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WE. B0 T2 5 F @ 4E w M /% 20 2 A549 NCI - H358 144 (DDP) fit 25 64 U] . 55k A £ %2 (10 pmol / L) & 32 A549 /
DDP %1 = NCI -H358 / DDP £, 48 h; K0 v §k b & (MTT) s Aot 3 04 0] F B (IC,,) , R 55 B i 4% 2 R A 84% B (RT - qPCR)
% #2 Western blot %40 Wnt #7248 B - [ (WIF — 1)mRNA A= & & & KT & foiz M B 2R % G (B - catenin) & ik KT, VA siR-
NA- WIF - 1 4 3t 25 tm it , 2 %3 % (10 pmol / L) 432 2 h J& Ae A DDP(10 wmol / L) 4k £ 46 22 28 i 48 h; R A CCK — 8 &40 A549
/DDP Zm L& 38 FHHE 0L, R K= NCI - H358 / DDP &a B 3 A5 1 o, 52 36 34 3% AR B 34 B804 10 wmol / L %35 & 4L 2 A549 / DDP 4
ff 48 h, SFi% & 3T IR 5 KR T AL F . PCR(MSP) sk 40l WIF — 1 & 25 F F 246 vA pGL3 - pro — WIF — 1 # 3 A549 / DDP s it
£ %010 pmol /L) 232 48 h, & E & B FF pGL3 — pro - WIF — 1 378 Atk 88 (1 ng/ mlL 394 iz ) ; KA 38 56 Z a8 b m) ok
SAFWIF- 1 BEF &R ER Lo astBibis, 24543 24 h .48 h 8F,A549 / DDP #= NCI - H358 / DDP 28/ IC, % B - catenin
B G FERTH R FEAR,WIF - 1 mRNA o &G £ A K-FH R EFIFS(P<0. 01)  HBEAS A AT (10 wmol / L £3% &+ 10 wmol / L
IR ) e s, siRNA - WIF — 1 35 32 5 BE- M 255 A549/ DDP g R At B R XI5 (P<0. 01) . 55 ks, 5 F 4w
48 h B, A549 /DDP 28 o 9 ALK F B EBEAK(P<0. 01) . 5% & B3 F X BILER,pGL3 — pro - WIF — 1 4545 Al £ 35 £ 42 A549/
DDP 20/t 48 h BF ,WIF - 1 £ B B FRAZBHARAFREHZH(P<0. 01) it F£xF 54538 @AM JE 6 DDP & 25 ¢ huh) =T
A5 WIF -1 KB B3hF K FIA X,

KB £ £ 3k ORI AR ; Wit 490 B F— 15725 ; Wnt / B - catenin i@ %

Mechanism of Curcumin Reversing Cisplatin Resistance in Non — Small Cell Lung Cancer

Through WIF - 1 Promoter Demethylation
REN Zhenjun ,LI Wei,WANG (Qizhe
( Shanghai Neuromedical Center ,Shanghai,China 200331)

