MTT 73 M7 5 & OVCA 429 40w 96 FLEREIHE v (& Won(E K 45),
ZIE T BRMEART A MetAP—2s1iRNA#T % Y 13X S 41 Mo (14 FH

[0149] [ 47 J& =7Fl siRNA (#1, SEQ ID NO:1;#2, SEQ ID NO:2; Fil #3, SEQ ID NO:3) {7~
L TR =Ff siRNA B A HE ) SPARC {5 18 AN A X 45K o

[0150] ] 48 KIZRAE I 47 FT7nif) siRNAs #544f¢) OVCA 429 411 ffd b i) SPARC ik ) /& &
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SEHF PCR 43 Hr 45 R o

[0151]  [&] 49 2 AT MTT 7341 f5 & OVCA 429 ZHfir) 96 FLAR KT RE A, S g MisH /5 SPARC
siRNA#2 TEAEIE X OVCA 429 40 (i VE .

[0152] 50 K7~ siRNA- /iG] SPARC Ji Rl 15 FEAINXT OVCA 429 4 i P MRS 450k 1)
AR

[0153] 51 7R T Northern ENZESSE RV EI7R, 7 MTImRNA 7 %5 A S5 A50R% 1) 40 Jif 5%
(Hey) " BT+,

[0154] K] 52 7R T Northern ENE4E 5K &7, 57 MPP1OmRNA B 25 Mol NFE ) 480sa k: Fég
PE e .

[0155]  [&] 53 E7R siRNA- /- FHU TR 45 85 I 2 FE PRI R A FRAIRAE OVCA429 40 i A (1) 520 o
[0156] & 54 /R 4585 (A 2siRNA#S X OVCA 429 40 i (1) AR ABURS M (1) 55 i

[0157]  [&] 55 E7n 4585 g 2 FH057) ALLN XF OVCA 429 £ M () N5 A A5 i F) s i
[0158]  [¥] 56 &7k siRNA— 413 [ SALOOA L0 FE PR SR Ak FRAICAT OVCA 429 48 i it i e AUk
[R50 o

[0159] K] 57 FE7x siRNAs %J OVCA 429 4 HH 1) ST00A11 ZE Kl mRNA K&K 1 5200 o
[0160]  [¥] 58 EI7NAE IE 5 Al 45 e 41 . cDNA P () MetAp—2mRNA ik 7K -,

[o161] & 59 BE7NAE IE ¥ R 45 i e 40 0 cDNA i) SPARC mRNA ik 7K.

[0162] K] 60 [ 7NAE IE 5 FH145E 96 40 e cDNA () ST00AL1mRNA #i57KF o

[0163] K] 61 [R7n7E IE 5 F1 45 79 40 L cDNA ) ST00A10mRNA K ik /K.

[0164]  [&] 62 W7 A IE 5 F1 45 g 40 M cDNA A 1) 7545 88 1 g —2mRNA Rk K.

[0165]  [&] 63 S 7 i JRg A4 AR I L BR B4 A ek 2 G R UBR BT S T OVCAR-3 4
Mo (16 & J7 / Bk E S 15 3 3E B B8 B R ARl P O (American Type Culture
Collection), Manassas, VA, {555 HTB-161) , 7F7F 35 K5 HIEALL 4 v g/kg (A E il TP
VRS VR =R GFRSAREE 2 J, 2 JE I 1 AN AL BB A SR AR B R AR VAR R 6 FE SR Ak
H,

[0166]  [&] 64 & B R EFXT T 45 85 A 2 5 SI00A11 ) siRNAs 7E OVCAR-3 41 i T (1) fa 5
KIERKE. fEXHIE (lane) , fF LA F 8 & H J5 % GFP siRNA U4 (cells without
treatment or the irrelevant GFPsiRNA) = Il 52 P9 Al mRNA (1R &, F45 & ARG 2 1
S100A11 ] mRNA Z2IA7EAHC 1) siRNA 1+ B 5 FRAE

XAAE

[0167] AWML Tl 4R s IR Ao 4 i A K 8k, B ik ik & AEAL T 259
LA B 3 40 M 7= A B0 00 PEE A A8 IS P 3 A e 8 i — 2 ol A s A 1 2 B B
22 /0 — BRI R R, Ferb BTk 40 M R A R 2R 1 B (R, O HLEG P A Bk ol /8 4
HeA fid B R 5 DAL T P 5 5700 2 B AR 310  HEIS BT P ik o8 440 M ) 25 ik o P
FEA MR L2 BN, B S . £E— D RARSE T S, nT AE (R i Bt it 4 e (il
AR B B A )

[o168]  ASCHTHIARTE “/EYFEA” WAMEANR T3 H 30 JE i FLah 9 e LiE A\ 92
Ao I, AEPIFEA T LGRS A AR B BB REAS LI ISR I 37 s 4l e 2 )
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PRV VEVR ER H AR YRR R o AE— D BARSERE T 2P, Ik i SLah v 2 e LS A
2l AR 2 W S8 B B0 ARRAE B A ON SR s i N o AR 28 B ST 7 %2,
AR AL FEAR

[0169]  ASCHT TR “ 5P S 4 BRAR I 5 45 b Bz 90 S, AR pra 2 W oAk B OPELA
ZURNFERER LT 80% ) — 289 o AR AE, B HRIE B MR (germline) OP S FIZE
4 (clear cell) BN, &2 WIFEE PRSI o BT AR DEUI R 2 A rh R 3
AR TFF TR R IE IR, A I IR 7 VE AL 4] LU FH T BTk 92 o

[0170] XS FH IR 22 DR 3Rk B3 DR = vty P 1 < U050 507 AT LSBT AT 23 38 Rl 2 PRl 3R B
FEDR = )i 1 T e B PRAR AL AL S ) LR 5 IR IR AR HAR S Ty b, A
R RS T A 2 i — B2 Tl 4 i 5 DR P 2R B kT B4 S ), BT iR — B8 b 4 P
AT ) 3 25 B PR A0 A 7 700 B e 1 e 0 i 2 B AT Y 5 3 88 0 R0 A ST A 3
A7 o A8 A AR S 7 22, A0 — B2 R Al e S AL LAk JEER IR AR AL T A
AU R e 0 L o T v ) 2R AT £ 2 22k s M R D 5] 3K R 7 R £ A SCRR R A A
7.

(01711 ASCHT HTET “ IW50) 7 AT LA AT B8 P AR AR ER =)0t M sl B e T R PRI R IE 4L
PG LIRS IR IR, T EE R R BT A5 G4 e B R 90 5 e R R R
A I EE PR 4 A 1 B RE ME. ERIIRI AT A, 1 an &5 B BN T PP 1% 8 B A
BRI BEEAR, 32 AR T R SE I . TR AR AT 3L, W S A B R R 1 R AR, S A
B A BB A4, A T BEL BT 53 ALK ok 2 0 B R PR ST o 1 HL 5 AR e B ARy i) 5] ] o o
AR B i) B s i R ) 2 0k S ofe 4 i 2k AL, X mT 3 AR R Rk (e s n L B e Bl R
JEAEAT ) 5 490 G g ik T IR BE DR ) mRNA - BEL W ik 25 BT 740 B¢ 198 il e 256 R 4 1 o
VESE A, BRI 3% R4 e A 5 A7 1R SO SRHEAT

[0172]  ASCHT I “WEALT)” P LURATAAT R4t iR 5 = s e (491 i i A 0 Ak ik 2k
ERT =40, YIURT7 A 1 A e At B e G il v M B A Ve MR B L A TR 3R ) 4k 224k
G LIRSy T KB K A< BH 3 A T AT T 482 B ) 5 e 8 i 5 R 2 653 1) £ 1 B PR 0
Mo BEIEWTTE I, WA 8 TN I G 5% B 0 R A R, 0 S2 AR Aok sE
o ARG AT I, W 4455 21 B IRl BEAR, 4052 AR B 455 BCAR AR, JF 1G5 is 4 , 491 4
TR 4 TR SEAR A RO R SEER o I HL, AR BH B3E AR AT T8, 48 Pl 2 R i 3Rk
G AR B, X AT A i R R R IE (R s 0 T VR B RS ) L ) an il ad AR E
A BT I B PRI 1) mRNA 5 BH W7 T i mRNA % S 40 1) e e, sl e 66 R 7 A2 PR 3% s 64, i ik
18 AR I N E A7 R O3 R AT

[0173]  ANASSTATIA, {EAk 2 BT B 5L 68 40 e T A BBOMP R DR () 2R 3K 38 AN [R) T HoAe Ak o
BRURKON SR 4R ML T R IE . 38 1 Rt 1 HT 1S9 A BT il 1) 7 vk 8 I TR ZE R ) )
To LRI T AR AT FH B4 RN BB B 0 110 240 i m PR 3K L6 256 R 1) R TR A5
Ko

[0174] % 1

[0175]
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GenBank . " N Emie & FiEE
S100A10
pll
CLP11 | fesh A B xR AR 8GR
(Calpactin) 1
24k 42C
S100A11 e )
JesA WA 2 3 IR A6 4G
BC001410 S100C 1921.3 = o s ekl :
Calgizzarin 105 2B M3 3% 7 3
ARG B2 PR B AR | s 1
AF261089 | CANPL2 | lq4l-g42.11 Z %ﬁ;@g’ ﬁ:;j"‘
MCANP 700 A H B | K
SPARC S -
. 5031.3-q33. 2Rl M £ 2R 4445 3%
S b}k ST q q
BLO0474 A ;‘!ﬁ i‘)é’ 1 303 AR KB VI8 8% 7 3
MetAP2 RRA WA & 2 IR A4 64 370
BCOI3T82 | 67etr2 12022 g gk | mEBEANEA

18
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GenBank . s . EamR R PiEE
P £ 4k REeHRLE | FAREBEE 8 SGEREX,
MNPEP
KLK6
B(Zyme) ; .
b s : . Fa g K& I8 69 3
BC015525 -ﬁ@%&%%- 19q13.33 sas A B L 8 38 77 5 o
# B(Neurosin
Protease) M
HMT1
HMT?2 « oA A ML 24444 42
AF222689 | ANMI PAIS33 | sen g | ey
HCPI1
ARA9 o i K % 24464 4
U31913 XAP2 a3 sy rmss | mmmase
. R A K& 2R A4 69 4
D83735 EEEEG 2 19p13.3 300 A FLE 48 2% 7 58
B A KL 2R 4464 IR
U19251 NAIP SQIBI-32 | | msamm R
eEFle 6p24.3-p25. Fe A LB -SopELoE
Beheszd pl8 1 174 NEAE | WHBERAY
R & 2 4864 4
] 9 Fr
AF015608 RNPSI 16p13.3 R AL 38 38 75 30 I
elF'5 ity e TR 4449 4
[0176] S cIF5A ME232 s ppam | MmN
Fo R A R 2T AA 65 4R
BC013590 elF2Be 3¢27.1 721 ML 3085 56
1} 4 ;
HSF2 | %ﬁ&ﬁﬁ%@ LA #4464 3
M65217 HSTE? 6q22.31 # kB8 25 75 59 o
536 M ALR ) "
WDRI1 FoR A W & 2 44 4 4
ABOIOA27 NORI-1 At 606 A EAE | MIEBIE A
Fused toes , RAedd Fa & 2 44649 47
Bl I () 022 | s rga® | mmEA
£ i g
NM23D BEHARRE & A4 4
BC004880 ey 16p13.3 1] L5038 38
187 MR8 " i
, 1q21.1- 28 e An A KA AR 4R 440
10439 ADARL Q212 | 1226 MEAREE | MR
SR A/ 4m e IR . .
; SRl £
BCOOS24 |  E4sEY 2q24.2 7 %fwfgﬁiiﬁ
217 M RABR ? "
17g21.1- g e | EAEAIR4AEIR
BC009808 NBR1 2131 966 A~E LB P8 7 i B
SAPK/Erkl By .
, Fe R A A 2R 4869 4
D60 | ONKKL U2 0o p gk | e
[0177]
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Gobwk | a4 |hessE| Eepse | PRPRIES
MKK4
MAPKKA4
ABo078gs | FTRED2T | 1h3p p3q Aot Fﬁ}f;;;f;igiﬁ
AB04963s | MEPL 19p13.2 2% 4 R ﬁ%ﬁgﬁﬁfﬁf
AF037261 Vinexin B 8p21.3 | SwaF KAk Fﬁj ;gﬁ;is ; j;z
51 0% AR &% wT s
M59818 G-CSFR 1p35-34.3 %BL%;{XT% %f;; %‘Fﬁjﬁgﬁm
836 N ALR " -
BCOIS710 | RAB22A 2091332 | gf i%gg@; %ﬁgﬁ:ﬁ:’;ﬁ
IGFBP-7 T i pran s
BCO11770 | FAST i@ 7436.1 54;%\}?;& %}i ggﬁi;’;f
AB057597 TESK2 1p34.1 éif‘;ﬁ{ff Bﬁé;;fﬁ;f
BC022087 gﬁi 12q24.31 m o Y %ﬁiﬁ?ﬁgﬁﬂ
CD36L1 R ik g
BC031890 | KIAA0082 6p21.1 836ﬁ§; " %ﬁ;ﬁgﬁ;ﬁf
BC032338 MTI 16q13 jﬁ iﬁi f‘g@f F‘%ﬁ;ﬁ?ﬁ’;ﬁ
X98494 MPP10 | 2p12-2p132 g% ﬁ;ﬁf‘ﬁ %ﬁgﬁ?ﬁiﬁ
[0178] C&RIELER 1 DA Bon K A A E 509 8 ¢ (Pejoic, 1995, Ann.

Med. 27:73-78) .

[0179] 7B E ARSI 7 2, 28 1 Bz 40 M 2 R g 30 sl 57 m] CLS S 491 4, /s 53 - 0 1
), B, B A R, 5 TPt RNA (siRNA) 431, 8 & & RNA (shRNA) 43 Fo 53 4h, i
SEHN TR AT LU A SC B iR 1 75 2 8O A S8 LN 7 R B AR v . g xR 1L TR
5 BRI T 9 50 1) 2 3 B I A4, B AR R RTRLAR IR e 52 e B BT AR, W R A0 “Antibodies:A
Laboratory Manual ”by Harlow and Lane(Cold Spring Harbor Press, 1988) AiA i H
FBR 4, HOIAARHEN S .

[0180] 71 A AARHY ARSI T7 50, A% K B I 77 2 &5 4 A 4 L AT £ mRNA FJ siRNA,
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Horh prid 82 AR 1 TR AR

[o181] 4R e F 4 52 1 77 55 o, A 52 0T 4R 0 1 S 00500 2 61 T4 RNA s RNA) %
(species) o A SCHTRATE“HiF-H RNA7E s RNA SR 652 RNA “F-HLAE FI O UGB T
B“RNAL”, W R BT, B4 Bass, 2001, Nature411:428-429;Elbashir et al., 2001, Nature
411:494-498; Fll Kreutzer 2%, E R PCT A JF5 WO 00/44895; Zernicka—Goetz 25, H R PCT
A5 W0 01/36646;Fire, Efx PCT AFF'5 WO 99/32619;Plaetinck 5, [ fx PCT AF 5
W000/01846;Mello and Fire, EPr PCT A5 WO 01/29058;Deschamps—Depaillette,
[ R PCT A5 WO 99/07409 ;1 Li 5%, B fr PCT AFF 5 WO 00/44914, ASCHT I siRNA
I AT PR A LA AL B RNA 153, JLIS A48 BT RNAL B8 ) 80 1t I 284k 2B A 1)
BBAHE .

[0182]  CLAAEZAMARTANGT T A TP RNA /1 P RNAL. Fire S5 H5ELE C. elegans 1
WL %L RNAT (1998, Nature 391:806) » Wianny and Goetz HGi& T 76/ B G A 8 f dsRNA
S K RNA1 (1999, Nature Cell Biol.2:70) . Hammond Z54fiiR T H dsRNA %5 4 {1 S i 2]
Jg 4 %) RNA1 (2000, Nature 404:293) ., Elbashir 245 T 38 i m) 55 55 U SL 304 40 g
CELHE NG ' 40 LR HeLa 40 ) oINS RG] 21 A EZHER ) RNAs FRXURE #4115 3 1)
RNAi (2001, Naturedl11:494) . X5 O 4 BoR i 21 METFIR R siRNA XUREIATE & F
PIMZ TR 3 — R I & G K. i, 27 - AR ER 27 —0- R At —
B 4% siRNA BE 2V R (abolish) RNAL V14, 1y F 4 RZ AR IUAR 37 — K siRNA % R
WIR AN 52 o AF s1RNA XUBEAR 10 A AS 0P 1) AR 7R 250 B RNAT W& . 5341, iX2Emf
G ) B 2 AR RNA A7 B 2 B siRNA 51 7410 51 - Rimm A 3" — Kk
FRsE ) (Elbashir 55,2001, EMBO J. 20:6877) » HABBFFTRM] siRNA XUREAAR I 4L — B AMiE
5T - RS siRNA FEERT TR F H ATP fE40 b H T 4ERF il siRNA B 57 —
MRk 7> (Nykanen 5%,2001, Cell 107:309) o 4RI, 8= 5’ — BEERH siRNA 73 FAEAMIRPES|
AR IETER, X378 siRNA R 57 — BEERAL T BEAE/R N . AL 22 1B 1M I siRNA
CINS R L UNAEE A=k a0 R A

[0183] R4l BRSNS T &, AR I LLARVEA R W] siRNA 731 3Rk 10 77 =, 24t 7 &
s b — D PTIR siRNA 73 F IR 7 1) I RIS BUE . ) a0 T il B0 W A 3 g A
BUBEAA[R) siRNA 73 1 XURERT 2 91) o BT 8800 T A0 5 4 i B B B4 AT TR J siRNA 43
HIEAZIR Ty T HIFEA o X AE SR IR HAR AR FR )P SE ) WL ik, Paul 4%, 2002, Nature
Biotechnology 19:505;Miyagishi and Taira, 2002, Nature Biotechnology 19: 497:Lee
28,2002, Nature Biotechnology 19:500; F1 Novina %%, 2002, Nature Medicine, June
3,2003 P b2 T,

