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[(FE] BTG s G 5-00 R B E (5-FU) XF H22 faf 98 /N BUE T B8 A 98 I B 18] % K (EMT) /¢ i . 77
% H DN BB AV PR AR RS K B LAY A H AL, 5-FU 41(5-FU,2.5 mg-kg ™) , B ah B sk & 5-FU 41 (5-FU +
AR ) B g s (B b K 25 geke ) AR 10 Ho MLEE B g g Xt /N BB T RS AR R 4 R R 5 5-FUA
FH AR 5 R FH 52 B 9 0 22 & 3R A i 4% 2 B (Real-time PCR) A6 0 4% 20 99 44 vh EMT AH OG B P I fz 20 45 % 8 11 ( E-cadherin) |
i 25 B 45 26 2 4 (N-cadherin ) , 5% 45 % 5¢ A F Snail,, Twist mRNA 3 3K ; R F 85 1 50 9% E 30 3 ( Western blot) A il 45 41 983 44 P4
EMT 4 3¢ 2 [ E-cadherin, N-cadherin, Snail , i J& 25 [ ( Vimentin) f§ %3k . &R : 5-FU 4 ,5-FU + 3 ofoiz in sl 28 , 35 vh iz Jn s 4
P98 253 530 K 59. 18% ,84. 42% ,10.39% , B RE i BT 968 B AE 88 19 26 K&, B 5-FU + 3 o 7 I sk 4 9009 R |8 & & F 5-FU 41
(P<0.01), Jofi+s % M4 %0 W s, 5-FU + 3 ohyz Jin vl 28 g Je 48 250 5 W48 808 % T 5-FU 41 (P <0.05,P <0.01), PCR i
L GES U R, 5-FU 41 ,5-FU + B oh 3 Ik 41 E-cadherin (1) 32 % |- 4 , N-cadherin, Snail , Twist ) %35 F 8 (P <0.05,P <
0.01) ;5 5-FU 4 L% ,5-FU + B i g 40 E-cadherin /335 8 , N-cadherin, Snail , Twist [ 35 F 4 (P <0.05,P <0.01) ,
Western blot 7%, 545 (41l 4%, 5-FU 41 ,5-FU + B wbizg i ok 26, B2 vb 3 i 9d 41 E-cadherin 9 % 3% I 8, N-cadherin, Snail ,
Vimentin ) 2635 FiH (P <0.05,P <0.01) ; 55-FUZ [t # ,5-FU + 30 #13% /in 3 2 E-cadherin (%) 3 3% I 8, N-cadherin, Snail
Vimentin [ 35 T (P <0.05,P <0.01) . 5 MW NI 5 5-FU Sp0RTIE A (i F 359 60 JF 98 /> BURS AR IR 19 A= KA 0 4 4
L, H 254 RE R R A 7 AR, H— @ R B T S-FURG M, AL H] 7T BE 5 % P EMT il 56
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Effect of Modified Lichongtang Combined with S-Fluorouracil on Epithelial

Mesenchymal Transition in H22 Tumor-bearing Mice
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[ Abstract | Objective; To investigate the effect of modified Lichongtang combined with 5-fluorouracil
(5-FU) on tumor epithelial-mesenchymal transition (EMT) in H22 tumor-bearing mice. Method: Mouse models
of transplanted hepatoma were constructed. After tumor formation, they were randomly divided into 4 groups: blank
group, 5-FU group (2.5 mg-kg™' 5-FU intraperitoneal injection), modified Lichongtang combined with 5-FU
group ( 5-FU + Chinese medicine group ), and modified Lichongtang group ( Chinese medicine group,
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25 g-kg ™' gavage) ,n =10 in each group. The effect of modified Lichongtang combined with 5-FU on the tumor
inhibition rate of subcutaneous transplanted tumor was observed. The gene expression levels of E-cadherin,
N-cadherin, Snail, and Twist in transplanted tumor were observed by Real-time PCR. The protein expression
levels of E-cadherin, N-cadherin, Snail, and Vimentin were detected by using Western blot. Result; The tumor
inhibiting rate was 59.18% , 84.42% , and 10.39% respectively in 5-FU group, 5-FU + Chinese medicine
group, and Chinese medicine group. All of these can inhibit the growth of liver cancer transplantation tumor, and
the tumor inhibiting rate of 5-FU + Chinese medicine group was significantly higher than that in 5-FU group
(P <0.01). Thymus index and spleen index in 5-FU + Chinese medicine group were significantly higher than those
in 5-FU group (P <0.05, P <0.01). Results of Real-time PCR indicated that, as compared with blank group,
expression levels of E-cadherin were up-regulated, but expression levels of N-cadherin, Snail, and Twist were
down-regulated in 5-FU group, 5-FU + Chinese medicine group, and Chinese medicine group ( P < 0.05,
P <0.01). As compared with the 5-FU group, expression levels of E-cadherin were up-regulated, but expression
levels of N-cadherin, Snail, and Twist were down-regulated in the 5-FU + Chinese medicine group (P <0.05,
P <0.01). Results of Western blot showed that, as compared with blank group, expression levels of E-cadherin
were up-regulated, but expression levels of N-cadherin, Snail, Vimentin were down-regulated in 5-FU group, 5-
FU + Chinese medicine group, and Chinese medicine group (P <0.05, P <0.01); as compared with 5-FU
group, expression levels of E-cadherin were up-regulated, but expression levels of N-cadherin, Snail, and
Vimentin were down-regulated in the 5-FU + Chinese medicine group (P < 0.05, P <0.01). Conclusion:
Modified Lichongtang, 5-FU and their combination have inhibitory effect on the growth of transplanted tumors of
hepatocarcinoma mice, and the combination of the two drugs can enhance the effect of chemotherapy and to some
extent inhibit the toxicity of 5-FU. The mechanism may be related to the inhibition of liver cancer EMT.