Abstract: Objective To investigate the mechanism of curcumin reversing cisplatin (DDP) resistance in non — small cell lung
cancer (NSCLC) A549 and NCI - H358 cells. Methods A549 / DDP and NCI — h358 / DDP cells were treated with curcumin
(10 pwmol / L) for 48 h. MTT assay was used to detected the half inhibitory concentration (ICy). RT - qPCR and Western blot
were used to detected the mRNA and protein expression levels of Wnt inhibitory factor 1 (WIF - 1) and B - catenin in the
nucleus. Cells were transfected with siRNA — WIF - 1,and treated with curcumin (10 wmol / L) for 2 h and treated with DDP
(10 pmol / L) for 48 h. CCK — 8 method was used to detected the proliferation of A549 / DDP cells, and scribe method was
used to detected the migration of NCI — H358 / DDP cells, the corresponding control group was set in the experiment. A549 /
DDP cells were treated with 10 mmol / L curcumin for 48 h,and blank control group was set; Methylation specific PCR (MSP)
was used to detect WIF — 1 promoter methylation. A549 / DDP cells were transfected with pGL3 — pro — WIF - 1 and treated
with curcumin (10 pmol / L) for 48 h. The blank promoter pGL3 - pro — WIF — 1 control and positive control (1 ng / mL
decitabine) were set; luciferase activity assay was used to detected the activity of WIF — 1 promoter. Results Compared with
the blank control group, the ICy, values and protein expression of $ — catenin of A549 / DDP and NCI - H358 / DDP cells
treated with curcumin for 24 h and 48 h were significantly decreaased (P< 0.01);The levels of mRNA and protein expression of
WIF — 1 were significantly increased (P < 0.01). Compared with those in the control group of drug combination (10 pmol / L
curcumin + 10 wmol / L DDP),the proliferation rate and migration rate of A549 / DDP cells after siRNA — WIF — 1 transfection
in drug combination group were significantly increased (P< 0.01). Compared with those in the blank control group,the methylation
level of A549 / DDP cells was significantly decreased after curcumin treated for 48 h (P < 0.01). Compared with the blank
promoter control, the luciferase level of WIF — 1 gene promoter in A549 / DDP cells transfected with curcumin was significantly
increased (P < 0.01) after transfection with pGL3 — pro — WIF — 1. Conclusion Curcumin reverses DDP resistance in NSCLC
cells may be related to WIF — 1 gene promoter demethylation.

Key words:curcuminsnon — small cell lung cancer;cisplatin; Wnt inhibitory factor 1;resistance; Wnt / 3 — catenin pathway
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[ i 5 B 2T MR (TARC) e i 22 A, w98
it R0 B BB T N A R or , JH v it e L L 3
] 4 7 8 8 R 29 70 07, HEFP 90% Sy AR /)N 248 i f
i, A SRR R 16% Y BT, 2R )T (RiFR Ak
I7 ) 2 g S A N A B i s A VR YT 7 42 A (DDP)
S AT 258 AR 25 S BUT RO M B E IR
SR b AL, AE el bR Ak RICR 2 -4 A R SR
B, Wnt/ B - EHHEH(Wnt/ B — catenin) il 1 [ 57 H
TG Ak 5 A /0N 40 i e £ T 24 ML 0 T B 2 DDA O
4 Wt 38 B G A 250 5 IR /)N 4H AR 98 A Ak T sk
PEBS =71 R, 228 F LA AEM L Wnt / B — catenin il
S AE /N B AT g DDP I 25 ML, 224 1% AS B Bl o A< A
FE LR 1 22 2 2R X AR /N M il des DDP i 24 114 52 1) K
HAE LS IR QT .
1 #R5FE
1.1 BFIAAE5HE

148 : HED - SY96S RUARX (1 45 2 /R fl e 1)
FABRAT]) ; CB220 T4 i 1% 5748 (155 Binder A ] ) ;
Glomax Ak 27 & A AL (5 [E] Promega 23 7] ) 5 58 10R
AR 35 175 7 B0 L (7 [ Eppendorf 23 7] ) ; TP650 #175¢
JE & PCRAY ( H AR Takara A H]) o

gy . R (DMSO, 3£ [# Invitrogen 23 7] , it
5N D12345) ; Z i &R (L E MCE A W, #t 5 h
263979) ; DDP (b S K ERHH A BR A AL #Ht5h
2230324001) ; RPMI — 1640 4 il 5% 3% 25 . JiG 28 1035
(FBS)  JG R B R £h 2% v ik (dPBS) 0. 25% Jig 25 1 il (36
Gibeo 23 1), it 543 31k 2645340, 2500251, 3023187
3066349) ; NE — PER 40 i #% 43 253857 & M - PER & M
P BUE R & L ECL AL 22 K 9 & 6 & | Lipo-
fectamine2000 55 L35 \RNA 2 B I it sl 7 & o¢
S 5E BRI T & (32 [E Thermo Fisher Scientific 23 7] ,
#t 5 4r W R Z)397718, Z)303478, AA405660A,
3045173,2477601,2475867) ; CCK — 8 4 Jfd i 14 G I i
& CH A Ab2E A LS8 TE603) s St A WIF
B — catenin.P — actin —P{ (FL[E Abcam 2\ &, #iL5 4351
g ab155101, ab68183,ab179467) ; “F4i f — 40 (b 5T 1
BRI AR R T L5 BC10268988) .