[0184]  ZERESL HAKSCHE 7 2, AL IR siRNA 70 il A S st ik, s es T 2R &
FY IR ST | B ARG R 7 B IC 30 5%, HFnT R 29 S WP AFAE o BB IRRZIR 73 T B 500 T iy
iR, 41 Akhtar 28,1992, Trends Cell Bio.2:139;Delivery Strategies for Antisense
Oligonucleotide Therapeutics, ed. Akhtar, 1995, Maurer &, 1999, Mol. Membr.
Biol. 16:129-140:Hofland and Huang, 1999, Handb. Exp. Pharmacol., 137:165-192; Fl Lee
%,2000, ACS Symp. Ser. 752:184-192, G AKX IAE NS . Beigelman &, 3 [ LA
6,395, 713 F1 Sullivan %, PCT WO 94/02595 Hk— DR TSR /> T 108 H k. X
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YEI7 0] T L TARAT LR 7y 1o BEIR 73 3 ] A 1 22 P A U R N 53 R 7 2%
T AN, AR EAN R TRZEAEIR R A Gl B 7 B (lontophoresis) (BUEITH A
fth 3 IR B, 15 WK B FRRIRG (cyclodextrins) VIR KIEEE (nanocapsules) &
EPREAE IR (bioadhesive microspheres), Bl & A BibEEA (WA W 0" Hare and
Normand, [ [ PCT 22F5 WO 00/53722) o
[0185] B, 1R / BB A& ] I8 i B R O BlOE AT H v ok Rk, B
BVt S AR AL IR 73 1, Tl A2 BN LN GG 2 B2 A, #0A) B A o B Sk ORI S 44 7 1%
HEAT, B0E o T8 Sk H R 41 Conry 25,1999, Clin. CancerRes. 5:2330-2337 F Barry 2%,
[ B PCT A FF 5 WO 99/31262 Fr ik (1) 5 48, 1R 2 A 405 Y 1) SE i o) R 7l i v 0&
% (W Chun 28,1998, Neuroscience Letters 257:135-138,D ' Aldin %%, 1998, Mol.
Brain Research 55:151-164, Dryden %%,1998, J. Endocrinol. 157:169-175, Ghirnikar
28,1998, Neuroscience Letters247:21-24) ok H %7t (Broaddus %5, 1997, Neurosurg.
Focus 3,article 4) BIEFEX TR %, HALBZEAAFEMHEART ORIEE (W
LLZ sl 5 AL 20 ) F/ sRE B N I8 7% (Gold, 1997, Neuroscience 76:1153-1158)
X TR IR 3 3% RN 25 F 1 SE B AR ) H#5 & W. Sullivan 2%, PCT WO 94/02595, Draper %%,
PCTW093/23569, Beigelman 2%, PCT W099/05094, FlK1imuk %%, PCTW099/04819, H.A&#5| A
KNS
[o186] B3, A K B AR 2L siRNA 70 7~ 1) LA/E 4 Mo N AL AL R 3 13k 18 (L)
41 Izant and Weintraub, 1985, Science 229:345;McGarry and Lindquist, 1986, Proc.
Natl.Acad. Sci., USA 83:399;Scanlon %£,1991, Proc.Natl.Acad. Sci. USA
88:10591-5;Kashani-Sabet %%,1992, Antisense Res.Dev.2:3-15;Dropulic %%, 1992, J.
Virol. 66:1432-41;Weerasinghe %%,1991, J. Virol. 65:5531-4;0jwang 25,1992, Proc.
Natl. Acad. Sci.USA 89:10802-6;Chen %%,1992, Nucleic Acids Res. 20_.4581—9;Sarver
A5,1990, Science 247:1222-1225; Thompson 2%, 1995, Nucleic Acids Res. 23:2259;Good
25,1997, Gene Therapy 4:45;Miyagishi 2%,2001, Nucleic Acids Research 29:2502;and
Kunkel and Pederson, 1989Nucleic Acids Research 17:7371). FAB&EAAIEFE A N ]
U\L i'HﬂTT?@&%KTﬁﬁ TE ) DNA/RNA BUAE B AZ A e rh R I . X EEARZ IR v 1 ]
EATE A SRR (enzymatic nucleic acid) MJRUGHESRYIREMAS 2] IN5H
(Draper ZE,PCT WO 93/23569, flSullivan%&,PCT WO 94/02595; Ohkawa %%, 1992, Nucleic
Acids Symp. Ser. 27:15-6;Taira 24,1991, Nucleic Acids Res. 19:5125-30;Ventura 2%,
1993, Nucleic Acids Res. 21:3249-55; Chowrira Z&, 1994, J. Biol. Chem. 269:25856) .
[0187]  {EA KBS — J5 18, AR A RNA 231 1] LLASE N DNA B RNA 28 0K (%5 5% 80
FKik (WA, Couture 55, 1996, TIG 12:510) o Frilk FZH B A4 N] LLUZ DNA TR B 522804
TR FEHARRT sTRNA RJ DR T 2011 95 B KA 3, ) A B AN B T R A B0 B 300 SR 75
W2 18 B B W EE (alphavirus) o 455 — BARSEHETT S, £ T pol TIT HIRJEERH]
R RIEA R LR 77+ (W40, Thompson, & LH 5, 902, 880 16, 146, 886) . fEFKIL
JITIR siRNA 73 B H A 8 PR ] DL B I8 F DR e 404 e mh o 803, w AR IR 7 1 1%
IR L R TR EUA ., DEIN A E R LS TIREE A, —HKIE, Prik siRNA 731 54 mRNA AH
HAEF 74 RNAT SV o 7] BLAS B 45 TR 1K s1RNA 43128 oAk, i ok # ik Py sk 457
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Wiz 7 WNZIRE B (ex—planted) Z JFEH FA (reintroduction) Jriks2iX# (LM
W, B I AT EL A AT 5 | NFEARRE A MR 77 (ZRIR WL Couture %%, 1996, TIG. 12:510) .
[0188]  fE— AN H ARSI 77 S b, A R AL T4 5 g 2 /b — DA B siRNA 73 1%
BRI AN R IR AR . TR R IR F AR ZR 00 o1 RNA SUBE IR — B 4585, B8R 4% 1 B 2448 ik
siRNA SUBE RIS H 5 B AME . 4rliB T siRNA 2r TR 5] LA AT BTk siRNA 43 13K
AT AT R E R ZER: (DL Paul 2%, 2002, Nature Biotechnology 19:505;Miyagishi
and Taira, 2002, Nature Biotechnology 19:497;Lee %&,2002, Nature Biotechnology
19:500; il Novina 2, 2002, Nature Medicine, online publication June 3) . AXCATH A
TR R IR T 0N 3 R S HES , S i ) B 20 4R A sk e LT e A T Y
hee . BRI, AT ER AR bz T g b P 51 (0 38 20 AT LIS mi JIT 2k 4 50 2 1) ) 52 1) 3 st/
SRR A0, 248 31 BeYE B g 0D e A1 R L SN g 05 e ) R R AR L S BT IR R B
Beo BRI PR AR D e, 0 3 P20 5N T7 2 5 b P 21 SR . TR, 48] ) 4 23
AREIVEHE L S R T A AE T8 81 Fe 9V R gmbs e 91 2 1), I HLITR i3 31 1) A58
WA “HIEAEHLER: T Irid g 741 .
[0189] {15 —J7 M, A BHIR ML TRk &k, HAE a) BB (HlEZEY pol
ILTT BT AARIX ) sb) HZ X (FlIInEAY) pol T, 1T 8 11T 241EX ) s ¢) 4
W2 b — AR W] siRNA 73 - HIRZIR P21 5 JL b B ik PR 1 LS VRPITIE siRNA 73 F-3RIEA /
B IR K J7 AT VR B T Tl B af DX T IR 2 1 1 X o PIT IR B304 1 0 35 W] 4 AR b 1
LESRIS AN R siRNA FIFEFIR 57 ek 37 — {1 B TS0 SEAE 4R (ORF) 1/ BRI
o Cla4EFA) o
[0190]  JIriR siRNA 73 ¥ 7 51 () % s vl LU B A% A4 RNA 285 g T (pol 1) . RNA 2§
4 B 1T (pol II) B{RNA % & B 111 (pol III) M 3 3 Fo pol II 8 pol III 3 3
¥ S AE A A0 R DA R KT 3R GE AE AN 40 e 28 B AN pol 1T JH B 1 Y
IR M T A7 A8 T 55 L i B R Y e 41 (I ol 1 DUBR SR R 55 5% ) Mk it i
H R A% A ) RNA B8 & 6 A 30 1, AT 32 2 2 )5 4% A2 400 RNA 28 & Wl 6 5 138 1) 40 o rp R ik
(Elroy—Stein and Moss, 1990, Proc. Natl. Acad. Sci. USA87:6743-7;Gao and Huang 1993,
Nucleic Acids Res.21:2867-72;Lieber %%, 1993Methods Enzymol. 217:47-66; Zhou
, 1990, Mol. Cell. Biol. 10:4529-37) . ZANHF 57 & C4 AR T NIX L 5 8 7 R IE K
7]‘7 TR 4y 1 ] A5 W FL 3 W 4i Mo A R ¥ Dh B (451 i1 Kashani-Sabet %%, 1992, Antisense
Res. Dev. 2:3-15;0jwang %2%,1992, Proc. Natl. Acad. Sci. USA 89:10802-6;Chen
24,1992, Nucleic Acids Res.20:4581-9;Yu %%,1993, Proc. Natl. Acad. Sci. USA
90:6340-4;L ' Huillier Z&,1992,EMBO J.11:4411-8;Lisziewicz %%, 1993, Proc. Nat]l.
Acad. Sci. U. S. A90:8000- 4,Thompson £ ,1995, NucleicAcids Res. 23:2259;Sullenger
and Cech, 1993, Science 262:1566) . S H ML, 5% 5% o0 WIJR H 4 h9 U6 /MZ (snRNA)
B 12 RNA (tRNA) T B 995 B VA RNA [ 56 DR 0 28, w1 76 40 9 o 7 A2 v iR 18 P
7= RNA 43 T 1 siRNA(Thompson 25,1995, Nucleic Acids Res. 23:2259;Couture 2%,
1996, TIG 12:510;Noonberg 25,1994, Nucleic Acid Res. 22:2830;Noonberg 2%, £ [H L H|
5,624, 803;Good %%, 1997, Gene Ther. 4:45;Beigelman %5, [E 5 PCT A H 5 WO 96/18736.
IR siRNA B S B T R] 45 N 2 M G | NIHT LB A 4m W i) 80 A4 b, A0 R AELAS BT BORE DNA 2
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& e DNA ik (a0 i 55 B PR B 300K ) B0 Es RNA #3004 (Al 4% sgo i 2 51 T i
FFEAAR ;48R W, Couture 25,1996, TIG 12:510) .

[o191] 75— HARS T R, AR LL AR VEAR K] siRNA 73 F3R I8 K 77 e it 7
it 2 />— A PTR siRNA 73 F IR P AR B8k . 7R B AR BARSE 77 b, ik 3k
AT ca) FREIRIX ;b) HR I bIX Al ¢) Gt ik siRNA 7 (1) 22 /b — SR BE I
B 741 s Hoi Pl Fe 51 LA SR VT Tl siRNA 73 73R/ Bst i 16 7 AnT $ VR &3 T ik
RCAR X FPTR 2 1B X .

[0192] 75— HARSEHE 7 &b, T RIE AR sa) HFAELMHX b) R4 IR s0)
TR SEAE AL s H d) Hihd siRNA 43 I 2 /b — SR BE LR T 41 5 Horb P e 4 ml SR R %
FERN PR FE IR AR SR IS 37 — K s I HH AP BTk e 4 LA VE BT siRNA 73 F 3R IE R /
B I K 77 AT B VR OB T Pl B 4 X T ik T 158 B A S8 ik 8 111X

[0193] 75— HARSEHE T b, ik RIEHARE D sa) HFAEHX b) HFZEIEX s0)
W& T s d) g2 b—A siRNA 2 F IR 740 s Horb Bridk e 21 LR v i i IR 7+ 3K
W/ Bk T TR E R T PR ah X Ik N F R iR 20 X

[0194] 75— HARSEHE T b, ik RIE AR D a) HFAEHX b) xR IEX s0)
W& T 5d) TR EHESL 57T e) 4hd siRNA 7311 2 /b — R BE M R 7 41 s Horp ik 7 %)
AR AL R B Pl I S HEAR R 31 - R s HAL TR Bk 2 41 DL SRV Bral siRNA 43
TERIEHN /B (1) 77 T AR MR B T IR & 4G DX Frad N 3 1 T3k T80 B B HE SR
PR 1k IX .

[0195]  FE—ANHLARSHE 7y 22 b, JPeg 40 Mo 1y A= A 28 sk s s o8 40 o B2 i1 /i) SPARC 1)
sTRNA Ty 52 il o 503, T ad o Jed 40 Mo m] A A0S 25490 LA B b e 4 oA otk ik B A7 AR I 5
siRNA $filto 1k SPARC #HIFRI(#) siRNA 43S A0 4, 4ol 4

[0196]  AATCC TGT CCA GGT GGA AGT A(SEQ ID NO:1);

[0197]  AAGCT CCA CCT GGA CTA CAT C(SEQ ID NO:2); fH

[0198]  AATGA CAA GTA CAT CGC CCT G. (SEQ ID NO:3),

[0199]  7E 5 — H ARSI 7 S, Iy 40 Mo 1 A KT8 e A5 i s g 40 o 22 ik 0 o1) Me tAP2/
p67 [¥] sTRNA T 523l o B, B e 4 o mT 70 A0 254 UL ok I8 48 A e 2 PRk R A7
TEN A TR siRNA. A MetAP2/p67 T K] siRNA 73 SE5) A4E, fi4n -

[0200]  AAAGA TCA GCA TTG GAA GAT A(SEQ ID NO:4);

[0201]  AAGCA CAT CGA CAA GTT AGA A(SEQ ID NO:5); F

[0202]  AAACA GTG CCG ATT GTG AAA G(SEQ ID NO:6).

[0203]  7E 55— B ARSZHE 7 S, I yeg 40 e i) A A8 oo s B g 40 e 8 A o) 75 45 £
2 [¥] siRNA TS24 o  BE , ik Iveg 4i Mo mT 7407 25400 L ik JoJes 48 JHa A o 1k 1y ik i
FEAEIN BT IR siRNA. VRN TR E I 2 FHI5RIIKT siRNA 73— SEA9) A0 45, i -

[0204]  AAGGC ATA CGC CAA GAT CAA C(SEQ ID NO:7);

[0205]  AAACT TCT TCC TGA CGA ATC G(SEQ ID NO:8): il

[0206]  AAACG CTA TTC AAG ATA TTT A(SEQ ID NO:9).

[0207]  7E 55— HARSEHE 7 S, i 40 Mo 1) A I8 1A B s g 4m Mg B2 A 0 ) ST00A 10
[¥) siRNA T 52 i B, B rhded 40 M ml £e4b 7 24590 LUBT ik i g 4 oA B 1k D ok FE A7 A
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IR Al TR siRNA. A STO0ALO HPHIFI ] siRNA 73 SEB A 45, 40 -

[0208]  AAATG GAA CAC GCC ATG GAA A(SEQ ID NO:59) :

[0209]  AAATT CGC TGG GGA TAA AGG C(SEQ ID NO:60); FH

[0210]  AATAA TGA AGG ACC TGG ACC A(SEQ ID NO:61).

[0211] 2R B A S I i) HEAE B TSIy e 440 e %) A B 1R 7 32, 12 07 VA R A P ok i 98
H Mo ik — BR 22 PP AL T ) 45 At IR AT ) 22— B P SR 20 A 100 20 3R, b ik 4 R S R
SER 1 PRI L PRIk, Pk e 40 Mo ON S A0 M. AT IR A O, AR
ur, WiEH R AZBE (paclitaxel) | J 4024 3K T8 11 55 0L IRl 4 B% £ (etoposide) /N A2 Ji
(hexamethylamine) 75 A 2 8RB I+ F1 B 312K,

[0212]  FE— AN E ARSI 7 &b, 381 7 16 48 J 25 KT 1) 30 o 550 o] L2 /N 43 - 0 il 51
AL IARTE “/Nor 7 fa R /N T R4 1500g/Mol [ 40 F 8 14>+ /N3 F Al LA
S, NA L T IRBURFE 7 7o 28001, 3E S T AR R B 7 VR B G 5D
AT DL T 45 A 0 IR, W PD 147631, (25, 35) - Jx - FRAER IR B -L- R BE - Wi
L -3- I T i L BE ((25, 35) —trans—epoxysuccinyl-L-leucy—lamido—3-methylbutane
ethyl ester), (E-64-d) . N- ZBtEE - RABEE - A B - IER& KR (ALLN) L N- LB
H —Leu-Leu-Met—al (ALLM B¥ C,gH,,N;0,S) B MDL 18270 ;B¢ MetAP—2 I3, 41 TNP-470 (h,
FR 4 AGM1470 58 C,gH,sCINOy) « 4 Hl 5 2 (C,eH,,0,) < W — 48 il % %= (W Kwon %5, 2000, J.
Antibiot. 53:799-806) . fumagalone ( J. Zhou %%, 2003, J. Med. Chem. 46:3452-3454) |
g ovalicin (C,H,,0,) o 1t W Han %%,2000, Bioorganic & Medicinal Chem. Letters
10:39-43,

[0213]  fE—HEARSE T ZH, 38 1 Fros B 48 Mo 35 BRT g it m) ] DL b B FR 2 130 il
o W FHIVHIREAEAT S, Blank | Pros i ARSI 2 E (multiple) S0 &0
il — 5% 2 P B AR TE R D IR AL BREIDTIER 1 B 2 PP BE R i) s B AL A
[0214]  7E B AR E ARSI 77 Serb, A% B U7 58 3 4 it ee 40 B fis Me tAP2 141 11 551 F0
TR A A B R 255000 E B4 0 2ATIE SR (taxol) SABEEEZ
H A MR sl R B0 2, A7 e “ S TAIALIT R . MetAP2 [FIHIFRIAT LA , 41 4
S 14 55 2% B B R AT B Me tAP2siRNA % A{H ANBR T SEQ 1D NO:4.SEQ ID NO:5.
gy SEQ 1D NO:6.

[0215] A/ B AR T P N S e A (R PR A XA T A BRI T . AR A8 AR ST
W7 A, Bk ARG W R PR < (a) Rl B2 Pl 2 1A 1 J AT Bl L 4 0 1 S AL
PILEI B Tk B AR AR i &, Ho ik Rk 2R R an 2 1 B 5 (b) Rl pirad—
B 2 Pl 2 18 110 255 DR B8 4 50 1) 6 ERL P e X0 FRAE A i R, rp P gl 3Rk ) 2 R
SR 1 PFIRIIZER A (o) HERAEP R (o) F0ill e #2418 IR 2 ER] sl ik IR P W 1y A0 B
(b) Hpk R R IR S LR Wit th &, A P IR () PR HE S 2] () P rk
HEAHZE 1A 2D 20% [ RIEL T84 W Bl A B A 7 B btk o E— > BRSO £, 1%
o RO ER 1 PR ZE B mRNA (B ER | iR gmE ) Ea i E. £5— R
RS T7 S0, BTl e HEFEAS 2ok B ROV I BE H I 32 3R AR, RIXHG T A )
I R BTG S hE Gn 5P S (R AR . A8 AR DT 1, iR AR A R I A

[0216] f/E — D H A2 77 &9, 28, (@ M2 B, b)) R &8 R Z

25




CN 102989009 B OB B 24/54

S100A10, SI00ALL, FH45 4% (A 2, SPARC, MetAP2, KLK6, ARA9, 45 FE 3 9 2, RNPS1, elF5, e
IF2B ¢ , HSF2, WDR1, Fused toes, NM23D, ADAR1, }i4%5 45 , NBR1, SAPK/Erk1, &5 A —262
MYM, HYA22, MRPL4, Vinexin B , G-CSFR, IGFBP-7, FAST 34/ , TESK2, SRB1, Bk KIAA0082 [#]—
BRZ R, I HUR PR (a) b RISEE R K PR (b) R R R &2
D24y 209, D) T £ 2 1R R AT B

[0217]  7ERARRIRARSEE T £, PIR (a) FUDER (b) Wl Rk [ EE A& Vinexin B, G—C
SFR, KLK6, SPARC, HYA22, 545 & [ /i 2, SAPK/Erk1, SRB1, ADAR1, MRPL4, eIF5, e IF2B ¢ , WDR
1, NM23D, EEf8E 1 —262MYM, RNPS1, S100A10, SI00A11, BY MetAP2 f{j—BkZ Fh, IF HAn 5
IR (a) W Tk g R IR LR S LD IR (b) A ikl 3R 0 5 BRI 1) 2 sy 22 2D 249 200%, IS0 26 2
1) I8 AT A P

[0218]  7E — B AkSEi 7y &b, 2], (@) MBS IR (b) #3218 19 55 Al /2 HMT1, NATP,
eEF1 e , RAB22A, NCOR2, MPP10, B MT1 [1¥J— B Z M, H HUR B IR (a) B il sl R IAZE I
=PI (b) H BTk a3k FE R R AR 22 2D 20 20% JLIE 2T 50%, W FReu 28 22 1) ieg A4k 77
A,

[0219] 7 H AW H &St 77 &, 28] () M2 8, (b) B4k R & W5 B2
HMT1, eEF1 ¢ , NAIP, RAB22A B MTL [K]—BR 2 A, IF HU R B, (a) ThAridp R A IR 1) &
e AR (b) o Bk gk 6 R JE PR K A 2 20 20%- AN 3% 50%, T T 5 3 (1) b eg P A7 A Bk
[0220]  EKIuth, WIASSC BT 24 I A BRI 1 J5 PRI R 2k et ERL P 00 P K — B 2 s X,
a2 Rz (AL E s E ) RK TR, 8 b i B 56 R 4 6 1 2 1 o™
UILEARST 259 BT 5 SR 40 e o S 1 S AR R CRIEEI R Bl BBk ) 4 i
PEAA] o FRHE AR R B 07325, FH Pl 22 e 1A 25 DR 3R 08 B AR [ 5™ 4 v A K0S oA I A= 0
A SR U R FE A T ALY 29 B M4 M, R AR B A T UG S s R AT 3R K
(R R R A AT F T 00k B AN AR 1R I ee ) 2590 B 12k

[0221] S LE AR — R HE AN 52 N BRARAE AR S BH 77 2 R S Tty ] DA 78 R 3 R A AR
WA R B ) B B IR R 3Rk o IV AR i B S 1K) 22 P S AT vp R B — Rh 2 W 7R 7
— B LI IR R4 1 2 2 B LR B B AR 1A AR e o P A S T I VA
B2 T MR R SRR o A BE Bl 27 AN R B O SR I 22 S 1 22 IR R 1) P R 4t 2 A 2 R 19
B IG 00, P AR B II0IN 77 323045 B 45 SR BT AE FE 2 B