4 i . i 24 40 i Bk A549 / DDP #1NCI - H358 / DDP
FH A S 30 25 75 e o7, LR AR A A I T o LR 2 B 4
JLEE .
1.2 MBIEIRSRN T E

EEC R B (ICs0) < >R IO UM LE £ (MTT) 75
S A R IR (75 10% FBS (19 RPMI 1640 15 97 58,
T IR]) A2 Z2H (10 wmol / L) L HL 2 4H A549 / DDP Fl
NCI - H358 / DDP 4 il %3 12t , 1 0. 25% [ Ek i AL s
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FOFTEA T 96 FLEG SR, i ROBE R R 58 A U BE | i
FEEEE R 1 x 1044 / L 40 s s &k B 0,
10,20,40,80, 160 pmol / LI# DDP, 5351 T 1557 J5 24 h Fl
48 hitf, BFFLANA 10 pL MTT ¥ , B 40 5E S50 rh 4k st
FFE 4 ho BAEFREL, BHFLINA 100 pl. DMSO, A5 450 nm
WA SCEE (OD VA, B IAAE R ICs, -

WIF — 1 mRNA 7K« R FH S B 306 2 5 2R 5 Btk S
I (RT — qPCR) ¥ o S5 25 TR REZH 345 70 %) B A (4
RRTCK O, TR (R4 (10. 0 mol / LE I E
D AR T 6 LA (I 48 h, TR, A3 B
5x 10*4~/ L . HL 3 44 A549 / DDP A1 NCI — H358 / DDP
4 4% 38 T, H Trizol $2 BUEL RNA, S #% 5% 24 ¢DNA.
PCR WA £ 10 pL, Horb 4 5 SYBR % 441 i)
5ul, EFH#FPCREI4 (10 pmol / 1.)45 0.2 wlL, cDNA
1 WL FITE R 7K 3.6 wLo [ W45 : 95 "CHF2E 10 min,
60 ‘CHF&E 20 min, 72 “CHFEE 20 min, 40 M EH LA B -
actin NS HE A |l i 2 - 2001 WIF - 1 AR ik
K PCR Y HGIHF 5] WIF - 1, L% 5" — CCAG-
GACTAGAGGGAGAGCA - 3' Hl WIF - 1 F {if 5 -
CCCTGGTAACCTTTGGAACACT - 3'; B — actin |- Jif
5" = CCTGTAGCCAACAGTGC - 3'f1 B — actin Fi#5" -
ATACTCTGCTGATCC - 3’

L R Western blot i, DWIF - 185 . 2256
WS IO R R0 IR 22 R AL, ARl T 6 fL
M, JRRE % B Ry 5 x 10° 4> / L B3 41 A549 / DDP FlI
NCI - H358 / DDP 2 Jfl %3 fif , M — PER i I $2 HUE
M, R HIBCA 8 i A AU 12 pg, 4 11% SDS -
PAGE LYK J5 B 15, FH 5% BSA BT, Iinfie bt A WIF - 1
—PJ(1:400,V/ V)FRAi N\ B — actin—HL(1:3 000,V/ V),
4 CIFE R, TR 330 5 AR o ALl (HRP) Fn i
B EH R B (1:3000,V/ V), iR FHE 2 h, 5k
3 ECL 3%, kR, B 8 JEUE B Al KB M
A LA B — actinfE NS, 2341 H 19 2571 2 A X
FIRIKF 2) %N B — catenin 25 o 73 B AN A%, HI M —
PER 73 51| 24 Of- 42 B Mo A% 38 1 S e i i, [l B
VK BRI BEE PR S R o bt A B - catenin—$T
(1:500,V/ V) LA4HMLHN B B — catenin 2 [ AN 2,