[0222]  FE—ABARSIE Ty S, AR B 730 B TAESEBR B AT FE 57 e N 22 i i ik
BT TR N o BRI, AR BH 7] T 0 e £, DTS 477 28 38 A e e 1 FH L A4k
I RNATT 2B E S TER . MRS AR B J7 VA0 A ATy TePu i i B 2 AL F /7 sk 1
TR S5 DR P0G 7 I I 2 o AR R AR S BH 7 VR PRI A7 A P itk i 28 3 n] DL TR K
AR/ BT RRA R 1 B BEBEL B R BRI IG T TR IR

[0223]  FEAR R BH 77 V2 1) S Tt 0 35 A1 2 T8 M]3 a4 U 20 6 A 2 BH 58 0 A T 5 AT 1)
mRNA TEAEYIREA AR (1), 490 G id iok 2442 43 Bt Nor thern VB ERBE £ V3L, B 4 1Y
TEW R Al N (PCR) , SEARIE 5 mRNA 3] cDNA FI8 54 53 (RT-PCR) 454, FsE ik A
AT, L0 B 7 VA 8 B SERT RT-PCR, IXEEAEASCHR HARME T #iid . HE 7 v A F A0 By
I — 8% 22 P AL BRI IR B 5 1 5 A PR S 45 o i e B SR e PR LS L B
PRI A e W 28 58 B AT HAR L DRI e (R AR  SEAR IR B ve B DL Ak 7 i E I FEAR . B
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JER K KA AT S i 3 A AE A AS TR BT IR B 5 ) A B R PR E o AN ]
7 B BRI BT A4 B 21) SR A I 2 ERL A AT 25 Wb 1 g « 5 A4 Ay B9 SR 45 Jigg b g o ) i 55
AN RIS, HA AR T IR B 51) T A% BR RS B4 B 0 75 I TR A AR X AT T 25 0 BT 1)
B3 7= A2 1 AT RO AR IEMLES AT R AR, AT/ BCPE IR R A AT 2 U T I 4
AR AT R AR
[0224] {5l 4, M4 AS A BH U5 2%, i e 702K B R AEMFEAR T R IA I MetAP2 =, J 5
7E 5 5P SR R TT A ON N B BF SRR AN X AT A SO I R R IA T Me tAP2 (¥ &
PEGEE o MR YR AT, W iR ATy B/ e A AR B b g A2 A E S B4 e AR T
“HIRNo T8, REH RNV G BIRETF ARV 5 A7 697 R Er A 5
RIERIE 270 6 A H IR . 40 MetAP2 70 AR 3% rh 3Rk 8 55 T8I T MetAP2 71 AR O 5
St HXT AT A RN I A IR B E IS B PN R A R AT R (B2 Tt &
W) A RN IR MetAP2 70 35 KR E 7 5 T Me tAP2 78 58 5N SUE FF M7 A/ RNV A
R IE R R I, A PN R E AT A DU R, WER MetAP2 7E B % i RILE &
T MetAP2 75 A R IER A XTAST A BNV RN A1 Ak (R 5= I8, I8 002 28 38 X407 A
Pk
[0225] Gk 1 KT I SE 451 B s, MetAP2 5 O Bl ob (%) 3 18 18 i 5 6H 2 T 40 0 4k
7RI P G A o BrBL, 78— A HARSL U7 270, 24 MetAP2 102K B IE B & 1
AR R SR IS RN A B T AR O A R T R HH R IR E BN, A kB 7 VR T T
AR IR 2 X5 T BT Bt AR — HARSEE 7 &, 5 E I MetAP2 £F 2k
a8 0 B8 I A A T I Rk B TR A RO A R ROk R R T E B (B A Bk
% P 5 DRI ) 3R 08 LU AR e N S 3 1 A8 18 i, e vp BTl 5 AT A S100A10, S100ALL, 7%
P5 T [ [ 2, SPARC, KLK6, ARA9, 45 i FE &5 [ 2, RNPS1, elF5, eIF2B ¢ , HSF2, WDRI, Fused
toes, NM23D, ADAR1, 7452 , NBR1, SAPK/Erk1, g8t —262MYM, HYA22, MRPL4, Vinexin
B, G-CSFR, IGFBP-7, FAST i , TESK2, SRB1, ¢ KIAA0082, fil / &% — Bk £ Bl IMT1, NAIP,
eEF1 €, RAB22A, NCOR2, MT1 5k MPP 10 J& & [ 3 15 AH b £E A S MR8 38 A I 3R K PRI, Ak
BF 7 v m] PN AR 3 1 R e S AL T B Bk
[0226] A% BH I H& A1 M I 7E 5P S50 i 2 L B g e 52 A0 7 1) O S AR b e i
(1) 7735, BTk T7iEA S R AP BR < (a) Al — B30 2 Pl bl 3 2 1 266 IR e e G 4 8 110 6 PR 7
VAR B E BTk 8 1 AR AR T i &, Horp IR 4 58 78 1 2k R a2 S100A10, S100A11, /7
¥5 B 9 B 2, SPARC, MetAP2, KLK6, ARA9, 4% i 3 &% 9 2, RNPSI, eIF5, eIF2B ¢ , HSF2, WDR1
,Fused toes, NM23D, ADARI, Hi45 & (4, NBRI, SAPK/Erkl, £F#5 &% (4 —262MYM, HYA22, MRP
L4, Vinexin B , G-CSFR, IGFBP-7, FAST % & , TESK2, SRB1, KIAA0082, MPP10, HMT1, NAIP,
eEF1 e, RAB22A, NCOR2 BR MT1 5 (b) Bl G4 B ik & AV AE R LR (a) 8 (o)
LLED B (a) T Bl 18 i 2 PR BUEE R = W 1o = R 2D 3R (b)) rh gl 3R (9 225 R B 2 KT 4)
RS HH i, G 3 T A At 2 2 ) 2 R B L A A B s Wi R AR R AR T i AR T
IR (a) PHIAEMFEA TR AR R I e . 7R BARTT I, il AR A 2
JAEAS
[0227]  WIASLHTIR, 24088 (a) 1 (b) gk RIX I EE R 2 S100A10, S100A11, FH458H
fiti 2, SPARC, MetAP2, KLK6, ARA9, 4% iff 3 & 9 2, RNPSI, eIF5, eIF2B € , HSF2, WDR1, Fused
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toes, NM23D, ADAR1, 7458 , NBR1, SAPK/Erk1, £ 8E H —262MYM, HYA22, MRPL4, Vinexin
B, G-CSFR, IGFBP-7, FAST J8# , TESK2, SRB1 8%, KIAA0082, 3 H AR (b) o Frik ik 1A KL Al
BCIE R RS HH B TP R (a) H BT IR pl e 1A 5 ER] s AT 7 A P R I R ) 38192 s () e
Ji&o FEHEL HARSIIT S, Prik B E AER AP 3R (o) SRR A & SRR (b)
RS H 2 TR ) N 4 32 A7 B AR T

[0228] A 3¢ B K, 4 B IR (@) K (b) g R & W B2 HMTL, NALP,
eEF1 e , RAB22A, NCOR2, MT1 B MPP10, J HZPBR (b) Hh Fmid i ¢ 1A 55 PR Bl 2 DR = ) 110 A HE o
T PR (a) a4t 28 0 I DR B AL 7= 40 16 o e, R0 329 ()

[0220]  7EH46 H RS T b, Prid B R0 3R (o) iR 1k & SR 2 R
(b) HH RS HH 5 [ T B B 2 A T 7 B AL A YR T7 o AE L8 HARSIE 77 2 b, ATads it ] LA
FER 1 P aBIZE R mRNA IR 1 BT 025 R 4 A 1 2 1 T =

[0230]  ARYE A BH M i 6 3 1 O S 0 J 1) 7 v T T, 90 i o BB A A AR T
T7 & It T A IEs e V. (responding positively or negatively) .

[0231] 41, 24 S100A10, SI00AL1, 745 & (A 2, SPARC, MetAP2, KLK6, ARA9, 45 i i &
4 2, RNPS1, eIF5, eIF2B ¢ , HSF2, WDR1, Fused toes, NM23D, ADARL, ¥ 4% 2% (4 , NBR1, SAPK/
Erkl, B 8 & [ -262MYM, HYA22, MRPL4, Vinexin B, G-CSFR, IGFBP-7, FAST i
, TESK2, SRB1, 8K KTAA0082 7EHY H UG HIG 7 7 &5 B AR AP IR IEESTEH
RIGTT 77 ST U6 A0 BCTT AR I By BT A AR o i a2k R ) 2 T8 B AH BUAH 55 Bl a5 12
NI . T —SEHif T, 24 HMT1, NAIP, eEF1 € , RAB22A, NCOR2, MT1 8} MPP10 7F H 3% FF
WERRIT 7 R B A Z S AR AT RIS 5 ik gk R IE FE RE vk 697 77 ST 4R
HY BT UG I B B AR R AN A ) A BEAH S5 BRASAIR N, i 88 U N o BEINF, 37 B W] 1
SEALIGTT T B KA

[0232] 8% #, *4 S100A10,SI100ALl, & 45 & [ &g 2, SPARC, MetAP2, KLK6, ARA9, 4%
WO R [ 2,RNPSI, elF5, eIF2B ¢ , HSF2, WDR1, Fused toes, NM23D, ADAR1, ki 45 7&K
9, NBR1, SAPK/Erkl, %% $5 & 4 —262MYM, HYA22, MRPL4, Vinexin B , G-CSFR, IGFBP-7, FAST
JNE , TESK2, SRB1, 8K KTAA0082 7E &3 FF 4 HE AT 77 S8 5 — BU N TR H FHZ 838 A REAR
HP R R I L T Bl AR IR TR PRIE BT IR 69T 77 ST 4 BT B4 I I B AR 0 A e i A
HEEA IERMN, FF HATLELERIRIT . 73458, 24 HMT1, NAIP, eEF1 e , RAB22A, NCOR2, MT1 8%
MPP10 7E 835 FF e FEvh 97 T B2 J — B TRIEY 2 58 35 IR AR A rp ) 3Rk L BT iR e A 2
ERIPE FT ik ¥6 97 7 2 AR A0 B GG I B U A A T () & e i 5 1R A IE ROV .

[0233]  5j 4k, A% B AR AL S I 245 W 415 W0 AR DA v 9T AR JRAE IR 25 500 (1) 80T 1 T s
Pk J7 G5 PR« (a) KWl — B3 2 Pl 2 2 1) 26 R B P L 4 B 1) 26 AL 4 A EiX
H BTk B W AR AR T &, Hrh PR g 3R R 19 3k Rl 2 S100A10, S100ALL, FF458H
2, SPARC, MetAP2, KLK6, ARA9, 45 iff ¥ 2 [ 2, RNPS1, eIF5, eIF2B ¢ , HSF2, WDR1, Fused
toes, NM23D, ADAR1, R854, NBR1, SAPK/Erk1, 54585 4 —262MYM, HYA22, MRPL4, Vinexin
B, G-CSFR, IGFBP-7, FAST M , TESK2, SRB1, B KIAA0082 ; (b) ¥4 — & B MA M4
TR EE ; (o) HMEEREBITREENEVEAREZ SR () ;M (D) HESPE () F
JIT IR A 2 T 1 22 DRI B3O TR = ) (0 R D IR (o) i a4k 3 a0k 1199 22 PR B35 R 7= A T
HR i, A T e A N P 3 A 2 A ) R B R A A B WS R AR R AN T i AR T
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IR (a) T HIAEDFEA I AR AR I 0 BT IR A S W) A R . an BRI SR AT
TR 25 A G006 57 Fa WS R A e A oA B A B 25 4160 va o ain AR 1 A4
FEAR A m s S, IF HAE T IR 250 A6 W 167 i 7 o i gg AR AR AR 1% L HEIR slipl i,
JITIR 25 A A T A TR T BT A B SR JE RN . 94, 4n 5 S1T00A10mRNA 7E
HH H A -aWia 77 5 0 B A D I B8 G, A T S T A&
BT AR . BRI, GG A X T PTiR 835 ReE Jeal. 78 B ARy
i, BTN A PFE A 2 IR FE AR
[0234] AUk BP0 2590 20 -G e D v 9T S 3 e I 25 500 I A R e g 42, i Ty
FAG W PR () Kr— B2 P 2 1 1) 22 DR B30 ph e g B (0 228 DR = 0P X 1B P s i 2
(AR e A 1 &, A BT IR % 3R I8 (1 26 (RS2 HMT1L, NATP, eEF1 e, RAB22A, NCOR2, MT1 5k
MPP10 ; (b) ¥ — & BN AWAEWe T b &7 (o) MG IS B ik 838 A rE A
FREIPIR (a) s (D) HWESER () B Prd R 18 1 25 R B R = i st s f AP 3R (e)
JIT IR A 2 T 1 25 DRI B2 DR 4 RS HH R, L ot R ) s ol 2 3k 1 55 R B 2 KT ) A 1
PR A A6 9T I BRI AERE AR T AN TAES IR () T AEMFEA (RIFEA g
A EDIBITAT) P E AR AR I TR 25 4SR0S R Tk gk
AT PRy 25 Bl e IR A Bl Je AR I A ke A CRIE H Frdk 5 A &6 07 T s ) A BUAE 22 i
Wege CRIAE I BTR 294G Wia 7 ATl ss ) BIZERE A h SR B S, I HAE iR 259
HEWIRIT IR E KR AR IR Sl 00, BT ik 25 A5 W) ml Bl A X TR 97 Bk &
EHVEIE TR, I Bz s T AN A Gt — 0 A dute . Bk, 9 A&
WIRA R X T2 B e e R 75 HARTT I, Pk AL R E A 2 IR A A
[0235] AT I “2i 4l a7 T Lo & A S0 AT %) (90 an g B 50 ik IR
B B WL LN BUZIR 7 1) » I Ak G 167 B I E T 7 Je i
b 1l BN B 1 B
[0236] A/ BH -t B2 (1 5 e 10 ol o 2 40 B LA Ay A 2 e 1 i 2 4 P e L AR kg A2
9 ST 40 M 1 AR K AL S 5. AEIRSE BARSE 7 2rh, IR i & v AP IR : ()
R TEA 2 UM N S5 40 g rb sk S0 1 — B2 Bh 22 DR i 40 M B it 140 &4, I b i
FE A 2 S100A10, S100A11, 7545 % (1 2, SPARC, MetAP2, KLK6, ARA9, 45 i % 4 2, RNPS
1, eIF5, eIF2B ¢ , HSF2, WDR1, Fused toes, NM23D, ADARL, ¥i 45 2% [ , NBR1, SAPK/Erkl, £F
16 B [ —262MYM, HYA22, MRPL4, Vinexin B , G-CSFR, IGFBP-7, FAST ¥ # , TESK2, SRB1, =%,
KTAA0082 5 (b) Al AT i J PR AE BT ik i iR A S ) AF AE R JC I IR 18 0 () B AT il JE A
TE TR A A YA AE I R 2528 R0 B i PR BT i iR A & R G N R R 2, L mp = Bk ZE (A
TE TR W AL B P47 A0 IN 1) R B AR Tk 25 PRITE ik A & sk JE N 1) 2208 FRAIGIN 5 1%
B % e N EIA A B e Al B AR K A G . AR BAR TS 1, PR AR A2 e
FEA . FEFELE HARST T 20, Ik A& W) BEAEALTT 29047 A0 I il o e 48 B iy AR 4
[0237]  J3Ah, AU BHAR AL T %8 08 il i eg 20 B« 2L AR D A 2 e ok g 4 B s L AR Rk 2
e ON S A ) AE K AR T, TR TTER ST P « () RIEAE i
G 98 40 M LUK T 1B 5 R /KPR IR I — B30 2 i AL ) A e R il iR A &40, b T ik 25
F&HMT1, NAIP, eEF1 € , RAB22A, NCOR2, MT1 Z, MPP10 ; (b) 6l Tk & (R AE Frid 4 AL &4
AEAERIGRTCIN 2R IE s HI () EUARFTIR 5 R AE Br i 4 1Ak S A7 A I ATk JE IR i 338,
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Hh 2 BT R S DR BT IR A 5 A7 AE I TR 2 SRR Xt BTk 6 DR AE BTk sl AL 5 P B e i 1
RIETH R S G WS 2 MBI DU R Al R E KL 5. AE— D BRI
FErh, rid b S REAEALTT 25047 AE RS I bR 40 B A

[0238] 4 I~ S, A4 pr AT (I8 R SRAR (K45 2R, B DON BB 1 H KRR, IR S
E PR IA B o

S f51
[0239]  sEjfsl 1
[0240]  MTT ZH 93858 7 Bt
[0241] ) F MTT 41 o 38 58 43 #7, #R 45 o AP 0P 595 40 e 52 (OVCA 429, OVCA 433, OVCA
432, HEY FI1 HEYAS) X4 i BBt A PSR AT 43 2
[0242] i 40 MO 7E & 5% i 24F M35 (FBS, # K im), 1% P AR / A HKE S Y
(Invitrogen) HIH%FR Eagle’ s 3955 (Minimal Fagle’s Media, MEMa , 13 H Invitrogen
Corp. , Carlsbad, CA) F1 A= K. i 4 4 B} ¥ i T HBSS (Hank’ s ~F 47 2 % ¥ (Hank’ s
Balanced Salt Solution)) iLyEiZiREWIFAE -20° C UL Iml SEH03 A7, SRl 26 MTT BE
(5mg/mL; CALBIOCHEM, San Diego, CA) o 4 9ml ¥5722EA8 A Iml (¥ MTT BRI ( SR 10ml) o
FH AN BH 1) 5 78 5 P ASCR A 40 i ol
[0243] AN 5, 25, 50, 100 F11 200 u M WAAALFE 4, 8 F1 24 /i, 7F 96 FLAR |
FMEAAL B S 96 /NI S HEAT MTT 4341 AT 40 i o B 35 92 55 55K 200 w 1B MTT 35
FEHEIMA TR 40 B LS AEXT S 1 fLe FEIE R 4 R AR E M 3 — 4 /M. RS
o 0 M P PR R 8 AT ko A R R R b o BCHE 5 9 5 0 L RX AL N 200 1
() 2- N IE . 26 BT SR HR I A1 i Ja , 48 SRS b T 50500 B ATk 40 i 20 238, #F 570nm
PERL R AR EUES (reader) Liszgh iR,
[0244] 39( B Bon T fEIX SRS b A B 5 A B S 4 i R 2 55 T AN R IR 1
AR 4 /NI 2 5 B MTT 4387 45 o MR A A4 40 B 28 70 B A B e 82 9 1 % P P T Ak 2
(B H R R I, DA RRARG 1R BT MR 7K PR a6 40 g Rl 3 2525 4 OVCA 429<0VCA  433<HEYA8<OVCA
432<HEY (R ) &
[0245] X HAREER, AW FIRUET BG4 5 5 T siRNA S5 P0HIFIA MTT 4
Mro BTiRgtfude 7 0,3. 12, 6.25,12. 5, 25,50, 100 F1 200 u M 5 £ &b BE 24 /N I |7 772 55
siRNAs AbTH 48 /NI o A T4 AR AL TERES (U 55 2 B ALLN) , A8 Pk 40 f 452 ik i
BN TR R 259 12 0, 3. 12, 6. 25, 12. 5, 25, 50, 100 F1 200 u M AT G697 24 7/INE
[0246]  SCJife] 2
[0247]  cDNA #[%%1 , Northern EDWF . Fl5E & SCi PCR 204
[0248]  FH K 45 1 Fir 3 i) 40 M 3R 1R AT BB A1) o M. AACBE S 4 AR i B 4 i i vE
W (pellet), 3F 18 o % UL 1€ W ¥ fi# 4F Iml TRI-Reagent ( 13 H Molecular Research
Center, Inc, Cincinnati, OH) 8% Trizol (Invitrogen) H R M ATIAZH fiu 43 25 RNA. 4R 5 B E
AFHE 5 o Bhe Bk mAEAMA 100w 1 #) 1- 7] -3- SN E] (BCP) K5E A7 & . PR3 15
i, fEEERE A 15 4080, AAJ51E 4 — 25° C LA 13, 000RCF B0 16 438P. HBEWER
B EVE I E TR EE L (microfuge) . ARG IL BIE 5 500 1 i 5 P i VR
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A AEEIRIETE 10 08P AR 4 — 25° C LA 13, 000RCF 2.0 9 23R IUTHE RNA. 4R 5 MR
BB B, B R IO Iml ) 75% L EE IR BENR Y FAE 4 — 25° C LA 13, 000RCF
B 6 BRI UTE D . BUR AR IE S TR ITRUTIEN L) 8 7380 FTiRR 5 UiEd)
WA T JG RNase K& TOK BB/ T — 80° Co