A5 - SR FH CCK — 8 35 o SE A28 A X BR AL it
H141(10 pmol / L) HRAVEM 141[2. 5 pmol / LEHEK +
10 pmol / LIAEA (2 h j5 & m, B W) ] BKA/ER 24
(10 pmol / LZEHEZE + 10 wmol / LIT41) .siRNA B %t
WEZH (7L 5iRNA = NC., 10 wmol / L ZEH Z 110 wmol / L
I ) (siRNA 2H (55 4% siRNA — WIF - 1, 10 pmol / L 3%
BEZ RN 10 wmol / LWTE) , 20 B 250 T 96 FLIG F= M
PR A 1 % 1044 / FLHL 6 2 A549 / DDP 4il it 45 1&
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AL 10 pl CCK - 8V, B RGFEA ARSI E 2 h,
it FH BEEAT G 22 450 nm % K AR I ROEEE(E (0D yso) , T
THA s s %

I M AT F% < B4R A 3 58 I T 6 4H NCI - H358/
DDP 21 i1 4538 & , ] 200 wL A Sk 76 FL RS 4 i 2 T R 2%
L — i R 28 55—y, 7 KRG FR 2L B LA 2 mL
dPBS 75 Ve 240 i 2 1 , T 958 3 UK EOHTIN A SE 4 B R 4k
SEREFE P BITESS 1 R AN 3 T US40 g R IR IX a1 748
b, VAL AR R T I AN R R

WIF — 1 5K 351 DNA H Ak R S fb g 57
PE PCR(MSP) 4 o 5255 43 S 25 (U B2 R 22 3 2 40, 2
MLAEFD T 6 FLAR PR AR B B 5 x 1044 / L. FHAED)

= B2 MethPrimer 11, 0 TN A WIF — 1 355 53 30
T X1 CpG & 1750, -1 11 FHF MSP Kzl i) PCR 514
(WLFE 1) &% k(8 ], Bl 2 41 A549 / DDP 4l i 45 i&
i, PR DNA it B R S A A B DNA oK H S Ak
(4 B I WE (C) 6 1Ay PR W (U ), i FE 5 Ak g e g D)
PRFEAAR S X B bR 56 9 FE A0 D oA Y AR 7 A5
ST 2 XSRS S [9, 3 0) T4 34 R Ak R ok H
1L DNA F751) i i PCR 43 519 46 Ak #8L5 f B 34k
AR 3, 5 A AE X R Y 3 1 kA R 3 Al At
M AR 3 At PCR 7= W&E s v vk, FIWTREAS b H bR
IR AR

®1 MSPRIAIMEEREREH

Tab.1 Primer information and application conditions for MSP

detection
Ameth =t RKE T(C) G6C(%) F31(5'-3")
Left M1 135 214 59.54 80 GGTTTATACGCGTTTTAAGTGGC

AATAAACGAAACAAAAAAACAGA
GGTTTATATGTGTTTTAAGTGGTG
AATAAAACAAAAACAAAAAACAAA
GGTTTATACGCGTTTTAAGTGGC
AATAAAACGAAAAACAAAAAACGA
GGTTTATATGTGTTTTAAGTGGTG
AATAAAAACAAAAACAAAAAACAA
GGTTTATACGCGTTTTAAGTGGC
AATAAACGAAACAAAAAAACAGA
GGTTTATATGTGTTTTAAGTGGTG
AATAAAACAAAAACAAAAAACAAA