[0249]  HES CfAE T 5000 4NF 41 1K) cDNA Tol 58 k%541 (15 3 Research Genetics
Inc.) RAF5T (interrogate) FEIXEEHN i rp ()2 BRI s A A2 = 1 U6 BH 0 R4 T P 1)
TEES 3BT CANAEON AR P RIE N b, HEPUERRIAIILR (OVCA 429)
SR RIS E N AE LA BT LL B 40 i J A (28 R R IR T RRHE . I SR (1) 4 M B OVCA 429
FEXT T S AU 1 40 i 22 LT S KRR T 196 IR 31 LU I AR 1A T 83 AR
[0250]  EFEN 2 W T ARvERIZEBIESE— 2 70 i - R R SR I S 1 ARy AH LR
2 /b 2- R ZESR SAE 4 DGR AR T 3 AR AN ThrE (0VCA429) 12 S ki sFNEL
FIEACF 5 RE 40 i 22 06 AR IO BRI — 350 i R IE M FEIRIAE OVCA 429 4o rh k1R,
FH HRIKIEF #H (tapered of f) B BIFEHUIE SS9 140 L FR HEY HHik B T SRR IAAKF
(X TAE OVCA 429 48 b DU /KP R R IR e 2 RER ) o

[0251] H5ELEA AT ISR LLEDUE SRR (OVCA 429) HE RRIA
(BB KT ) BRI Northern B[54 7R 5 £ 52 PCR 49 B F - B 1 ¥ 47
BRI B ERESE— 2P . Pre RS 3£ 2, R B2oR T ER AR, 76
MR P R IABIA I S 2, K B R R IE i A R K

[0252] 2
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GenBank & | GeneCard 24 Ao PiEL &
ET# ¢DNA id # FAREX
S100A10
pll P
BC015973 756595 CLPI11 4*%2;;1);:?:;% .
REEGELEY 1 £ 5 5
# 420
S100A11 o 5
BC001410 | 810612 $100C ‘*%;ggﬁgémi ,
Calgizzarin E R A"
FHE G B2 I .
AF261089 549728 CANPL2 44‘*%:1; g)giiim B
e SPARC —
kb A A 1
BC004974 250654 #i‘—iﬂ;g)éiﬁym B,
BM-40 a g in
MetAP2 ” )
‘ﬁ)’z‘ )?:' Y 1,0
BCOI3782 | 39093 p6TelF2 &%&g’ ;ij’f’b -
MNPEP : g Am
KLK6 :
gt ¥ A AR Lz,
BC015525 809784 | ErHh AR5 E Y 4*%;? §} ;fgim .
B M a €
HMT1
HMT2 AR AR 486G Ukt
AF222689 246120 R A 18
HCPI
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GenBank % GeneCard P i % c{a.,ﬁ;;éj -
x5# ¢DNA id # FAAEA,
U31913 814731 %ﬁ; 4*%;;::?;’;?@ ”
U19251 1046522 NATP G %;g:é };‘J/‘ :}mi )1
BC005291 | 306921 egég s %;?; Qié‘? };’i it |
AFO15608 | 897594 RNPSI # %; g%i’;;j“i .
U49436 884867 EeiIgSA 4*%;21)?? g’; jﬁwt& 0
BCOI3590 | 1630998 EIF2Be # %;; g’i}ff;jmé -
M65217 669443 1?8%1}22 %ﬁ’éi.;ffﬁ ;’; jfwé -
ABO10427 | 714196 }?;)DR?II 4*%;;}?? ;’; i;urft y
BCOOI134 | 321247 | Fused-toes (Ftl) 4*%;;; Eﬁ:f;;j"& 25
[0254] BCOO4S80 | 203003 s 4*%; f:f;;j’iﬁ %
10439 950367 ADARI # ’%g;lijf ;’; jmi ”
BCOO9SOS | Sipoey NBRI #%;ﬂg‘gﬁ;f g’; jfilri 28
SAPK/Erkl
L36870 726147 s HEDRs AL |
MKKA 8 78 4
MAPKK4
AB007885 427980 @?ﬁi—z@ %%gf;ig j,i,]»g »
D881S3 123980 HYA22 # %;; : E;’%;;j’ﬂi 31
AB049635 824568 %(P}‘%g # %?; gﬁ;’; ’;‘m:i: 20
AF037261 | 1636620 Vinexin B # %g gﬁﬁ ;’; jfu"tés 3
M59818 809639 G-CSFR # %\g g}f‘ fﬁa g’; j;i'ti “
BC015710 838636 RAB22A HIAT IR0 | 36
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GenBank % | GeneCard P Emif % e L »
SR ¢DNA id # AR
Y 0% R Y
IGFBP-7 Lok o i
BC017201 68605 MAC25 4*%;1; é“)ﬁgzﬂi 35
FSTL2 B
£ 54849
BCO11770 | 345077 FAST #8 f*%ﬁfﬁfﬂ” SEIRT
g =]
R R4S 40 J
B 5]
[0255] SRB1 o o .
BC022087 | 756687 CLAI f*‘%&i Q’ﬁﬁgﬁ N
CD36L1 B 3% 8 A
M % 4465 30
BCO31890 | 825293 KIAA0082 ’{*%;;g’ éigjm}i 2
al g
. 743230; AR R AR £ 64 bk
NM_006312 | \ooo NCOR2 N ag
E2 ‘ﬁ)’(‘ ﬁ\ & ;r
BC032338 | 297392 MTI ﬁ%@j;g)ﬁ;f;ﬁm gk
5} 4
2 ‘ﬁi‘ ﬁ ~ ;i
X98494 825214 MPP10 4+%&3;§;§;§§m S
=]

[0256] *GeneCard f&4F Rehovot, L 4[] Weizmann Institute of Science BV

b, 3 BAEAEAT I g n] DA 2 ik

[0257]  Northern E[JZE /37

[0258] Ay i tA Tk K 4) 3 A 5 0 1) R B S, MR AR 7 R Ul B, H NorthernMax

Protocol (Ambion Corp., Austin, TX) 4T Northern ENiZE 4347, H DNA #£4F H Strip—EZ

DNA A7 Ff& (Ambion) RA%id.

[0259]  5E & SER PCR

[0260] & % cDNA J2 il L FF 1w g M\ ON S5 40 i 3 73 B S 40 i RNA, L 1 oligodT A

KIBARRARBL 120 1, 7E70° CIEBILIREY 10 2080, AR5 FIZIRAWMA 5n 12X

Reaction Mix, 21 1 DTT, #1111 [ Superscript IT Enzyme (Invitrogen) ., 2RJG7E 42° C

BB R MNIREY) 60 235h., Hl2M 1:4 31 1:256 ) cDNA Fa B4 . HH Qiagen QuantiTect

SYBR Green PCR Handbook (Qiagen Corp.,Valencia, CA) & &R 4 501 1/ FLAI IR

W) (master mixes) o X T FARATHIFIREAFL, #2511 1 2X QuantiTect SYBR Green PCR

Master Mix(Qiagen), 0.3 M IE [ 54, 0.3 uM I 514, FJE RNase 7K I &8 24k R

451 1,

[0261] GBI EIREGY IR G, FHM G 1E M AR 2 53 PCR R BF AR

W R (X ) =450 1 FIEPNESY 501 H0; SR =251 1 H0+250 1 SYBR

BEY) ; MAEA =450 1 FREFREAW +5u 1 DNACI FFRE ) o

[0262] HJ ABI Prism 7700 (Applied Biosystems, Inc., Foster City, CA) FFHIIN RS

B MJ Research (Waltham, MA) Opticon 1T ZRGUIFHIEFH E 95° CHEAT PCR ATUHE 1L

IR 15 7380 BEALE 94° CARYE 15 70, fE 53° CIE/K 30 7 (f#HH Opticon 1T REKT
34
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J&55° C),IFAET2° C M 30 # (FEMPIRIRAGEIE ) s ER UL PCR [ 50 MEFR.
REIAATRAPER :95° € 15 F6,60° € 20 #5, f195° C 20 FRRIEATfEE 260 HT

[0263]  5i4bh, AT BAL2ERURRIS (BRI SOV ) RSBt CRIJE M) ) BP S35
B INLLFEAR T % RNA, BTid 3 4 5 a7 RiE 7 id . BidfE Iml TRI-Reagent
gk Trizol "AJ3AL 50 — 100mg YLLFEA H 2% ALK 72 2 RNA. AR5 4 BT IR e A
B 5 reh. I FEFEAIIA 1000 1 BCP RIEHAHT B EHE 15 F)5, fE S HE B A
15 505, FEAE 4 — 25° CLL13,000x g (AHXT B0, RCF) 850 9 438h. B EUH I
EIFE THMMER L, RFEEL EES 500 0 1 5t S R ETRE A AESEIET 20
ITBRVFRAE 4 — 25° C LA 13, 000RCF .0 9 7 BPoRUTIE RNA. AR5 MR B B3, it
AR DI Il 18] 75% LB imEdRY « F7E 4 — 25° C UL 13, 000RCF &0 6 7B ¥ESR T
V. BRI ST RTIR DT M) 8 43 8. SRIGHGIZDTIE ISR T TC RNase (7K
HETUK BB AET— 80° Co

[0264]  FHEFXTER 3 B2k R 1) 5 | 04T 2 5t S PCR SRS AL A U AL 22 B 1tk 2R 3 1Y
FERIRIENAT . ] 18S RNA (R IA RN R B EE R . 45 R TF&R 3 iR, xaegi f
WERH T FH 40 Mo 22 1) RNA UEATSEB0 M 22 45 5,

[0265] % 3
[0266]

X HE LA | GenBank | ANFHANEL T AN FHEEL T 24 E
Vinexin p | AF037261 | 1.4 28 |20
[0267]
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EE LA  GenBank | AMFHBGEEF ANFRMEBE T8 E8E
G-CSFR | M59818 1.7 2.6 1.5
KLK6 | BCO015525 0.3 33 11.0
SPARC | BC004974 3.6 6.0 1.7
HYA22 D88153 1.75 2.4 1.4
MRPL4 | AB049635 0.3 0.8 2.7
elF5 U49436 0.8 1.3 1.6
RAB22A | BC015710 0.15 0.075 2.0*
MT1 BC032338 0.9 0.6 1.5%
MYM | AB0O0O7885 0.6 1.5 2.5
RNPS1 | AF015608 0.7 1.4 2.0
S100A11 | BC001410 1.0 2.0 2.0
MetAP2 BCO013782 0.175 0.21 1.2
S100A10 | BCO15973 0.15 0.25 1.7
SAPK L.36870 0.40 0.95 24
F5&E | AF261089 0.12 0.19 1.6
B 2
NM23D | BC004880 0.70 1.3 1.9
NIAP Ul19251 4 2 2.0%
SRBI1 BC022087 0.08 0.13 1.6
WDRI1 | AB010427 1.5 5 33
HMT1 | AF222689 0.19 0.05 3.8%
eEFle, | BC005291 0.65 0.15 4.3%
elF2Be, | BCO013590 0.40 0.75 19
ADARI1 U10439 0.65 0.8 12
[0268] s e SR T AEAL S Ut A T AR R RIS BTG
[0269] IR 5 |4 34138 id Sy PCR SRR SEHE R R
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[0270] 250654 ( MIE R SRR 13 TEhn (beacon) FREFSRAESE, {H B f5 A5 2 H
SYBR green #ATH] )

[0271] 73 FASFRIESE

[0272]  f&FrK : FAM-CGCGTATGAACTGGGCTTATGTGACGCG-DABCYL (SEQ ID NO:13)
[0273]  {MBEIIE 71514 : CTGGGCTCTGCCTTAAACAC (SEQ 1D NO:14)
[0274] R R 1514 : GCTCCCAAAAGTTTGAACCA (SEQ ID NO:15)
[0275]  PNEBIIEI S|4 : TTGCCTGAGGCTGTAACTGA (SEQ 1D NO:16)
[0276]  PYEBI R 1A 5|4 : GCTCCCAAAAGTTTGAACCA (SEQ ID NO:62)
[0277] X} SYBR green:

[0278]  IE [ :CCA CTT CTT TGC CAC AAA GT(SEQ ID NO:17)
[0279]1 X [i] :GAA TTC GGT CAG CTC AGA GT(SEQ ID NO:18)
[0280] 810612 ( LI FHHr ¢ () 43 (5 FREREF RAESE )

[0281]  fZFR :FAM-CGCCTGGGTGGGTTTGAAGGAGGCG-DABCYL (SEQID NO:19)
[0282] MM IE 17154 : ATCGAGTCCCTGATTGCTGT (SEQ ID NO:20)
[0283] M1 K 1715 |44 : GCCTGCATGAGGTGGTTAGT (SEQ ID NO:21)
[0284]  PFIE 514 : CTTGCCATGACTCCTTCCTC (SEQ ID NO:22)
[0285] PN 514 :GCCTGCATGAGGTGGTTAGT (SEQ ID NO:63)
[0286] 39093

[0287]  IE ] :GCA GAA GCA CAT CGA CAA GT(SEQ ID NO:23)
[0288]  J[i] :GCC TGC ATT TAA TCC ATT CTC(SEQ ID NO:24)
[0289] 882511

[0290]  IE ] :TAA CCA CGT CCT GCT GAA GT(SEQ ID NO:25)
[0291] &[] :GCT TTA AGA AAG TTC TTA TCA AC(SEQ ID NO:26)
[0292] 950367

[0293]  IE[H :GCA CAG CGG AGT GGT AAG A(SEQ ID NO:27)
[0294] X [i] :CAG AGG AGT CAG ACA CAT TG(SEQ ID NO:28)
[0295] 34140

[0296]  IE [ :GTA TAC TTA CTT CAG TGC TGT T(SEQ ID NO:29)
[0297]1  JX[i] :CAT TCT TGC TAT AAC GTT TAA CA(SEQ ID NO:30)
[0298] 726147

[0299]  IE [ :CTC TGT GAC TTC GGC ATC A(SEQ ID NO:31)
[0300]  J[i] :CAG ACA TCA GAG CGG ACA T(SEQ ID NO:32)
[0301] 427980

[0302]  IE[i] :AAG AAC TGG GTT CAG TGG AAA(SEQ ID NO:33)
[0303]  JX[i] :GAG AGT GCA TGG TCT TGA GT(SEQ ID NO:34)
[0304] 123980

[0305]  IE[i] :AGC CAC CAG CTA AGT ACC TT(SEQ ID NO:35)
[0306]  J[i] :CAT CGA TTT CAA CCG GAA CAA(SEQ ID NO:36)
[0307] 824568
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[0308]
[0309]
[0310]
[0311]
[0312]
[0313]
[0314]
[0315]
[0316]
[0317]
[0318]
[0319]
[0320]
[0321]
[0322]
[0323]
[0324]
[0325]
[0326]
[0327]
[0328]
[0329]
[0330]
[0331]
[0332]
[0333]
[0334]
[0335]
[0336]
[0337]
[0338]
[0339]
[0340]
[0341]
[0342]
[0343]
[0344]
[0345]
[0346]

IE[ :GTG TGT GGA CCT CCA TGT TA(SEQ ID NO:37)

S 1] :AGC ACA CCA TTA CAG ACA AGT (SEQ ID NO:38)
1636620

IE[] :GGA ACC AGT TTC TGC AGG AA(SEQ ID NO:39)
JIF] :CTC CAG CAG CAC CTC AAT G(SEQ ID NO:40)
809639

IE[H] :ATC CAA GGT TAT GTG GTT TCT T(SEQ ID NO:41)
JI] :CAC CTC CTG GGC TTC TGA A(SEQ ID NO:42)
756687

IE[7] :GAT CCA TGA AGC TAA TGT ACAA(SEQ ID NO:43)
S Ia] :ACG GGC AGA AGC CTT CGT T(SEQ ID NO:44)
845441

IETA] :CCT GAG GTT CTC CGA GAT G(SEQ ID NO:45)
JI] :TCC AGC CCG AAA TTC TCT GT(SEQ ID NO:46)
68605

IET7] :CAA GAG GCG GAA GGG TAA A(SEQ ID NO:47)
J2Ia] 1:CAG CCG CTC GGG TAG GT (SEQ ID NO:48)

J2Ia] 2:CAC TAT GGA AGG ACC TTG CT(SEQ ID NO:49)
838636

IE[A] :GGA TAC AGG TGT AGG TAA ATC(SEQ ID NO:50)
JZIa] :TCC CAG ATT AGG AAT TTA TGT A(SEQ ID NO:51)
345077

IEH] :CTT CTG GAA CAG GCG AAGA (SEQ ID NO:52)

S IF] 1:GCT GGC CCA GAC GAC GAA(SEQ ID NO:53)

JZIF] 2:GCA GAC ACA CGT GGA TGG T(SEQ ID NO:54)
825214

IETA] :GAT GAA GTT AAA TCC TCC TTT G(SEQ ID NO:55)
JI] :CCT CTT CTG TGC TGT CAC TT(SEQ ID NO:56)
297392

IE[7] :CCT GCAAGAAGA GCT GCT G(SEQ ID NO:57)

J2Ia] :CAC AGC TGT CCT GGC ATC A(SEQ ID NO:58)
897594

IE[7] :AGC ACC AGC ACT GGC TCA TCA A(SEQ ID NO 109)
J2Ia] :AGA GCC AGAAGA GCT GCT A(SEQ ID NO 110)
713886

IE[A] :AAC CGA CAA GTG TGA CAA CT(SEQ ID NO 111)’
2 I) 2 TGT GCC TTG CGG GCA GTA(SEQ ID NO 112)
884867

IE[7] :C ACC ACC ACC ACC AAA TGAA(SEQ ID NO 113)
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[0347]  J¢[i] :CA TCC ATT CGA CGC CTT TGA(SEQ ID NO 114)
[0348] 321247

[0349] [ :CCA GCA GCA CAG TCAACAAA(SEQ ID NO 115)
[0350]  J[f] :TGG TAG CTT CTG CTT CAC AA(SEQ ID NO 116)
[0351] 1630998

[0352]  IE ] :CCA GAG CTG CAC TCA TTC C(SEQ ID NO 117)
[0353]  J[i] :CAC TGT TGG TGA TAA AGC AAT T(SEQ ID NO 118)
[0354] 756595

[0355]  IE [ :GGA TAA AGG CTA CTT AAC AAA G(SEQ ID NO 119)
[0356]  J[i] :CCA CTT TGC CAT CTC TAC AC(SEQ ID NO 120)
[0357] 549728

[0358]  IE[f] :GAG CCG AGG AGG TTG AAA G(SEQ ID NO 121)
[0359]  J[i] :CTC CTC TGG GTC TAT AGT GT(SEQ ID NO 122)
[0360] 203003

[0361]  1E[] :GAC CCT GGT GGC GGT GAA(SEQ ID NO 123)

[0362]  J[f] :GGT GCC TGC AGC ATC TTC A(SEQ ID NO 124)
[0363] 814731

[0364]  IE[f :GGA GAG CCC TGG CAC GTA(SEQ ID NO 125)

[0365]  J[f] :CCT TCA TCT GCA GGT TCT TG(SEQ ID NO 126)
[0366] 714196

[0367]  IE[f] :ACG ACG GAC ACA TTA ATT ACT (SEQ ID NO 127)
[0368] % [fi] :TCC ATG CTG CAG CTG ATG A(SEQ ID NO 128)
[0369] 809784

[0370]  IE[A] :C CTT CGG CAA AGG GAG AGT(SEQ ID NO 128)
[0371]  J[i] :CTG GAT GAG TTC AGA GAG TTT(SEQ ID NO 130)
[0372] 825293

[0373]  IE[ :GCC TCG ACA GGC AGA GAT (SEQ ID NO 131)

[0374]  J[i] :CTT GTA GCT GAA GAT GTC AAT(SEQ ID NO 132)
[0375] 246120

[0376]  IE[i] :CTC TAT GCC CGG GAC AAG T(SEQ ID NO 133)
[0377]  J ] :AAG ACA TGT CGA AGC CAT ACA(SEQ ID NO 134)°
[0378]  FEATMREA Bt () O S50 40 i b bR B A G 2 R 1 e 25 4 EF— F M (Hand)
B R FE A