Right M1 4125 59.45 32
Left UL 135 25 5.5 80
Right U1 P VAR NN 52
Left M2 135 24 9.5 80
Right M2 2025 59.45 48
Left U2 135 25 5.4 80
Right U2 w2 5691 50
Left M3 135 24 59.54 80
Right M3 8105 59.45 32
Left U3 135 25 5554 80
Right U3 P VAR N 52

WIF — 1 PR 8 736 P R 9O R Mk S0
I3 N A AT IRZE (A 41) \pGL3 - pro — WIF — 1 Xt 4]
(79 pGL3 - pro — WIF - 1,141) \pGL3 - pro— WIF - 1 +
LW RH (TELWUSINHT 24 h %Y pGL3 - pro - WIF - 1,
10 pmol / LI E ,J4) .pGL3 - pro - WIF — 1 + H1 74
fbiE ] (FE25 s AT 24 h#% 4% pGL3 - pro — WIF - 1,

1 ng / mL H PV , K 2H) , 40 fa 42 T 6 fLik rh , e 2%
5 x 1044 / £l B3 2 A549 / DDP 20 Jfl 443 1+, 45
FLA 2 mL dPBS ¥ ¥E 2 UK, LA 250 w119 1 x PLB Z4f#
W, IR T 700 247 B 20 WL 24 B A 96 LA (A i
i A 100 wL LAR A, 10 s PUEHINA 100 L
LA, R 9 2R R M

1.3 SitFEiE

A5 5 R Image lab 3. 0 84 3R BUR 20 AT , B
KT SPSS 24. 0 G124 8 AF A3 AT TR DL X £ 5 3
7N, 22 (8] P ARER T B R 3R 7 22 40 A, T T B AR
SNK - q 58P < 0. 05 W2 FA Gt L.

2 #£R
2.1 ICs,

523 I B L3R, 22 5 Z 4 A549 / DDP FINCI -
H358 / DDP ZH 11 24 h 148 h 1 1C,, 35 B E AT (P <
0.01) FEWFE 2,

K2 WAMAMIC, LER(X £5,pmol /L,n=3)
Tab.2 Comparison of IC,, between the two groups (X = s,

pmol / L,n = 3)

) 2%4h 48h
AS49/DDP NCI-H358/DDP  AS49/DDP  NCI-H358/DDP
FONBA 107.79:20.13 77.85+8.27 08.89+11.73  47.63+5.92
¥y 36.38+7.32 3.59£7.38°  21.29£3.78 18.78£4.26°

AR A BAkE,'P < 0.01.43F,
Note: Compared with those in the blank control group,
P < 0.01 (for Tab.2 - 3).

2.2 WIF-1mRNA flZEB U KRMAEZA B -
catenin & 5 &KX KF

525 0 B4 B g, % 500 X6 B 41 AS49 / DDP Al
NCI - H358 / DDP 4 . o' WIF — 1 mRNA F1%E (1, LA M
MHEAZ N B — catenin #5135 K440 i & A2 4k (P >
0.05), 1M 2 # Z A H WIF - 1 mRNA fI8E (4 %k
WEFE(P<0.01), 40H4% A B — catenin £ 135 ik
FEMR(P<0.01) EILE 1,33,

A549 / DDP NCI - H358 / DDP

P _ _
. cateninnuclear) _ _
B catenintotal) _ _

A S
7 @7%\ % 7

X % ,%\ 3
A
L8 ¥R

E1 ZEBRIKE

Fig.1 Protein electropherograms
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R3 LKA WIF - 1 mRNA FEAKRZA B - catenin EAFRIAKFLILE (X £5,n=3)