[0379]  %5E Fmhdh — i BF- FE 8 A s 25 K], BY S100A10, S100A11, SPARC, 7

PR ARG 2 FORIAS R . PUASEE A H A, ST00A10 FT ST00ATT AT B AESE 1 4Gtk
B 1921 1% it 3% (Pejovic, 1995, Ann. Med. 27:73-78;Ridinger 24,1998, Biochimica et
Biophysica Actald48:254-263), 5 1 45 Lo AR IX Ik O 28 5t 4 0 O B9 S e i 4k
FEAFREIE (hotbed) Z— (Pejovic, 1995, Ann. Med 27:73-78) . S100A10 i1 SI00A11 FI T
VIHED = DY REAR KN . STO0AL0 F SIO0ALL HRAEHLIE LR 1) BN S0 40 il 3R T LU i /KPR 1A
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Sl W 1A 2) o B3 EoR ST00A10 A1 SI00ALL [¥) mRNA 78X AT Hi 5 v i £ 3
*BXTT“XT%V&F@%{?%E@$%LEF‘J@7%%‘HE’JO
[0380]  SPARC (tHFR A B khiZE 85 2 F BM40) &0 h 4 it (Lane and Sage, 1994, FASEB
J.8:163-173) . .2 W TSPARCE*H*TE’JED%(neoplastlc ovaries) [ & m Rk
i) (Paley 2%, 2000, Gynecologic Oncology78:336-341), J7F<xiF S UP SIS 4 e fdE - (Yiu
%, 2001, Am. J. Pathol. 159:609-622) . #A 1M, T\ 4 F & /8 (Ledda 55,1997, J. Invest.
Dermatol. 108:210-214) F145 W% B % JE (Porte 28,1995, Int. J. Cancer 64:70-5) ¥ H
SPARC (¥ ik, 18 CL & IR IE T AE T ZIIRJE (Thomas 25,2000, Clin. Cancer Res. 6:1140-9)
TS B i 4h g8 (Golembieski 25,1999, Int. J. Dev. Neurosci. 17:463-72) " {g i7F 20 it 1)
IR N SPARC i R 15 A ) T 3L 4l M i) B sh e A2 A MRS 38 (Briges 5%,
2002, Oncogene 21:7077-91) o WIASTHT7R, IR SPARC 70 A 2 BT A 5 1 OF S8 40 i &
DU R ERIE (K1 4) o 4l 5 iz, SPARC mRNA 7EEL B e 52 R 1 & A A h 2 o
EiR
[0381]  FRESEEINE 2 28 — VLR AN . I RIE TR &AM 2 BN EFES T
TE N EOHE Ik EL 40 M P 1 i g R AR 2 7 vk 989 DL R SR e i e 998 T2 (Huang and
Wang, 2001, TRENDS in Molecular Medicine 7:355) . =458z EAME 2mRNA [ 7KFEAEALEPL
AR IN B AL R P 2T = (K 6) .
[0382] RS BERMAM Ca2-gi5 M E T M, HE TEF-FH&E A RN
Ti. (penta) -EF- F ¥ W K J&, IF & Ca™%5 & 5 41 B B (Lollike %F,2001, J. Biol.
Chem. 276:17762-9) o KI5 X5 FINGURA AL B s I 255 it ) 40 B AR A LG, R4S B 19 mRNA E X
llﬁ%lﬂ?ﬁ%(ﬁméﬂflﬂ@z%*feﬂmﬁﬁ ( K 7).
[0383] % <A 7 i
[0384]  MetAP2 : é&%@&ﬁﬁﬂi{i’i 2( Hﬁa\ﬁ eIF-2 *Eaéﬂﬁ p67) HIFIE MR L5 OF 58
ARKo SRR gD & T A MM IR, ©ABE I E B FRE TR A E
A R (Li and Chang, 1996, Biochem. Biophys. Res. Commun. 227:152-9), Jf H &t 5 &
ZAEMEIE R ¥ 2 (eIF-2;GTP &5 & 8 H it ) AH K IF I H H s ik (Wu 55,1993, J. Biol.
Chem. 268:10796—10801) . FH%F % MetAP2 BIPLA, B 78 MetAP2 3% 14 7E B I & ok F 20 il 52
OVCA 429 T2 7t HAE Hey ORIEA S BUK 40 B 2 5 WKL) P& N IF H, 724
A2 2R A T (1) Me tAP2mRNA SR IK N, BT IR FE AR 5 4 585 T IE 147 B ARk K -F
(1) =44 83, Won AR Ty B &% (CAP2; [ 9) FIMIC (CAPL; ¥ 9) 7K Pty &
& MetAP2 {0k HHIME SRR B (CAP3 |8 9) WIHEATH BT E . Fr o EFE ) MetAP2
[ 254 TNP-470 BRAE & i RIS Th o6 T 22 Fh N S8 983 1) I 8 A2 Rl )55 (Kruger and
Figg, 2000, Expert Opin. Investig. Drugs 9:1383-96) , 3 H., H Jix X B 4% F7 18 AR Me tAP2
I K O 4 B S U T: (Datta and Datta, 1999, Exp. Cell Res. 246:376-83) . ix4t
WM& 55 RYEoR a8 B 50n] B B SUE T V5 I BB R AR
[0385]  eIF5 & 2 GTPase— & 4k 3l & 1 BT 4 FH B 88 3 A2 46 A0 B 1 B8 G 55 — A
Ly (central) & H it (Paulin Z%, 2001, Current Biol.11:55-9;Das %%,2001, J. Bio.
Chem. 276:6720-6) o 5 H WA s ) H e AT 2R IE K P AE R A ST 1 7K ~F- S5 5 1 B S5 40
Moz (B 10) Fipipkieamn Ess (B 1D PR s,
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[0386]  eIF2B e [#*) mRNA 7 2 /s A MUEAHTME sk () 50 S 40 e &R b Bl (] 12) o HhdE
ER B ) 2 A B £ B NP BAAT 4R (comprised of) (1S EFBEAS #r Rl 1 52 40 (8 1 Mk
e — WWH.JC (Proud, 2001, Prog. Mol. Subcell. Biol. 26:95-114) .

[0387]  eEF1 e mRNA 7E &7~ 1 %5 WAt EH 1 0z e e PR 7P IR B0 Sl B &= b i (I 13)
eEFs W M Z Ik (Browne and Proud, 2002, Eur. J. Biochem. 269:5360-8) .

[0388] T :
[0389]  SAPK/Erk i 1 f2 %4t INK1, INK2 Fl p38 {HAGEAL Erkl B Erk2 fYXUR: 7 P
(Cuenda, 2000, Tht. J. Biochem. Cell Biol.32:581-7), HaTA &KMIIEERF K HEARES
HAE ISR G RILILEEDA KT mRNA 7K 7E BT 50 0 1) 40 B 25 A X T e S i 4 e
AR (E14) .

[0390]  TESK2 : b 222 1% / 7 2 BRI = EL47 T 40 A% . AR E AE AR I AL 25 467 21 B 5
TESK2 F§ e MR NIz EE T 2 V)8 A (cofilin) (7E Ser-3), NzhixH V)& A2 5130
W EARSR N RE R B B A LT 22 R R E] (severance) TENLBN S H 4T 2211
P #eHe (turnover) FIFETWIsIEAMFHHRAPE FE/EMNFEAR (Toshima, 2001, J.
Biol. Chem. 276:31449-58) . LARTAA B L TESK2 55 50 S50 i HE Z . TESK2mRNA 7R3 145
SRR T E (Bl 15) .

[0391]  FAST il 31X s Fas— iGN LR / 7532 RIEE, EHIA NS Fas M RINFATA
% (Tian 2%,1995, J. Exp. Med. 182:865-74) . FAST il mRNA 75 4Y, 2250 M 20 i (1 40 Bl 2 v T
= (K 16) .

[0392]  HiAih .

[0393]  KLK6 : 3% & 0 A1 il R H o B 18R 405 1) 22 24 IR o 1 B L S R T N BUIORE
BB (kallilrein) 2% PRl K%, 1% S AL 6 T 459 52 10 20 1 Wian &) i F 55 ok 2
(PSA) , 1% Rl 0 28 4% FH A 1T %) B e 100 b 3 4 3 Lt 4 g B9 553988 (40 b 32 4 4k F 9 1o
(Diamandis, 2000, Clinical Biochem. 33:579-83) . 4R 7 H 51 SL58 1 535 b KLK6 1)
I3 K AR T IR 5 6 B FF i (Diamandis, 2000, Clinical Biochem. 33:579-83) . JIL[A
(R ACHIEA DU R R A A M R T s (BT 17) o N B B IR R T 72 O S
S PO R AR AR T HE S — X IR (Pejovic, 1995, Ann. Med. 27:73-78) o

[0394]  HMT1 (BFRYE PRMTL) : LRI w85 (1 TR 20 R N- AR R M, A LA Az 1
R IEAEFL IR P N (Scorlis 25,2000, Biochem. Biophys. Res. Commun. 278:349-59) .
HMT1 [ FRIRAEA AP R R M A e rp ™ (LT 18) o A BRI 2 B 3 IMTL A7 T8 19
SR 19913, 3 F 5 4ah5 KLK6 5 25 1 22 PRUAH [ 1) % (1 X 3o

[0395]  ARA9 (tRHFRAE DS &5 AH HAE & A BT (AIP) FXAP2) #EIA A 1R AHR- /- S {E
ST EEN (Kazlauskas 25,2002, J. Biol. Chem. 277:11795-801) » I A ) mRNA 1E
XA R R A R oA (E19) o B RAL T 5 50 SUB AR SR G B R EHIUCR T
(5 — A, B 11 464404k (78 11q 13.3) (Pejovic, 1995, Ann. Med. 27:73-78) .
[o396] LI &EE 2 D& ENL b R A B R 78 0N B o 4k o 52 id (Mosun jac 5%,
2000, Diagn. Cytophathol. 23:151-5) o AHX T H BRI 5P SL958 40 A Z P 11015 O, 25 T 2 25
H 2 R A MBS s A e & rh bt = (K 20) .

[0397] ML T FHIME SR E it (neuronal apoptosis inhibitory protein, NAIP) 35
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RIRAE X MG o iR A L 3R PR3l R 1 (] 21) o NATP AOR 5 BR SUERA IR (Tamm 5%,
2000, Clin. Cancer Res.6:1796-1803) ,

[0398]  RNA 454 P it ST (RNPS1) 2 i {5 3 mRNA B4z (5 VAL T Rl B e 2 5 (e ik
JET-H) ASAP }% SART3 Mg #itdiPi)n (tumor rejection antigen) HIE &K (Schwerk 4,
2003, Mol. Cell Biol.23:2981-90;Harada%%,2001, Int. J. Cancer 93:623-8) , i K INIH K
SPAEX A B4 R R rh Tt (1 22) .

[0399] AR FLHL KK+ 2 (HSF2) 15 AR v i B IR R 26 18 (Mathew 55, 1998, Moll.
Cell Biol.18:5091-8) . HSF2 th BI/RFEME 5 & LI WEIRAE 2A (PP2A) [MMEAL IV BT g 454
HAR YT B T PRE5, Ik A R E B i PP2A IS BE (1 i (Hong %%, 2000, Biochem. Biophys.
Res. Commun. 272:84-9) , HSF2 [ mRNA /K PLEFT R R A &b FHmr (B 23) .

[0400]  WDR1:WD- EE & A SURIL T EZ AW, FFE T 2 AR e tfhiE 5
S R hEEEEH (Li 25, 2000, Biochem. Biophys. Res. Commun. 274:117-23) .
SR, WDRL FIFAVI ShAE AR 0. R DA A mRNA 7 I 5 00 U 40 i 22 A o e U () 40 i 3R
T (B 24) 6

[0401]  Ftl: BRIEPRRFI P A S8 B T i 75 8 1 45 Gl A AL, HLAE/DN BB )
£ E 5 Rb— S p130 FERIABIT (Lesche %%, 1997, Mamm. Genome8:879-83) . M 4 iuisi 1%
S R AL T A 16 S AR X R 16912, 2, B IAE ABEE b R B KA. 0.4
38 T AR S g AR B IR T AR A B R . FtImRNA [ 7KSPEAE X A T 1 55
[RIan e & T m (K 25) .

[0402]  NME4 ( tBFRAE nm23-h4) & 76 B 40 Mg o b B Rk OF BAESs i B e T i e il
IR A% B IR (Hayer 25,2001, Anticancer Res. 21:2821-5) . NME4mRNA ZEH1 M58
SRR = (] 26) .

[0403]  ADARL: 045 ADARL BT It 2 B8 T dm e i IR B 2L (adenosine—to—inosine) RNA
55 B B AL S AR B B O, TR R A BRI B RE R (Wang 5%, 2000, Science
290:1765) » A & B 27 E 2| ADARL R RIAL T4 1 44t k1 1g21. 1-921.2 B 5
S100A10 F1 ST00AL1 #H [F AT B EHE I P E AKX IR T (Pejovic, 1995, Ann. Med. 27:73-78) .
ADARTmRNA 7EXTWEH BT e i 40 f &= b = (L 27)

[0404]  NBR1:NBRI HJ#fV] /> FIhRER KD (APLEASUIH RN 2 & U IRBIFEA & B 7512
R IL PR FH AN O T 22 R B A Bl DI & B DD REARFAE ) o 7RI T 7R NBRL JE R
BRCA1 LA 3k X3k (Whitehouse 25,2002, Eur. J. Biochem. 269:538-45) , NBR1 A i i& 5 G
SURAHOC . NBRImRNA 7ENTEAHTIE S om 4 e 32 OVCA 429 h7twEr (1] 28) o

[0405]  BE i &2 [ 262/MYM « g 5 A0, 3 MYM B 45 & 2L )7 1 88 3 5 19 2k PR 5K 0 1) 1 IR
(Smedley %, 1999, Genomics 60:244-7) . MR A MK S OISR AHK 281, 5 H Ak
140 25 rP R A BE  BEBEERT IS mRNA FEAL 25 Bt s 4 e R A mr (1 29) .

[0406]  MRPL4 : M LA f Ho 8 TR 5 B S AH G o SR, IG5 BRI A7 T 71 O B398 o 3
SO HE YL R X B, 5 19 4% e 4R 11 19p13. 2 (Pejovic, 1995, Ann. Med. 27:73-78) .
MRPLAmRNA fEALFH I 4h e & s (&l 30)

[0407]  HYA22 : Bt 2E (A e H 85 1 ot AN R 55 B0 B30 AH OG. 2R, b 5 BRI A7 T A B
Fomh 53O A E A R IX G BB 3 4% B 844 1 3p2l. 3(Pejovic, 1995, Ann.
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Med. 27:73-78;Protopopov 2%, 2003, Cancer Res. 63:404-12;Senchenko Z&, 2003, Oncogene
22:2984-92) o HYA22mRNA 7845 MRUEH BT 50 5 (1) 48 28 P AR ST Sse Uk i 4 i &R 7 v (1 31) o
[0408]  Vinexin B :tHFR/E SCAM-1, ILEE R gmbd i ik A o, & A g T a4
Vinexin B . CAP/Ponsin 1 ArgBP2 & H i Z ik (Kioka %5,2002, Cell Structure and
Function 27:1-7) « A AAHIE Vinexin 5P EIE A B R Vinexin B mRNA 7E4L 2451
Mg R T (B 32) .

[0409]  G-CSFR i 40 BB 7% I K 152 7k (G-CSFR) ZEAZLEJRR G INEE 2 RIE,
SR 78 A — 2P IS0 o 491 vh & IR L L AR G—-CSF RAAFEAH R4 f b, iX R BHAZAE B &
WA S (Savarese 25,2001, Cancer Lettersl62:105-15) . fER 4 =22 — KRBT FH,
RIR G-CSF 270 5E 5, 1K 3% B AT REAZAE 55 70 Wb R 48, L v 1) 78 B 4t . m] ) Rk ik 2
P Jes T 20 R d2 Lt 4K (Savarese 28,2001, Cancer Letters 162:105-15) . J& 5% [0 b
PEVPAL 2R AR IE 55 0 W (Toop) WA F BB AL 5 90 S 208 B 3 Wb (axis) HI&
FZHITEAHEL B E (Savarese 28,2001, Cancer Letters 162:105-15) » G—CSF M H. 3244k 40
AT DLAE IE S B SR — 28 ) O S Rg A R R 18 . G-CSFR mRNA 7EAL A Hith 4l e R -
(Kl 33).

[0410]  SRBL : tHFRAE CLA-1, BLIEPR 405 1 1R )45 O v ay (1) G 5 74 00 T 48 e 1 52 44
ClaRiE MR a2 5 7 8 T 40 A DR 5 AN MT2L B (Fukasawa 55, 1996, Exp. Cell
Res. 222:246-50) o AIXLCY L LS R AW B THIEAZ . MWK R SRB1 )R IEH
YN SRR L [B]E ZR o SRBImRNA FEAL A HiPEA M R b T (18] 34)

[0411]  IGFBP-7:1GF &5 £ BT S dls %5 52 W9 R OL, 6 2 B 5 DAAH NG ) 516 R0 g 46 &
IGF-1 F1 IGF-11 (Oh, 1998, Breast Cancer Res. Treat. 47:283-93) , IGFBP-7mRNA 7E4L 2L
Mg R T (B 35) .

[0412] RAB22A J& T Ras /& M Ji [ RAB W X & (Kauppi 28,2002, J. Cell
Sciencell5:899-911) . RAB22A mRNA fEALZEHT I 4H U 28 Hh B AR I £ X MR S It 1 452 5t ) 4
Mz T m (1 36) .

[0413]  KTAA0082 :KTAA0082 J2 ¥ H 2~ JTHE B4 KCEE R o b2 PRI F) mRNA & 3K 76X A
A4 RED T (B 37,

[0414]  NCOR2 :3X &5 SMRT %5 AHOC Iy L3 il 8 2 5T, Hoair A AR IR 2= 2 AR e 1)
M EHAEH 4581, (Jepsen and Rosenfeld, 2002, J. Cell Sciencell5:689-98) . LXK
mRNA AR TEAL 22T 41 B 35 A 5 7K1 A G0 BB AU 1 4l il 32 P 9K BRI (] 38) &
[0415]  MTL : & JEBR AR (1 1L (MTL) (FORS #2635 Dh RE R S0, {0 LA AT B 0F 5T L8 408 MT K
SELEXHEAAE BT R AR O Sy i b 75 (Andrews and Howell, 1990, Cancer Cells
2:35-43) JF HF MT & R %% 4% 16 40 B 22 i % 40 4 B (Nakano %5, 2003, Anticancer
Res. 23:299-304) o #f& AN MT X5 T4 MBI 255 70 M 5 b « DA T 3 i 40 ot B 3k 250 7 A i
MEHIBE A YEH (Nakano 28, 2003, Anticancer Res. 23:299-304) , FJ& ) +E, MTImRNA (]
IKP B AR A S UK 40 i (Hey) @ T (Kl 51) .

[0416]  MPP10 :M#Hf% R 1 (MPP10) KRELEUZEMHK (is mostly cytoplasmic) &, (H'E
A LA oy uh I HoR R U3 A/ Mz sz a4l sy . WA S d4idEn
(fibrillarin) 3LE47 (Baserga 2%, 1997, Nucleic AcidsSymp. Ser. 36:64-7) 15 J rRNA
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N T o WA IR IE I PR B ) 5 O S AH OC o MPP 1O SR 7K1 XS WAL ) A ek 1
bor g m & 52) .

[o417]  SEjifs) 3

[0418]  SPARC 1E A ¥ 7 #EbR ) 44 SM 50

[0419]  SPARC 7EMEAPTIE S o 4N fe 2 (OVCA 429) ) 3 1k 7K P FHAAE HoAt 4 38 40
A HIRIEIKPT 5 2 A ) (B 4) o Ak AN £ 11 B0 YRR B (adhesion) Fffg
PEAR BE g i e AR N 1 2 23 S A A 7 AR e P R AR I - 2548 (Ledda
21997, J. Invest. Dermatol. 108:210-214) ,

[o420] £ W 7E HX B 98 K & U1 B R (cyto-reductive surgery) A B A~ 1k & R
FOMNMHEFEMECOLE KN EKFEA P SPARCH K IE (K5, MR H T
7= S5 M B O R Ak i B (arise) SPARC F) P B %5 5% ) ;Ledda 28,1997, J. Invest.
Dermatol. 108:210-214) » A Ji SPARC ) K 1A /K P & 25 F+ = 3 5 L U5 = AH
Ko W %245 A 5 H At 41 B 57 A B X0 52 A 19 R I — 3 (Golembieski %%,
1999, Int. J. Dev. Neurosci. 17:463-72;:Briggs 2¢,2002, Oncogene 21:7077-91 ;Huang
and Wang, 2001, TRENDS in Molecular Medicine7:355;Lollike %%,2001, J.Biol.
Chem. 276:17762-9) , iX 3 B Ft (=1 ¥) SPARC R 1K W] LI A7 5 B FH 22 95 7 i OF S 988 A1 1) L
S 7Y B SE A T R R RTINS (predictive) o

[0421]  Jfy 7 IR A2 A5 BRALCAE o 1tk s i 1T DN SE98 40 i 3% OVCA 429 i) SPARC i I iR ik
IKP 2 BRAR G B (R PR (K B 0, vt =R XS SPARC (B AE AN [RI XK siRNAs. T FH I
SPARC siRNA /& :

[0422]  #1 #0J%41) :AATCC TGT CCA GGT GGA AGT A(SEQ ID NO:1);

[0423]  #2 #%%1) :AAGCT CCA CCT GGA CTA CAT C(SEQ ID NO:2); Al

[0424]  #3 #5551 :AATGA CAA GTA CAT CGC CCT G(SEQ ID NO:3).

[0425] AU AR K] siRNA 150 FH siPORT Lipid 772 (Ambion) SK#HAT . 7EHEYLRT 24 /)
IR 4E f 3z A (plate) 7E2 10%FBS [#) MEM oo B3 7255, BT DA4N B AEHEAT IR 36 1) 30-70% ¥
Ji& (confluent) . G FBS BRHLAE 8575 #1145 siPORT il siRNA H-54. % T siPORT,
XTT 6 FLAR CLREAL 4 T s T 96 FLAR CLERAL 0. 5 T I A5 75 5%, i i ek % 1R &
FAEFIRIEE 25 7080, KT siRNA, f# FIER ZRFE P AR 1-25nM (5 AE T 12, 5nM) IR FE
(1) siRNA. 4 FTid siPORT I AFTIA siRNA VRGH), HAE SRR T 20 7380, 6 H JCin g ks
FERVLIR AN M5, 45 BTk 4 i o N SFAR. (48R 96 FLARES, LA S 4. 5x LOZR 4L ; {1 6
FUAR I, AR 1-5x LOPREFP AL ) o ¥4 siPORT/siRNA S2EM N EIBEA TR / FLIHHEF I
5)) (rock) “PHRAE R AW BEAEG MR . 46T IEF A R AAHEE 4 /DG, 5 754k
T 10%FBS RS FEE AT IR . 48 /NN 5, $2HLE RNA.

[0426]  HR#E A E UL A4S (Ambion) HIPTIA siRNA fa AR YLl il . %F T~ 6— fLAk, H
12. 5nM siRNA/ FLoRH Gy, 7E 1:100 FIARE R — X P4 152U siRNA 1K) 0D, 52X 44 ik 132
B IIHL, AR5 Fe AR B R AR S5 e LA 40 (ODgeo 4y 1 55 T 40 1 g/ml ] RNA) SR 15 3] siRNA
) wg/ml JEWE . Bz F 5L, 14 (4F Inmole “F3 K 21mer ) dsRNA HH ¥ RNA ) 1 g
%) KA siRNA ) w M SRR, R G 5548 I B M 3R oR .

[0427]  IXLEHFGTI G5 R WKL 48 Frose B = siRNAs PRI L840 i 47 () SPARC mRNA
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Ko AU siPORT BUAXH siRNA#2 5 SUBEALTE AN i A 27~ AT SPARC mRNA ik [ 2 2% B&
fiko AT, BAEPTA —F siRNAs (A G AL BEHEIA — L3R (K] 48) .

[0428] AT T 4F SPARC siRNAs fF{EHT OVCA 429 4 AA-H HLMERIBE ) o Fridk 4 i
A siPORT AL BEERA ] siRNA#2 A7 SCREEK SEHE (1) s IRNAR2 F 5% o 1l Pk 4l B e 4% 4 o ik =
(recover) 48 /NN, SR fa R 2 G AN I AE B80AE DA X B ERDRH S R B2 1) DMSO AT b 38 . A B
A0 R e T IR 25 24 /NI, 2 R BRI 254, FEAE R 4 MR AR KR 72 /IR . T MTT
I3 TR VAL SHe AL FE G A0 M AR A7 D s o 25 5 ILIE 49 B B 50 SRR T AR BT TR 4
ML s2 ) i i 25 F o PR R 7R 70 2 8 TR BT 58 3811 s 1 RNA#2 A3 ik 41 i o] {8 &
MIRIPUHEACEIR: (AUH siPORT A SCREAL I 1% BRIF 1C,~25-50 u M BII7EH siRNA#2 4k
HUS 1Cs ~12. 51 M) o

[0420]  JXLEIRIG K45 SR B SPARC 42 B SLR V6T It #EAR Jbnid .

[0430]  sEjfEfsl 4

[0431]  MetAP2/p67 {E A4 IA YT HUbR I (A b S 46

[0432]  MetAP-2/p67 s X Ly B8 & 1 5T, H P9 A I RE XJ 40 Mg A= K 4B 3 2 (Li and
Chang, 1996, Biochem. Biophys. Res. Commun. 227:152-9;Wu %%, 1993, J. Biol.
Chem. 268:10796-10801) » {E—FP e, ik &5 L 45 & LAV IGHE F 2 (eIF-2) Jf
FHI L BERR AL, T AE 55— M DR B 1) C- Rom s M B A AL 2 Pl fo ot B s N- R
R K AAIEEREE (Wu 28, 1993, J. Biol. Chem. 268:10796-10801) . eIF-2 [{ITfRAL 0%
T EREIEERE (repertoire) , X ARVIEAF KRR SEIIEA R BE . 540, ERAR
KBS MR TR O e R B, AL N- Runl AR E FEERA K (L
and Chang, 1996, Biochem. Biophys. Res. Commun. 227:152-9)

[0433] SR EH M1 EF (Aspergillus fumigatus) WIHH ih%F 25 5 LA BT [ R 49 TNP-470
I 54 TN H] MetAP-2 {H AN B35 A 20 1 MetAP-1 (IR R R ZIKEHE T (Griffith 4%,
2998, Proc. Natl. Acad. Sci. USA 95:15183-8) o i Y3 FH HH fth 25 22 AL PH 22 Bl AN [R) 4 it 24 280
SEMetAP-2 FK AT E 2 EE K (Wang 25, 2000, J. Cell. Biochem. 77:465-73) ;#5iA 4i%
A o 3d ik T v LR R KPR IE B Me tAP-2 ThREE k.

[0434]  ASCHEAKRIE LR OVCA 429 LU IEA S BBUR I AT L 3R Hey 2RI T KL 7 %
1] MetAP—2 ( &1 8) o Northern E[JIE /3 BT UE BHAE IR IR b Me tAP-2 3R 1K 7K 5 36 T i
AT B AR i R i 5 T A B9 BN MetAP-2mRNA 7EHTME S 5 1 3% (CAP3)
AP I R 99 R (CAPL) HIIKFRR 4 3 A% &2k TR ALy B b 4%
UK 1) 2R R I H 551K Me tAP—2mRNA 7K~

[0435] AT ZE T MTT {50 B, Horp A S g 0 ot 25 2= FH S g L AR FH AN TR B2 1)
IR AR o 25 25 20 A AL PR OVCA 429 20 ik 4, 8 Fl 24 /i . BTk &5 5 LI 40,41 F1 42
Frirs. B 40 BB SR 73 BESE 00 5 26 OVCA429 4 ofF s /R . g 3| — L8
HMIFET, {H 221K 80% 1) AT il 40 o FL 22 AEAR oy XU ith 25 Z M REA7 5 o R B L) ot 4k B2
WA (R A IC, A K2 100 u MR . BR T MEH/K-F &2 40 0. 1w g/ml M &=
(RIAELEAT 1O, PR Z RZ) 50 u Mo ARTM, 725 10 1 g/ml A i 25 25 A7 76 Ik FH LR A 25 440 o g7 B
TR0 L A TE A, 1C50I 8 K2 200 1 Mo

[0436] A% e iR B I IA) A K RE, AR AE 0. 1w g/ml 4 ith 5 2 47 76 I8 4 F 16 5, {5 78
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10w g/ml 0 i85 2= A7 A0 I FHURE A B Pk 40 B s FHAE s (1 41 R 42) o XSl 5245 3L
P AR it 2 2= AR B T R E, IF Bk 259 5 In I th REH BT 52
MR IET

[0437] Dz il-#E i) Me tAP—2 {5 A (AN [F] DX 45 1) —Fh siRNAs (& 43) , Seff 2 #iHi) Me tAP-2 3£
EHIRE . MetAp—2siRNAs 42 :

[0438]  #1 #1751 :AAAGA TCA GCA TTG GAA GAT A(SEQ ID NO:4)

[0439]  #2 #0J%41) :AAGCA CAT CGA CAA GTT AGA A(SEQ ID NO:5)

[0440]  #3 #0J%41) :AAACA GTG CCG ATT GTG AAA G(SEQ ID NO:6)

[0441] & 44 B/ T siRNA#L %f T OVCA429 A [ MetAP—2 ik /K F K 52 ma . Ko HE 41 i FH
BMEIAHTR] siRNA [ OB e s 4% Y7 (siPort B ) b3, RUAS 4% Yo R A
& 100%, FH siRNA#1 % 4% By ik 40 i H £ 487 MetAP-2 FRIKJK P98 . X T GAPDH 7 Al L6 41
J R R 2R IR K P J LT AN 21 52 1), 3K 2% BH 6 PRI 3R 18 T8 5 AN 2 IX BB Ab R K e . 5 Ak,
siRNAs#2 I #3 AbFE T IR A fAS 25 Me tAP-2 FRIKFEK .

[0442]  Y4PH T MetAP-2 [RIZEIK I, T ik B siRNA#L . BB KA SUBE #1. 88 S siPort fig
L H 5 R AR EE OVCA 429 41 fuk Al OVCA 429 XA~ EHIMERIBE ). FIPTIR siRNA L
A8 /NI 5 P IR 4H B e T A [RIUAR EE FRRUEE B8060 A B2 195 511) DMSO 18 24 /NiNF o 8 5 iR
4 LI UL 45 7R . X462 B siRNA#L [RAFAEAE OVCA 429 ) TCx M 25 1 M BRAK
FIRZ) 3uM. & 46 BIRAERAT MTT 4387 J5 17 96 FLAR IR F o

[0443] A pEIXEELE K B MetAP-2 J2 V897 T LU0 SLI8 4 AR o

[0444]  SCJEfH) 5

[0445]  {F OVCA 429 4 Jifg |1 7545 &5 1 2 F1 ST00AL0 1 K vay7 T #EFR & SL00ALL FRIKF%
IR A MAL

[0446] 549728 ( AL A 2)

[0447]  H bk iyl T 88 ) AR5 2R A 2 15 A8 0 AS [R] X S = Fh siRNAs o 7545 28 A
2siRNAs #& :

[0448]  #1AA GGC ATA CGC CAA GAT CAA C(SEQ ID NO:7):

[0449]  #2AA ACT TCT TCC TGA CGA ATC G(SEQ ID NO:8); Fil

[0450]  #3AA ACG CTA TTC AAG ATA TTT A(SEQ ID NO:9) .

[0451] 4 FTiRH B4 siRNA 5\ OVCA 429 400, & 53 Hox{E OVCA 429 48 i o {3
(knockdown) RIGHIZE R . H FIRTT S, JFA) #1 F0 #3 5] 7 IR R E K HRIRZ) 50%, )
A FH 22 i BE R B AL PR AL 75 s1RNA#3 ¥ OVCA429 4. 38 OVCA 429 4 1C, /L%
& TPTIR 25 24 /N 5 2 K2 25 w MEEA . W] 54 s, 585 88 1B 2s iRNA#3 AT 1C, f4
fIREN 3. 12w M, AT 55 BT 3 40 RORE B0 (R AU P s o I L, IR B T v 1) 77 485 25 1 g )
#0551 T (ALLN) 725 EA A% 75 8 eI A 3 OVCA 429 4. W1 55 Fiow, 2EM4AAF LI ALLN
fFIX LA 1) TC, PR T 12. 51 Mo [RIHEXS - OVCA 429 40 J Xk A i sk, 7 85 85 R
2siRNA#3 HA L ALLN BRI 5200

[0452] 756595 (S100A10)

[0453] %1 XT SI00A10 fE i8¢ T =P siRNAs:

[0454]  #1AA ATG GAA CAC GCC ATG GAA A(SEQ ID NO:59);
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[0455]  #2AA ATT CGC TGG GGA TAA AGG C(SEQ ID NO:60); Fi

[0456]  #3AA TAA TGA AGG ACC TGG ACC A(SEQ ID NO:61),

[0457] 41Kl 56 FT71s, siRNA#3 5 OVCA 429 40 TC, M 25 u M PR H 6. 25 1 M AT, M
T T BT 40 X I P Uk

[0458] 810612 (S100A11)

[0450]  H bk J5 vk ¢ vF T 7] S100ALL 15 AF 1 A [A) X 880 () = FF siRNAs. T i
S100A11siRNAs J& :

[0460]  #1AA AGG ATG GTT ATA ACT ACA C(SEQ ID NO:10):

[0461]  #2AA GAA ACT GGA CAC CAA CAG T(SEQ ID NO:11): FH

[0462]  #3AA TCT GAT TGG TGG CCT AGC T(SEQ ID NO:12).,

[0463] 41 TR siRNA 51N OVCA 429 4, &l 57 BoxH FiR 777 siRNAs#L Al
2 4318l T OVCA 429 40 i rh 1 25 PR SR A 7K I8 50% T 25%.

[0464]  SCJEfH] 6

[0465]  MetAP-2, SPARC, FZF587 1 —2, STI00A10 Al ST00A11 75 & g o [ 8 3k

[0466] M BD Biosciences, Inc. (San Jose, CA) 351345 1% cDNAs B R] i W HI VS R4, ‘& AT]
53 A5 B AR R 21 23 A A i g AL 2R ) Ak

[0467] AT 5 £ SZI PCRAIR ISR 72 Me tAP-2, SPARC, S100A10, ST00A11 FH 7545 55 (1 2
TEIE R G AR M 25 I A2 P R B K. Bl 58 BoR T MetAP-2 £F 5 XFULEL K45
cDNAs H R ERIE K o 1204 2 B HL b g 44 28 35 1R I eDNA IR 3R 8 KA T L DL Bl i HE
JH9es cDNA 3 25 i (R BHIC; K158) o I3 — 44 B3 B s M cDNA AHXE T VL AR
JH988 cDNA A A BRI R IS T (AR A; & 58) o« fE OVCA 429 P IRIEK-FA HAEZ I
DART R0 IE B T AR 48 e AT R mT LUE I Me tAP-2 $IF) TNP-470 SR 7 (Tanaka
4, 1995, Cancer Res. 55:836-9) .

[0468] 59 S R AN T E AR UEACAE M8 cDNA 1M1 & » SPARC mRNA ffJZRIE/KF-AE 5 /ML
B AR 4 AN TR B 60 B R TE T VL LR £ A, ST00ATT mRNA )R IA K1 4H
eI UEECAE MR cDNA T 51 o B 61 5578 7E 5 AN TR EC IR FEAS 1) 4 4, ST00A10mRNA
[FIZRIEACEARX T AT VT ECAE M8 cDNA Ft . Bl 62 S n7E A VL EC s e A, 7545
F S —2mRNA IR IEACEARA T eI UL ECE M8 cDNA 5o

[0469] {4 =% pE X b U %2 45 B i 7% MetAP-2 LA &% SPARC, S100A11, S100A10 I 5545 55
-2 4 e B IR YT AR o

[0470]  SCjtEfH] 7

[0471] Gl 55 Ho 43 wh 7R 4 | [ 0 ELTSA

[0472]  FHALXT H RIZER PP Atk 96 LGRSl . 25400 B4 4iAb i) w40 P R K]
PR E SRS, I T A e B bRV 1 4 AR JE R S IR B B AL . 55
PR AT 7 K e/ MEFFTE4° CIRE JL/ADIN A i h B I B IR Eh &2 b #h 7K (PBS)
PEBRFTIR AL 3 ¥R F5 300 1 1 [ EF AR (PBS 119 3%w/v A% (fish gel solution)) fi
NEAFUIFEZEIREE 2 /Do B S BT A PBS SR ITIAAL 3 K. RaH SR
FAL BRI A E DR ISR SL (FRFL 1000 1) HFAESIEIRE 1 — 2 /8. BUE BTk
LR FFH NP-40 %59 (PBS H1 [ 0. 05%v /v NP-40) JEVFTIRFL 3 Ko 4G BRI I8 o 76 205
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[ & FLINN ABTS (Rockland Immunochemicals) ( £4L 100w 1) 30 2%k, I FHE B F5 0K
TLELARAE 405nm SEHUROE BER AT I o 4 SR A M PR IS (5 15642 (alkaline phosphate
conjugate) MiASEiL 5 ACYIEE, 354 H pNPP (Rockland Immunochemicals) A~ +& ABTS 3k
R 254 o

[0473]  — HARYE A 4lidb 25 B 50" A bRt i Ze o 1R HE B, ST — S8 AN SR RE 1R 52 1K
RN — S 2 W7 BB R B R P 1 BB R AT AL, SR e LA BT R 2R R A I TNk
FEE O o e i A ) T 0 ] ke o 12 [ T ) T 2 ) 8 O S ) A AR AR R I R
BICHEARATT 5 AH B (1) 28 2 BOC T e PR e 52 1838 A X 40

[0474]  SCJEf5] 8

[0475]  siRNA- A SHFLRIFIE “RiBR”

[0476]  HR4E 40 IR K77 52, KL I XS 2 P Ak RURE 5t () siRNAs 71 O 5308 40 i &= PRI (B
“HAE) AT AR RE T AERFIURLS T, AHXT T AR siRNAGC- & & VL AT X
(JE%F 51 ) siRNA (2K B Dharmacon, Inc, Lafayette, CO) £ 56 JLAF siRNA. A Lei56H, t
AFEFAI X R (EALTE ) o ISP AR TRl siRNA ANFEITAEAL . Pk BLAREE R A X
B HARFLR) siRNA 40 0L R

[0477] 1. 4% T %1% SAPK/Erkl [ siRNAs (L36870) :

[0478]  L36870(726147)

[0479]  #14EFE%1) (SEQ ID NO:64) :AAA TGG GAC GAG GAG CTT ATG (Z&T-4wh5F 41K 320bp
Ak )

[0480]  #241FE%1) (SEQ ID NO:65) :AAG CGC ATC ACG ACA AGG ATA (& T-4wt5 % %1)(K1831bp
Ak )

[0481]  IXTHANF AN INBRAE T SAPK FIKIE, #2 F4I{# mRNA 7K 7P T 60%.

[0482] 2. 4% T4 X eEF1 e [ =Fh siRNAs (BC005291) :

[0483]  BC005291 (306921)

[0484]  #14EJF%1) (SEQ ID NO:66) :AAC AGG ATT GAC TAC TAT AGC(%&T-4RH5 )% 411%) 123bp
4k )

[0485]  #2ERJF41) (SEQ ID NO:67) :AAT ACA GGG TCA CTC AAG TAG (4& T-4wb5 % 41K 227bp
4k )

[0486]  #3&ESF41) (SEQ ID NO:68) :AAA TAT CTT AAT GTG TCT CGC(%&T-4wb5/F 411K 412bp
4k )

[0487]  #1 FIl #2 BRJFH TN RS T eEFL e [R5, #1 JFHIE mRNA /K EFRIK T 65%.
[0488] 3. #i|4% T %1 *%F G-CSFR [ = siRNAs (M59818) :

[0489]  M59818(809639)

[0490]  #1 #BJ%%1) (SEQ ID NO:69) :AAG TGT GAG CTG CGC CAC AAG (4fT-4hdfE %1% 793bp
k) o

[0491]  #2 #UFE%I) (SEQ ID NO:70) :AAG AGC CCC CTT ACC CAC TAC (I T4 551 ()
1666bp 4k ) o

[0492]  #3 ¥UFE%1) (SEQ ID NO:71) :AAC AGG AAG AAT CCC CTC TGG ( 4h T4 & 41 )
1957bp 4k ) »
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[0493]
[0494]
[0495]
[0496]
4k)
[0497]
Ak )
[0498]
Ak )
[0499]
[0500]
[0501]
[0502]
Ak)
[0503]
Ak)
[0504]
Ak )
[0505]
[0506]
[0507]
[0508]
4k)
[0509]
Ak )
[0510]
Ak )
[0511]
[0512]
[0513]
[0514]
Ak)
[0515]
Ak)
[0516]
Ak )
[0517]
[0518]
[0519]

#1H #3 BLPAIBRAS T G-CSFR ERIA K, #1 4148 mRNA 7R T 53%.

4. #1457 EERF ARA9/XAP2 [ =Ff siRNAs (U31913) :

U31913(814731)

#1 ¥ %1 (SEQ ID NO:72) :AAA CGT GTG ATA CAG GAA GGC (HH T-4mh)F41) (1) 48bp

#2 BUFES (SEQ ID NO:73) :AAC AAG TAC GAC GAC AAC GTC(U&F-4mhid /¥4 775bp

#3 HUEH (SEQ ID NO:74) :AAC GTC AAG GCC TAC TTC AAG (Z5TF-ZRh5 )% 411#) 790bp

#2 FI #3 B P HIELT ARA9 RIE (K, #3 JFHIE mRNA ZK-FFEAIK T 50%.