Tab.3 Comparison of the mRNA and protein expression of WIF — 1 and the protein expression of 8 — catenin in nuclear among different

groups (X = s,n = 3)

s 5 A549/DDP NCI - H358 / DDP
WIF - 1 mRNA WIF - 1% 9 # M B - catenin WIF - 1 mRNA WIF - 149 #% M B - catenin
ER=Ropiisl 0.28 +0.04 0.35+0.08 3.97+0.67 0.32+0.12 0.32+0.08 4.87+0.87
il P! 0.31+0.07 0.33+0.06 3.83+0.73 0.43+0.09 0.29+0.08 4.86+0.78
S x 0.75+0.15" 0.89+0.09 0.89+0.24" 0.98 +0.22 0.88+0.18" 1.58+0.36"

2.3 ‘HAEIEEN TR

L2 ok BR A b3, 4R 2H A549 / DDP 41 fifd 3% 4
R NCI - H358 / DDP 4fi il i £ R 35 6 . 2% B4k (P >
0.05) ; 5 MUEAZH LA, Bk -G VE FH 1 2R 2 28 44t it ) 34
KT RE B ERIC(P<0.058P<0.01); 58S
YEF 2 21 Fb 5, siRNA BF P X6 HE 2H 41 i A4 184 51 558 R 7%
LI B (P > 0.05) , siRNA ZH 4 g (4 3 58 2% 5T
BERHBETEP<0.01) 3EWE4,

4 SARPEEESTBELR (X 25,n=3)

Tab.4 Comparison of proliferation rate and mobility rate among

different groups (X = s,n = 3)

kil A549/DDP¥874(0D,;,)  NCI-H358/ DDP £ 45 % (%)
Z SR 1.963 + 0. 24 61.72+7.93
igarel 1.264+0.17 72.30+9.81
BAER 14 0. 664 +0. 10* 43.20+5.32
BAER 24 0.609 +0. 10" 11.89 £ 1. 79"
siRNA P 5t 840 0.643£0.09 10.28+2.12
siRNA 22 2.143£0.39" 89.72£11.21°

E:HIRAMIE P < 0.05,%P < 0.01; 5I&/ER 24
a, 4P < 0.01,

Note: Compared with those in the DDP group, *P < 0.05,*P <
0.01; Compared with those in the drug combination group 2,
AP < 0.01.

2.4 WIF-1BshFRELSH

EYE R B, AWIF - 13EH 5 8h 7
3AS B Y MSP RN 25 SR 0, 52 (X BR AL L
5, K R YL AS49 / CDDP 4i il vh WIF — 1 3£ K5 3+
FH K- B B R WL 2. 5 A 410 (11,00 + 2. 13)
RLUJ L #¢, 1 4 A549/ DDP 41 Jiig vf %% S 2 il 75 1
[(29.02 +4.36)RLUJ B ETHE (P <0.01) ; 514

Setl Set2 Set3 Setl Set2 Set3

ulr M1 U2 M2 U3 M3 ur M1 U2 M2 U3 M3

25 [ R A S e il
B2 WIF - 13z FRELEN

Fig.2 Detection of WIF — 1 promoter methylation
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B, T4 [(117.34 = 20.08) RLUJ & K 2 [ (123.68 +
21.97)RLU ] A549 / DDP 4 M P4 2 5 2= Tl 7% P i 35
E(P<0.01),
2.5 WIF-1EREBEshFEMESH

5 A A, 141 A549 / DDP 4 fitsh WIF — 1 52
JA TR MIE MR EF = (P <0.01); 5 T4,
JHMK QN WIF - 135 3 722 C R B 1
T E (P <0.01) FENFES,

#*5 KL A549/DDPLHRARN WIF - 1 EE B Fid kb &
(X +s,RLU,n=3)

Tab.5 Comparison of fluorescein activity of WIF — 1 gene pro-

moter in A549 / DDP cells among different groups (X = s,RLU,

n=3)
283 KA FBEE
Al 11.00+2.13
148 29.02 + 4.36"
jen 117. 34 = 20. 08"
K48 123. 68 +21.97*

EH AR, P < 0.01;5 14845 ,% P < 0.01,

Note: Compared with those in the group A, P < 0.01;
Compared with those in the group I,” P < 0.01.
3 Tt