5. 14 T & Xt RNPS1 ) =Ff siRNAs (AF015608) :

AF015608 (897594)

#1 #EJF%1) (SEQ ID NO:75) :AAT ATT CAT ACG GCA TGG ACT (45 T-4mh3)F411 327bp

#2 BBF%1) (SEQ 1D NO:76) :AAC CTA AAA TAG AAG ACC CCT (U&T-4wtl %11 680bp

#3 BUFEX (SEQ 1D NO:77) :AAA AGA TGC TGA CTC AGA AAA (U5 T-4RH% 3411 752bp

FITA = AP 50 B T RNPST [1J3RIA, #1 [ 44E mRNA 7KFFRAK T 35%.

6. 4% T 44 Fused toes HI=F siRNAs (BCO01134) :

BCO01134 (321247)

#1 88741 (SEQ ID NO:78) :AAC CTA AAA TAG AAG ACC CCT (4 T-4mhdfF%1)f#) 680bp

#2 BUFES (SEQ 1D NO:79) :AAG ACC CCT ATG CAA TTA GCT (U&F-4RHL /%4111 692bp

#3HUE41) (SEQ ID NO:80) : AAAAAG CCT GAA GAA CAG CAC(U5TF-4wtd 411 769bp

A =PI T Fused toes IIERIE, #2 J7 4148 mRNA ZKFF#AK T 43%.
7. % TEFRTRIES B A A =F siRNAs (BC005214)

BC005214 (34140)

#1 #LJ%%1) (SEQ ID NO:81) :AAA TGG GAT TTA ATG CAT TCA (4 T-4wh3)F411K 323bp

#2 BBF%1) (SEQ 1D NO:82) :AAC TTC ATG ACT GTT GAT CAA(L&T-4wtl %411 379bp

#3 BUFEX (SEQ 1D NO:83) :AAC ATC ATG AGT TGC GTC AAG (U5 T-4RH% %1 419bp

FITE =N B I AR T R85 8 A R IE, #2 J7 5148 mRNA KB T 83%.
8. 4 T4F*T SRB1/CLAL/CD3611 1] =F siRNAs (BC022087) :
BC022087 (756687)
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[0520]  #1 #EJFEA (SEQ 1D NO:84) :AAG CAG CAG GTC CTT AAG AAC (U&F-4h5F41)1% 109bp
Ak )

[0521]  #2#EFF%1) (SEQ 1D NO:85) :AAT CTC ATC AAC AAG TAC TTT (45 F4wb % 4fr 565bp
Ak )

[0522]  #3¥EJF41 (SEQ 1D NO:86) :AAT TCA GAA CGT CAG CAC CTG (U&F-4mhs)F41)11981bp
Ak )

[0523]  #1 Fll #3 ¥EJEAME#F SRB1 FRIABFAK, #1 /7 F)4E mRNA 7B T 60%.

[0524] 9. %4 T %1% KIAAOOS2 [ =Fl siRNAs (BCO31890) :

[0525]  BC031890 (825293)

[0526]  #1 #EFEF1) (SEQ ID NO:87) :AAG AGG AGA ACT GAC CCA GAA (U5 T4t 411 4bp
Ak )

[0527]  #2%EFEZ (SEQ 1D NO:88) :AAA TGA GCG ATT GGA TGG TGG (U&TF-4h5 ¥4 1% 509bp
Ak )

[0528]  #3 #EFE%) (SEQ ID NO:89) :AAG ATC ATC AAG GGC TCC AGT ( 44T 4atd FE4 1
2164bp 4b )

[0520]  #1 JEHI{# mRNA ZKSEFRA T 65%. #2 F1 #3 FEFINT mRNA ZKFETCAER .

[0530]  10. #4% T 4% eIF2B ¢ [ =Fh siRNAs (BCO13590) :

[0531]  BC013590 (1630998)

[0532]  #1 #EJEA (SEQ 1D NO:90) :AAT GTG GTT CGA ATA ATT ACA (U&F-4mh5)F41)1% 352bp
Ak )

[0533]  #2#LFFF1) (SEQ ID NO:91) :AAA CTC GAG ATG ACT TTG TGC (45 F4wbd /% 4r 800bp
Ak )

[0534]  #3 HEJF%) (SEQ 1D NO:92) :AAT CAA CAG CTG CAG AGG TTC( 4T 4whd JE4) 1
2098bp 4b )

[0535]  #1 FEAI{# mRNA 7K FERAK T 57%, #2 FEAAE mRNA /K S FEAK T 54%, 1M #3 J741) 48 mRNA
KRR T 43%.

[0536]  11. #il4& TP IABE A 2 =5 siRNAs (D83735) :

[0537] D83735(713886)

[0538]  #1 #EFEA (SEQ 1D NO:93) :AAG GAT GGA ACT ATC TTA TGC (U&TF-4h5 74111 163bp
Ak )

[0539]  #2%EFEA (SEQ 1D NO:94) :AAT TTC GAC GAT GCC ACC ATG (U545 4111 457bp
Ak )

[0540]  #3%EFEZ (SEQ 1D NO:95) :AAC CGA CAA GTG TGA CAA CTC (U545 F41)1% 708bp
Ak )

[0541] BT =N ABAESE R SR IS A PR, #3 J 1A% mRNA 7K P PR T 75%.

[0542]  12. 4% T %l XF HYA22 ) =F% siRNAs (D88153) :

[0543] D88153(123980)

[0544]  #1 ¥EJFE4 (SEQ 1D NO:96) :AAA GAA ATG TGT GGT CAT TGA (U&F-4mhs)F41)1%1 507bp
Ak )
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[0545]  #24RFE%1) (SEQ ID NO:97) :AAA TCG ATG GAA CTA TAC ATC (I&T-4wb5 41K 596bp
Ak )

[0546]  #341/F%1) (SEQ ID NO:98) :AAC TAT ACA TCA GGT GTA TGT (4&T-4wh5 )% %1)(K 606bp
Ak )

[0547] PTG = AP AN BAE R R I AP FRAIC, #3 /374148 mRNA ZKFFEAIK T 60%.

[0548]  13. 4% T 4% CA 125 =7l siRNAs (BCO09808) :

[0549]  BC009808 (CA 125)

[0550]  #14EJ%41) (SEQ ID NO:99) :AAT GGT TTC ACC CAT CAG AGC (& T-4wb5 ) 411K 235bp
Ak )

[0551]  #2 #E/%%1) (SEQ ID NO:100) :AAG GGC TCA GCT ACA TTC AAC (%G T-4mhs 741
2203bp b )

[0552]  #3 #E % %) (SEQ ID NO:101) :AATACAACG TCC AGC AAC AGT ( 4& T 4% 15 I %) 1)
3380bp 4t )

[0553]  #3 JEHIAE mRNA ZKSEFRAK T 50%.

[0554]  14. #HI4% T &% HMT1 AT siRNAs (AF222689) 3145 Hey 4H Mt ip HE4T 1R 56 -
[0555]  AF222689

[0556]  #1 #F/%%1 (SEQ ID NO:102) :AAC TCC ATG TTT CAT AAAC CGG (4f T-4mhd)F31
202bp At )

[0557]  #2 #UF51 (SEQ ID NO:103) :AAC GTG TAT GGC TTC GAC ATG ( 4& T-4whd 511
619bp 4b )

[0558]  PWHNFAI AL FRAK T HMTImRNA [ 1A, #1 JR IR T K2 70% 17 #2 J7 5B
TN 60%.

[0559]  15. 4% T &4 MPP10 [ =Ff siRNAs (X98494) Ff:7F Hey 4 fu rh b 4T 56 -

[0560]  X98494

[0561]  #1 ¥/%%1 (SEQ ID NO:104) :AAG TTC CAG AAA TCT GAA ATA (L& T-4hdfE 511K
357bp At )

[0562]  #2 ¥J¥41 (SEQ ID NO:105) :AAG AAA ATC CAG AAC ATG TAG (4& T-4wh5fE 511K
1043bp 4t )

[0563]  #3 #U/E%1) (SEQ ID NO:106) :AAA ACA GTA GCT TCG GAG AAG 4 T-4whd 541 ()
1414bp AL )

[0564] BT —ANFHIIFRAK T mRNA [F3R1K, #1 JFA0FRAK T 43R 90%, 1T #2 1 #3 [751 7
FIBEAR T K2 30% F1 40%,

[0565]  16. 4% T £1% IGFBP-7 [KIP§ 4~ siRNAs (BCO17201) JfAE OVCA 429 iFATiRE .
[0566] BCO17201

[0567]1  #1 #BJE%1) :AAG GTA AAA AGG GGT CAC TAT (U&T4mhd)E %)% 583bp 4k ). (SEQ ID
NO. 107)

[0568]  #2 #BJEHI) :AAA GGG GTC ACT ATG GAG TTC(UET4uh)F 411K 590bp 4k ). (SEQ ID
NO. 108)

[0569]  SXFHEAHEL, £ #1 JEAUME mRNA 7K FEAIK T R4y 60%.
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[0570]  17. f|4% T %1% NM23-D 11— siRNA (BC004880) -7 OVCA 429 48 i rh i 4T iR 5
[0571]  BC004880 (203003)

[0572]  #3#E/F 4 AAT GTC ATC CAC GCC AGC GAC (UH T E 55— ATG #2 (1) 442bp b ) (SEQ
ID NO 135)

[0573]  EXFHEAHLL, A #3 JEA14E mRNA ZKF-BRAK T K2 50%.

[0574]  18. 4% T &FXT WDRL f) =7Fh siRNA (AB010427) FF7E OVCA 429 40 rp HEAT iR 5 -
[0575]  AB010427

[0576]  #1 /551 :AAT GGA AAG TGC GTC ATC CTA(UHTF BEE—4 ATG #2[# 106bp Ab)
(SEQ ID NO 136)

[0577]  #2 /551 :AAG TTC ACA ATT GGC GAC CAC( AT B —> ATG #2# 544bp) (SEQ
ID NO 137)

[0578]  #3 #BJEHI) :AAG TGC TTC AGC ATC GAC AAC(ZET HE—A ATG #2111 1309bp) (SEQ
ID NO 138)

[0579] L5 0F HEFH LU T (X0 B 571 BB AIC T mRNA K, #1 BRAC T K4 85%, #2 FRAIL T K4
75% 1M #3 PEAK T KL 70%.

[0580]  19. Hil#& T4 X Vinexin B [¥—Fh siRNA (AF037261) FF-7E OVCA 429 &l g k4T
f& iy,

[0581]  AF037261

[0582]  #2 ¥EJ¥%1) :AAG AGT TAC CTA GAA GCA CCT(SEQ ID NO 139)

[0583]  #1 A1 #3 17 41) 55 5% FEUMH L AN PEAIK mRNA [RIZK -, (H B 060 FEAREG #2 487 mRNA AKX T
KZ) 50%.

[0584]  20. Hil#% TEFXT KLK6 [f) =Ff siRNA (BCO15525) F£7E OVCA 429 40 g rh E4T 185
[0585] BC0O15525

[0586]  #1 ¥{J¥%1) :AAA AAA CCG AAT CTT CAG GTC(SEQ ID NO 140)

[0587]  #2 ¥{UF%1) :AAA CTC TCT GAA CTC ATC CAG(SEQ ID NO 141)

[0588]  #3 ¥4 :AAC TGG ATC CAA AAA ACC ATT(SEQ ID NO 142)

[0589]  #1 HUJF 41 5 %t HE AH LL V78 FRAE mRNA 7KF, {2 5 5 BEAH LL #2 {8 mRNA FRAE T K4
42% 1M #3 4 mRNA PERAE T K2 55%,

[0590]  21. #1148 T4FRF eIF5 H—Ff siRNA (U49436) JF7FE OVCA 429 40w #4705
[0591]  U49436

[0592]  #1mRNA #EJF41) :AAT GAC CGT TAC ATT GTC AAT(SEQ ID NO 143)

[0593]  #2 il #3 HB)F 41 5 4T UM U AN BRAIK mRNA R 7K, {H 5 X6 FEAH LE #1 48 mRNA FEAIC T
KZ) 59%.

[0594]  22. iHil%& TAFXTEEFR ER 1 262/MYM [K)—4> siRNA (AB0O07885) J-#F 0VCA429 4 fi
AT -

[0595]  AB007885

[0596]  #3 /5541 :AAA ATA TGG GAA CCT ACA ATA(ZET HEE—AN ATG AZ[#) 3058bp Ak )
(SEQ ID NO 144)

[0597]1  #1 il #2 HEJF 41 550 UM EE AN BRAR mRNA R 7K, {H 5 060 FEAH L #3 8 mRNA PRI T
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K1 45%,

[0598]  SLififs] 9

[0599] L HEIESEFER FI RSN D BE I A -

[0600]  ELf& siRNAs M43 OVCA 429 F1 OVCAR-3 4 ffu o N5 401 (e ek 11 % 7, A G b 1
SEHAR] 3-5 PR FEATRI o ZEREAME] b, S A R HE AR R S ME siRNAS 7 7F I 3
o, (HANLEAERE M (G ) siRNA A AE I 878 B XS IR (R AR ) rhifass . b 2R i ok

IR AT AAE D) fE L 5 B SRR 40 M 38 7 AR R I A ok . a5 RIC R IR 4.

[0601] & 4: PRSMREARURME R 56
[0602]
— . OVCA | 429; s pid OVCAR-3:3F
BEF 24 | Vag | 429 ML | 4aMdnky | OVCARS3 | Mi4dineg
¥k #AM | @R RE R
M59818 G-CSFR #1 P &
ARAg & t=4 324 324
U31913 AP 2 #3 2 Z 2 P2
AF015608 RNPS1 #1 P -4
BC001134 | Fused toes ) 3 2 P A
BC005214 | #45% 4 # 2 £ P .
BC022087 SRB1 #1 P 2 £ P
BC031890 | KIAA0082 #1 & £ P-4 2
ABO007885 | 4%35% 4 #3 7 b3 P-4 2
BC004880 | NM23D #3 % . P 7
AB010427 WDRI1 #1 & F-3 2
elF5 a g
U49436 oIFSA #1 ~ b P-a A
D83735 éw’]fﬁé’ #3 2 F-3 2 3
BC015525 KLK6 #3 2 £ £ -3
037261 Vinexin f§ #2 % A .
BC017201 | IGFBP-7 #1 P 2 £ Z
D88153 HYA22 #3 = Egl P =
BC013590 elF2B¢ #1 % % 2 P
L36870 | SAPK/Erkl w2 P P P =
[0603]  SEjiEfs] 10
[0604]  {APNIRE :
[0605]  F OVCAR-3 4l Mo FI#E 5= T &2 4 T 77 kA i i eg A= 4 - OVCAR-3 4l i (15 B 7 /

RS ) A BIRREL LR (under upper arm region). 25 KJSa LA W, fEgemf
Ja K%y 35 KME Frid e, SR e B A H 4w g/kg AERIIEHE I TP 75— 3 k.
Rk 2 FIHMTIRYT , 25 | FIANEAT A28, B2 A AE g o6t BRI AR B 2R /K VRoR A 3 . 1 63
IR R R N BRI T B pR B RER R B, FE AT AT AT I IR AE A5 e Rt
R Er A K (DR #D o B2 A FE K sh Y 5 AR B, S B R T e 4L
(/B #2) o W EoR TR 7 A 5 0P8 A
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[0606]  FH FiL % Af A Ak B BT % i KK (MetAP-2, SPARC, S100A10, S100A11 Fl 75 45 & A
-2) [¥) siRNAs IER B AE BN TR, CEI R T RIEFHEAR 2 5 SI00A11 1)
siRNAs [ 7€ OVCAR-3 4l 5, DL R R E X Zx a9 i B (GFP, 48 e A=K - TR R BIbR i
B ) WAL E siRNA X HE OVCAR-3 4H il & 58 i s I & & PCR Wl 52 1) 75 45 25 1 g 2 A
S100A11 715 B siRNA K520 W& 64 oo T /N A 7 i R— A =4 28
— 2R g ot B SR AR, R 5 TG siRNA Rk ) OVCAR-3 &0, 58 — ZH 4 v 5 363k siRNA
OVCAR-3 4t g, 1y &% — ZH Pl v 5 R 1A GFP— e Mk siRNA (1) OVCAR-3 40 . 78 W I3 1y i 8g
AT T, A IR B2 T AR B ER KT, 1 B AR A T AR UERI AL . a0 By
R, TR iR 2B KR R R

[0607] 55— A sEierh, s R — AR RN REM T RB 2 (HEREAR) 1
OVCAR-3 40 B, JF R vr i A . S — A E A BOR AL B, 75 7] I 2 1) s 22 43 B 2
S AR AL T AR PR R KVE ST, 5B gl BN T ARMER AL T, B =R T
TNP=470 (I PR AT Y3 0 22 22 AT AR ) BCE RIARHENER AL 22 . 40 b ik, m W 2% 1 i 8y
A KRR 1) R A

[o608]  sjtifslrh A IE B RVC S WE

[0609] £ 5
APEREE | @ET A OVCA 429,
BRSH 2 H g OVCAR-3 (R F#)3,
[0610] (panel) PR | Hey* ¥ 494k sM2h B IE 5
S100A10
BC015973 pll 2 2
CLP11
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EREEEE | BiLTE OVCA 429.
BRTH £ AR AR OVCAR-3 (X FHF)XK
(panel) P AR | Hey* ¥ 8948 F fRiEE
BB EH
1 4%
420
S100A11
BC001410 S100C -3 S
Calgizzarin
E5EG B2
AF261089 CANPL2 b 2
MCANP
SPARC
BC004974 | F#biE %G P-3 2
BM-40
MetAP2
BC013782 p67elF2 -2 A
MNPEP
KLKG6
BC015525 Zyme F-3 F3
Neurosin
Protease M
HMT1
HMT2 o .
(06111 AF222689 sl & ¥
HCP1
ARA9 "
U31913 e % 7
D83735 45 R EE 2 % 2
U19251 NAIP p-3 %
BC005291 eEF1e 2 =
pl8
AF015608 RNPS1 P P
. elF5 o )
049436 ERA Fa A2
BC013590 elF2Bs 2 b
HSF2
M65217 ST % T
, WDRI o g
AB010427 NORLI = A
BC001134 Fused toes x o
NM23D - o
BC004880 O3 HA # 2
U10439 ADARI1 Pd &
BC005214 F 4556 % 4
BC009808 NBR1 % &
SAPK/Erkl
L36870 JNKK1 -3 2
MEK4
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ERfsEE | @il T A OVCA 429,
BRFEEH £ #k BAARA OVCAR-3 (L FAF)H
(pane) T A1 | Hey* ¥ #9451 ) fB4E 5
MKK4
MAPKK4
D 1
AB007885 4**?;,3262 2 -3
D88153 HYA22 -2 P
MRPL4
AB049635 CGLIS . &
AF037261 Vinexin P2 P
M59818 G-CSFR £ 2
[0612] BC015710 RAB22A P-3 %
IGFBP-7
BC017201 MAC25 ¥ 2
FSTL2
BCO11770 | FAST #8&s & %
ABO057597 TESK2 % %
SRB1
BC022087 CLAl 2 2
CD36L1
BC031890 KIAA0082 % 2
NM_006312 NCOR2 E %
BC032338 MT1 P 5
X98494 MPP10 x %
[0613]  : JT A3 L3R A 7E 25 W bo M 1 i ee 40 e b T w5 0 5 AL (KLKG, ARA9, 4% 1 2 8

1 2, RNPS1, elF5, eIF2B ¢ , WDR1, Fused toes, NM23D, %i 45 #& [, SAPK/Erkl, %% f8 &
9 —262MYM, HYA22, Vinexin B , G-CSFR, IGFBP-7, SRB1, B{ KIAA0082) #§ & OVCAR-3
B OVCA 429 40 b BEAT 1R 58, JF H B 4G L 3 18 70 o M 55 9 110 o 8 48 Je v o A 1) 255 (R
(MPP10, HMT1, NATP, EEF1E, RAB22A, NCOR2, B% MT1) #R7E Hey 40 b @i4TiR5

I AZ A TR B FT R U6 B 558 A T T A B () 48 B A ARSIt U7 42, 6 L il
(1) 5% [ L5 B 450 S A A T BRSO 2 5K 45 T 3 ERDRS # R B Y

[0614]
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[0001]

[0002]

<1107

<120>
<130>

<140>
<H4l>

<1h0>
51>

<1602
<170>
<210>
211>
212>
213>

<4005

a2
AR M R4

Al-Murrani, Samer
TR T 5 R B S AT B B 5 R S T &S s kA ik
03-303-A

us
2004

US 60/533, 505
2003-12-31

144

Patestin version 3.3
1

21

DNA

A (Homo Sapiens)

1

aatectgtec aggtggasgt a

£210>
211>
212>
<2137

<4002

2

21

DNA

N (Homo Sapiens)

2

aagetecace tggactacat ¢

<2107
<211>
212>
213>

<4005

3

21

DNA

A (Homo Sapichs)

3

aatgacaagt acategecet g

210>
211>
<212>
213>

<400>

4

21

DNA

A{Home Sapiens)

4

aaagatecage attggaagat a

<2105
211>
212>
<213>

<400>

5

21

DNA

A (Homo Sapiens)

5

aagcacatcg acaagttaga a

<2107
211>

6
21

57

21

21

21
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[0003]

<212> DNA
213> A (Homo Sapiens)

400> 6
aaacagtece gattgtgaaa ¢

210> 7

211> 21

<212> DNA

213> A (Homo Sapiens)

400> 7
aaggeatacg ccaagatcaa ¢

<210> 8

211> 21

€212> DNA

<213> A\ (Homo Sapiens)

<400> 8
aaacttette ctgacgaate ¢

210> 9

211> 21

<212> DNA

<213> K (Homo Sapiens)

<400> 9

agacgetatlt caagatattt a

210> 10

211> 21

<212> DNA

<213» A (Homo Sapiens)

<400> 10
aaaggatggt tataactaeca ¢

210> 11

211> 21

<212> DNA

<213> A (Homo Sapiens)

<400> 11

aagadactgy acaccaacag t

£210> 12

211> 21

<212> DNA

213> A {Homo Sapiens)

400> 12
aatetgattig gtggectage t

<210> 13
211> 28
<212> DNA
213> AT

58

21

21

21

21

21

21

21
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[0004]

<2207
223>

<2207
221>
222>
{223»

<2202
221>
<222
<2237

<400>

D FAERRES Molecular Beacon Probe)

AN
.. (1)
o LT FAM

NTHSE 1]
(28). . (28)
g Y82 5] DABCYL,

13

cgeglalgaa etgggetial gltgacgeg

210>
211>
212>
213>

£220>
223>

<400>

14

20

DNA
ATH

PCR 514
14

ctgggetetyg cetlaaacac

<2102
211>
212>
213>

220>
223>

400>

15
20

DNA
ALK

PCR 514
15

geteccaaaa gtttgaacca

210>
21
212>
213>

220>
223>

<460>

16
20

DNA
ATH

PCR 514
16

tigectpgagg ctgtaactea

<210>
211>
212>
213>

220>
223>

<400>

17
20

DNA
ATH)

PCR 514
17

ccacttcettt gecacaaagt

59

28

20

20

20

20
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3

5
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[0005]

210>
211>
212>
213>

<2202
£223%

<400>

18
20

DNA
AL

PCR 5%
18

gaatteggte agetcagagt

210>
211>
212>
213>

<220
223>

220>
221>
€222>
$223>

220>
22>

<2222
223>

<400>

cgeetggety gotttgaagg aggeg

<210»
L1y
212>
213>

220>
€223>

<400>

19

25

DNA
ANTH)

STRARRE

ANHE 1Y
.. ()
o IR FAM

AHE
(25).. (25)
g YEHEF] DABCYL

19

20
20

DNA
AT

PCR 5|4
20

ategagtece tgattgetgt

210>
211>
<212
213>

220>
£223>

400>

21
20

DNA
AT

PCR %14
21

gectgoatga getggttagt

210>
21>
212>
213>

220>
223>

22

20
DNA
ATLHY

PCR 514

60

20

20

20
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[0006]

<400>

22

cttgeecatga ctecttecte

<2107
211>
212%
213>

<220>
223>

<400>

23
20

DNA
ATH]

PCR 514
23

gecagaageac ategacaagt

<2102
211>
212>
<2132

<2207
223>

<4063

24

21
DNA
AT

PCR 519
24

geetgeattt aatecattet ¢

210>
211>
212>
213>

£220>
223>

<400>

25
20

DNA
AT

PCR 5|4

25

taaccacgte c¢tgetgaagt

<2102
2117
212>
(213>

$220%
223>

<400>

26
23

DNA
AT

PCR 514
26

getttaagaa agticttate aae

<210>
<2112
212>
213>

<2202
€223>

<4007

27
19

DNA
ATH

PCR 5147
27

geacagegea gtggtaaga

(210>

28

61

20

20

21

20

23

19
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[0007]

211>
212>
213>

220>
<223%

<400>

20
DNA
AT Hy
PCR 514
28

cagaggagte agacacattg

210>
211>
212>
213>

<220>
€223>

<400>

29

22

DNA
ATH)

PCR 5
29

gtatacttae tteagtgcetg Tt

<210>
211>
212>
213>

<2202
223>

<400>

30

23

DNA
NLH)

PCR 514
30

cattettget ataacgttita aca

<210»
L1y
212>
213>

220>
€223>

<400>

31
19

DNA
AT

PCR 5|4
31

ctotgtgact teoggeatea

210>
211>
<212
213>

220>
£223>

400>

32
19

DNA
AT

PCR %14
32

cagacateag ageggacat

210>
21>
212>
213>

220>
223>

39

21

DNA
ATLHY

PCR 514

62

20

22

23

19

19
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400> 33
aagaactgpg tteagtggaa a 21

<210> 34
211> 20
<2125 DNA
213> AT

<2205
£223> PCR B4

400> 34
gagagtecat getettgagt 20

<210> 35
11y 20
<212> DNA
213> AT

<2205
<223> PCREBIY

€400> 35
agecaccage taagtacett 20

210> 36
211> 21
212> DNA
€213y ANTH)

£220>
<223> PCR B

<400> 36
categattte aaccggaaca a 21

210> 37
211> 20
<212> DNA
213> NI

$220%
<223> PCRBIY

400> 37
gtatgtegac ctecatgtta 20

210> 38
211> 21
<212> DNA
2135 ATLH

2205 7
<2235 PCRB|¥

<400> 38
agcacaccat tacagacaag t 21

€210> 39
[0008]

63
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F

5

8/23 T

[0009]

211>
212>
213>

220>
<223%

<400>

ggaacecagtt tectgeaggaa

210>
211>
212>
213>

<220>
€223>

<400>

c¢tccageage acctcaatg

<210>
211>
212>
213>

<2202
223>

<400>

atccaaggtt atgtggtite 1t

<210»
L1y
212>
213>

220>
€223>

<400>

caccteotgg gettetgaa

210>
211>
<212
213>

220>
£223>

400>

gatccatgaa getaategtae aa

210>
21>
212>
213>

220>
223>

20
DNA
AT Hy
PCR 514
39

40

41
22

DNA
NLH)

PCR 514
41

42
19

DNA
AT

PCR 5|4
42

43
22

DNA
AT

PCR %14
43

44

19

DNA
ATH

PCR 514

64

20

19

22

19

22
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400> 44
acgggcagaa geettegtt 19

<210> 45
211> 19
<2125 DNA
213> AT

<2205
<223> PCR B4

<400> 45
cetgagette teegagatg 19

<210> 46
11>y 20
<212> DNA
213> AT

<2205
<223> PCREBIY

400> 46
tecagecega aattetetet 20

210> 47
211> 19
212> DNA
€213y ANTH)

£220>
<223> PCR B

<400> 47
caagageegyg aagggtaaa 19

210> 48
Q211> 17
<212> DNA
213> AT

<220>
<223> PCRBIY

<400> 48
cageegeteg ggtaggt 17

210> 49
211> 20
<212> DNA
2135 ATLH

2205 7
<2235 PCRB|¥

<400> 49 )
cactatggaa ggacettget 20

€216> 50
[0010]

65
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3

5

10/23 5T

[0011]

211>
212>
213>

220>
<223%

<400>

ggatacaggt gtaggtaaat ¢

210>
211>
212>
213>

<220>
€223>

<400>

teecagatta ggaatttatg ta

<210>
211>
212>
213>

<2202
223>

<400>

ctictggaac aggegasaga

<210»
L1y
212>
213>

220>
€223>

<400>

getggeecag acgacgaa

210>
211>
<212
213>

220>
£223>

400>

goagacaeéc gteggatept

210>
21>
212>
213>

220>
223>

21
DNA
AT Hy

PCR 514
a0

51

22

DNA
ATH

PCR 5
51

52
19

DNA
NLH)

PCR 514
52

53
18

DNA
AT

PCR 5|4
53

54

19

DNA
AT

PCR %14
54

55
22

DNA
ATH

PCR 514

66

21

22

19

18

19
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[0012]

<400>

gatgaagtta aatectectt tg

<2107
211>
212%
213>

<220>
223>

<400>

55

56
20

DNA
ATH]

PCR 514
56

cetettetgt getgteactt

<2102
211>
212>
<2132

<2207
223>

<4063

57

19
DNA
AT

PCR 519
57

cetgeaagaa gagetgetg

210>
211>
212>
213>

£220>
223>

<400>

58
19

DNA
ATHY

PCR B9
58

cacagetgte c¢tggeatea

<2102
2117
212>
(213>

<400>

59

21

DNA

A (Homo Sapiens)

59

aaatggaaca cgecatggaa a

<2105
211>
212>
213>

<400>

60

21

DNA

A (Homo Sapiens)

60

aaattegetg gogataaagg ¢

216>
LZhi>
<2127
213>

400>

61

Z1

DNA

A (Homo Sapiens)

61

aataatgaag gacctggace a

67

22

20

19

19

21

21

21
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[0013]

<210> 62
211> 20
<212> DNA
213> AT

220>
<223> PCR 5

<400> 62
getcccaaaa gtttgaaccea

210> 63
211> 20
<212> DNA
213> ALY

<2203 ,
223> PCR5[¥

<400> 63
gectgeatga ggtggttagt

<210> 64

211> 21

<212> DNA

<213> A (Homo Sapiens)

<400> 64
aaatgggacg aggagettal g

€210> 6b

211> 21

<212> DNA

¢213> A (Homo Sapiens)

<400> 65
aagegeatea cgacaaggat a

{210 66

Q211> 21

<212> DNA

213> A (Homo Sapiens)

<400> 66
aacaggattg actactatag ¢

£210> 67

Q211 21

<212> DNA

213> A {Homo Sapiens)

400> 67
aatacagggt cacteaagta g
210> 68
211> 21

<212> DNA

68

20

20

21

21

21

21
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213>
<400>

A (Homo Sapiens)
68

aaatatetta atgtgteteg ¢

210>
211>
212>
<213>

400>

69

21

DNA

A (Homo Sapiens)

69

aagtgtgage tgegecacaa. g

<2102
211>
212>
{213%

<400>

70

21

DNA

A (Homo Sapiens)

70

aagagcecce ttacccacta ¢

210>
211>
212>
213>

£400>

71

21

DNA

A (Homo Sapicns)

7l

aacaggaaga atccectetg g

210>
211>
212>
213>

<400>

72

21

DNA

A (Homo Sapiens)

72

aaacgigtga tacaggaagg ¢

210>
211>
212>
213>

<400>

73

21

DNA

A (Homo Sapiens)

73

aacaagtacg acgacaacgt ¢

210>
211>
212>
{213

<400>

74

21

DNA

A (Homo Sapiens)

74

aacgtcaagg cctactteaa g

210>
2Li>
<212»
213>

[0014]

75

24

DNA

A (Homo Sapiens)

69

21

21

21

21

21

21

21
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[0015]

<2207
Ca2ly
{a22>
<223>

<400>

sdnaatatte atacggeatg gact

{210
QL
212>
<213

<400>

misc featiire
(3).. (3
nxta, ¢, g Bt

75

76

21

DNA

A (Homa Sapiens)

76

aacctaasat agaagaccee t

210>
211>
212>
€218>

400>

77

21

DNA

A (Homo Sapiens)

77

aanagatget gactcagaaa a

<2102
21
<212>
213>

€400>

78

21

DNA

A (Homo Sapiens)

8

aacctaaaat agasagaccce t

<2102
211>
212>
213>

<4002

79

21

DNA

A (Homo Sapiens)

79

aagaccecta tgeaattage ©

<2102
211>
212>
213>

400>

80

21

DNA

A (Homo Sapiens)

80

aaaaageetg aagaacagea ©

2107
<2112
212>
213>

<4007

81

21

DNA

A (Homo Sapiens)

81

aaatgggatt taatgeatte a

210>
Q11>

82
21

70

24

21

21

21

21

21

21
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[0016]

<212> DNA
213> A (Homo Sapiens)

<400> 82
aactteatga ctgtigatea a

<210> 83

211> 21

<212> DNA

213> A (Homo Sapiens)

<400> 83
aacatcatga gttgegteaa g

210> 84

211> 21

€212> DNA

<213> A\ (Homo Sapiens)

<400> 84

aageageagg teotiaagaa ¢

210> 8h

211> 21

<212> DNA

<213> K (Homo Sapiens)

<400> 85
aatetcatea acaagtactt t

210> 86

211> 21

<212> DNA

<213» A (Homo Sapiens)

<400> 86
aattcagaac gtcageacet g

210> 87

211> 21

<212> DNA

<213> A (Homo Sapiens)

<400> 87

aagaggagaa ctgacceaga a

£210> 88

211> 21

<212> DNA

213> A {Homo Sapiens)

400> 88
aaatgagega ttggatgets ¢

<210> 89

211> 21

<212> DNA

213> A (Homo Sapicns)
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<400>

89

aagatcatca agggcetecag t

<210>
211>
212>
213>

<400>

90

21

DNA

A (Homo Sapiens)

90

aatgtggttc gaataattac a

<2102
21>
212>
213>

<4007

91

21

DNA

A {(Homo Sapiens)

91

aagctecgaga tgactttegte ¢

210>
211>
B>
213>

<400>

92

21

DNA

A (Homo Sapiens)

92

aatcaacagc tgeagaggtt ¢

<2107
211>
<2127
<2138>

<400>

93

21

DNA

A (Homo Sapiens)

93

adggatggaa ctatettatg ¢

210>
211>
212>
213>

<400>

94

21

DNA

A (Homo Sapiens)

94

aatitecgaeg atgecaceat g

<2165
<211»
212>
<2137

400>

95

21

DNA

A (Homo Sapiens)

95

aaccgacaag tglgacaaet ¢

<210>
211>
212>
213>

<4007

98

21

DNA

A (Homo Sapiens)

96

aaagadatgt gtgglteattg a

[0017]
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[0018]

210> 97

211> 21

<212> DNA

<213> A (Homo Sapiens)

400> 97
aaatcgatgg aactatacat ¢

210> 98

211> 21

<212> DNA

<213> A\ (Homo Sapiens)

£400> 98
aactatacat caggtgtatg ¢

210> 99

2L 21

€212> DNA

213> A (Homo Sapiens)

<400> 99
aatggtttca ceceateagag ¢

€216, 100

211> 21

<212> DNA

213> A (Homo Sapicns)

<400> 100

aagggeteag ctacatteaa ¢

€210> 101

<211> 21

<212, DNA

€213 A (Homo Sapiens)

<400> 101
aatacaacgt ccagcaacag t

€210> 102

<211> 22

<2125 DNA

213> A (Homo Sapiens)

400> 102

aactececatgt ttcataaacc gg

<210> 103

&> 21

<212> DNA

213> A (Homo Sapiens)

<4002 103
dacgtgtatg gottegaecat g

210> 104
211> 21
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[0019]

212> DNA
213> A Houe Sapiens)

400> 104
aagtlceaga aalelgaaat &

<210> 105

211> 21

212> DNA

213> A (Homo Sapiens)

<400> 105

aagaaaatce agaacatgta g

210> 106

211> 21

212> DNA

<2133 A {(Homo Sapiens)

400> 106
aaaacagtag ctieggagaa ¢

210> W7

211> 21

<212> DNA

213> AN {Homo Sapiens)

<400> 107
dsggtaanaa ggggteacta t

<210> 108

211> 21

<212%» DNA

913> A (Homo Sapicns)

<400> 108
asagggegtea ctatggagtt ¢

£210> 109
211> 22
£212> DNA
213> K {(Homo Sapiens)

400> 109
agecaccagea ctggeteate aa

210> 110

211> 19

212> DNA

213> A Home Sapiens)

<400> 119
agagccagaa gagetgeota

210> 111

211> 20

(212> DNA

213> A (Homo Sapiens)

74
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[0020]

400> 111
aaccgacaag tgtgacaact

<2102 112

211> 18

<2127 DNA

<213> A (Homo Sapiens)

400> 112
tgtgcettge ggoeagta

210> 113

211> 20

<212> DNA

213> A (Homo Sapiens)

400> 113
caccacecace accaaatgaa

210> L4
211> 20
212> DNA
213> A Homo Sapiens)

400> 114
catecatteg acgeetttga

<210> 115

211> 21

£212> DNA

213> A (Homo Sapiens)

<400> 115
cecageageac agtcaacaa a

210> 116
211> 20
<212> DNA
213> A (Homo Sapiens)

<400> 116
tggtagettic tgetteacaa

<210> 117
211> 19
212> DNA
213> A (Homo Sapiens)

400> 117
ccagagetge actecattee

€210> 118

201> 22

<212> DNA

¢213> A (Homo Sapiens)

400> 118
cactgttggt gataaageaa tt
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20

21
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[0021]

210> 119

2Ly 22

<212> DNA

213> A (Homo Sapiens)

<400> 119

ggataaagge tacttaacaa ag

210> 120

211> 20

<212> DNA

213> A (Homo Sapiens)

<400> 120

ceaclttligee ateletaecac

210> 121

211> 19

212> DNA

<213> A (llomo Sapiens)

400> 121
gagecgagga ggttgaa g

L210> 122

211> 20

212> DNA

213> A (Homo Sapiens)

400> 122
cteetetggg tetatagtgt

4210> 123

211> 18

<212> DNA

¢213> A (Homo Sapiens)

<400> 123
gaccetgetyg geggtgaa

$210> 124

211> 19

<212> DNA

213> A (Homo Sapiens)

400> 124
ggtgeetgea geatcetiea

216> 125
211> 18
212> DNA
213> A (Homo Sapiens)

<400> 125
ggagagecet gecacgta

<210> 126
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[0022]

211>
212>
213>

<400>

20
DNA
A {Homo Sapiens)

126

cetteatetg caggttettg

210>
211>
212>
213>

<400>

127

21

DNA

N {(Homo Sapiens)

127

acgacggaca cattaattac t

210>
211>
212>
213>

<4002

128

19

DNA

A (Homo Sapiens)

128

tecatgetge agetgatga

210>
<21t
212>
<L13>

<400>

129
19
DNA
A (Homo Sapiens)

129

cetteggeaa agggagagt

<210»
L1y
212>
213>

<400>

130

21

DNA

A Homo Sapicns)

130

ctggatgagt teagagagtt t

210>
211>
212>
213>

<400

131
18
DNA
A (Homo Sapiens)

131

gectogacag geagagat

210>
811>
<2127
213>

<4002

132

21

DNA

A (Home Sapiens)

132

ctigtagety aagatgteaa t

210>
<2113
212>
213>

133
19
DNA
A (Homo Sapiens)
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[0023]

<400>

133

ctetatgeee gggacaagt

<2107
211>
212%
213>

<400>

134

21

DNA

A (Homo Sapiens)

134

aagacatgltc gaagccatac a

210>
211>
212>
213>

<400>

135

21

DNA

A (Homo Sapiens)

135

aatgteatee acgeeagega ¢

210
211>
2123
<2132

<406,

136

21

DNA

A (Homo Sapiens)

136

aatggaaagt gegteatect a

210>
211>
212>
C2L3>

<400>

137

21

DNA

A (Homo ‘Sapiens)

137

aagttecacaa ttggegacea ¢

<2102
2117
212>
(213>

<400>

138

21

DNA

A (Homo Sapiens)

138

aagtgettea geategacaa ¢

<2105
211>
212>
213>

<400>

139

21

DNA

A (Homo Sapiens)

139

aagagttace tagaageace €

216>
LZhi>
<2127
213>

400>

140

21

DNA

A (Homo Sapiens)

140

aaaasaacega atetteaggt ¢
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<2107
211>
212>
<213>

<400>

141

21

DNA

A (Homo Sapiens)

141

aaactetcetg aactecateca g

<2107
211>
212>
213>

<400>

142

21

DNA

A (Homo Sapiens)

142

aactggatcc aaaaaaccat t

210>
211>
212>
213>

<400>

143

21

DNA

A (Homo Sapiens)

143

aatgacegtt acattgteaa t

210>
211>
212>
213>

<400>

144

21

DNA

A (Homo Sapiens)

144

aaaatatgge aacctacaat a
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