Wil 7 Tl A R AR e it 98 6 3R [ % & SRk
T, © U FE T R R e M R 25 1 . — ONSCLC
R T T 9 B 9 B 85% . s B it A9 T5% 1Y
NSCLC /EEHTEFIZ I T AL TR FE i e ], J8 3 5 4R 47
FANAJE 20% 10 X T TR EIRIT AR 0 E  E1 Ak
ST A58 NSCLC AR EIR YT I 58 o o, DDP /E A NSCLC
7 EZ 2y, LG A RBOR 2 R 20%, 555 34X
AT 25 4 166 FH B AT 3k 40900101 SR TR 241 ) PR
JEELRI LY T ERR T AR BIREOR |, BRI, DDP i 24 % Bl
FHZG0F A0 7E A D2 A oY R, 20 R oM AR
ZE R PRI R ARG PE LAY, E R A A4 21 (WHO)
19 [ £ A 25 9 BELR) (FDA) AL vfE AT 7 R R AR i
U0 R, T AT N S g | 1 i e AN B R A 2 P
i AT T 25 M, O o IR i 58 A2 B A5 2 W () B e
JeR ORI 151 (E A FH AL 1 R 58 4 Wb o 3% W st 1%
B E I DNA FF 34k 4 8 8 L AE 4 i RNA 46
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2 e JibJeA i 245 AH DG SR PR 23K o HAT, A X Mgt {5 1
T B P W, 02 F AR 2H AR S AR A R
FIAE, C T et oI A Ties 24 B9 A DG 5T, o g
BENRATBI T I R HI T AL TR 1] .

AN WIF - 1 IR FE 125 4L AR 12q14. 3
P, BE 10N T, gk — Bt 245 -2 SR 41 1)
EEFWIF - 1R A E NG E 5 K WIF 254435
SAREAKNFEEFILL K Comny £ KT, & &
FE LRSI 5 I TR 1 AE R Wnt £5 538 4% 1) AR FE L A
F,WIF — 1 R8> ol it 2 25 S 30 Wt / B — catenin

3 BT AR, WIF - 1 R R A AR

Z HR ah 1 X 3 a4 36 L P8 #5016 - 18] Wt / B — catenin
A 5 R A Y AT T 25 % DOAR DG, 2 Wnt [ 5
PG IE, Wt 2 115 Lrp5 / 6 Fll Frizzled Z AR 4545, #i%
Dsh & 1, BHIBr GSK - 38 T34 B — catenin B fb FIFE
fi# , AT I8CTE TCF / LEF &2 &4k, i F i C - mye,
MDR1 . Bel — 2 55 5 [ () & ik 412 12F 92 48 e 344 5 OB A1
1 BT 2590 A SRR L 0 AR AR 45 S s, CUR
Wk B WIF - 1Rkl B - catenin 7E DDP [iif 24
NSCLC 41 it i 4% N R A2 - 13 34 3% T NSCLC DDP ifi 25
4 i %R ) 2 M AT P e

T4, RARZG W) HE DNA H AL JH 5 77 i I bF o8
BAs 7 S R SR SE SR A TR I 2 B 2R R I
BFRILAREE TN EA W21 DNA H T2
A FH 200 G A T B 0 T A e A DG R ]
F Ak T e R R A B T 4R I ) DNA HH AL
T A AT i RS 21 = 220 B 7R R R 25 3 1 i A AT 1R
AT 25 B P 2 g 1 - 2 AR E R A R R,
LR LT WIF - 1 )3 37 K W AL 6 Wat / B -
catenin 18 5 PE T 2CE AR /NI AR AT 96E 41 AR A DDP i 24

g5 L ik | 22 98 R AE el AR /)N 4 AW 98 248 i DDP
i 245, HAE FHHLHI AT 68 55 % WIF - 1 REREE 3+ L7
AL, J0H] Wnt / B — catenin i A .

S 2% 30k
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