[ Key words | modified Lichongtang; H22 hepatocarcinoma cells; tumor-bearing mice; subcutaneous

transplanted tumor; epithelial-mesenchymal transition
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SEGPVE . 2R RN RS R B = KR Y
RESE A H22 fapJ /s BRI A2 4, B R 5 259
WP B OE A OG, XK B W P MR IR A8 I o
(TNF-a) , HE0AEA 22 (IL) 2 B, 3EAR AR
FL = SN E 2 23 1| 7 W = B | o
RO ELER S Z — L EE, MPREHZEETHE
B b B A R 1 (E-cadherin) [y 3K 35, 30 ]
i 98 40 A 14 9= 10 G A 5 3 AT LA TR] B A R A1 A DY
1 DNA HIBCAE R g 1 (DNMTI) A B A 05 500, dn A
55k B F (NF)-kB p65 ) % i5 ok B Ik DNMTI
mRNA F1 & [T 1Y 2 3k K, T & 5 Bt e i
e,

AR TR0 2 T I 3 a2 0 P R BB IR T R B
I 1) 28 50 R 0 b L b AR R I SR AR T B LG S D
=4 FEARTT DL K W 01 )98 R0 3 i 2B A B
ISR S A T Py 92 5
9% 3% B B 1 -3 R TC A1 BE A0 3 N M i AR B AL 8 A
S AR, BLAHIE RS R A — o B A DG B
HLHI AT RE 5 XK 5 5 I F-1la (HIF-1a) , N 2 24
KB F (VEGF) R ik i il A ¢, 5 I & 24 41
(DDP) & HI 2 80y i 5] 38 2R AH i 6 . =i —
il ok R A S AT Yk I AR BE B E S T
HepG2 1>, HE S T-/EH 5 & A — & i IEAH
KM, HALHI W] g5 2 R U B-3bk I 48 A R -2 ( Bel-
2)F 5, E A /N mRNA (miR)-122a, F 3 miR-
221, miR-151 [ FiE A XK, 5 DDP & H R N b 7
HWAEH., HEMHAAEN FHRE S, =K. H
AR 4 Fir 24 Py AR AE AR T i AL A BIF 5 4
PRI i A S 0 2R T H22 i 983 /)8 B hy S5 6 A6 8, SR ¢ B
A IR G 5-FU XF /N B B 4 98 A 4 i 40 o)
YERT, 31 DA b e 18] 5t % Ak CEMT) J7 T4 3 H 43 1L
il DL Ry 96 9 i R 36 7 4 B BT Y SR B ARG O
brirEc
1 &
L1 M Rshy  SC06 40 Mo bk H22 9 240 B (
VLI B B 0 S = B L AL 5 3 0) o SPF
¢ BALB/c /INFR 40 H, B o 45 2, 4 J8 %, 1A BT &
18 ~22 g, Il b 5t 4k 3 ) 48 52 56 3 Wy F R A BR A
F R LA F L, A A% IE S SCXK (75 ) 2016-0003, /)N
FRUE TR (21 ~29) C L HIE (50% ~60% ), # fif
23 e BE BR AR BR TR TC AR IR L T (SPF) I8 R,
iR FE B TR R K & R 0K 1R RE B2 SPE /N B R}
SRS S . BUS  R ERER R B
it 475 TACUC-1703033
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L2 iy fndi WK s =R HAREm
B2 25 K2 P R 24 S0, B RS Dy R ) R
1 Astragalus membranaceus W 1 AR ( P2 #u H ),
W2 MG R Y 5% 2 Codonopsis pilosula )1 15
W, = KB =KFHYE =W Sparganium
stoloniferum () TR ZE AR N ZRHEY T PE A
Curcuma kwangsiensis F) TR ZE(LZHE T2y
A BT 7 4 g ) S H A, R, W, U,
HE 2 4y B S 17092110, 1710001, 17090936,
171003) , ¥ f-58 2 R - = 0 -3 AR K 48 W 9 1 45
WS 15 g, WK 30 g, =15 g, AR 15 g, HZEM
K 750 mL iR mlE SR 2 U, AR T b S IR SRR
W, KSR B AN 2 F A2 25 1,25 g-mL 7' ()
IKAEW, KA o 5-FU (R &M & A R A
AL, H 5 0904152) ; RPMI-1640 ¥ 3% W, i 4F 1L 15
(£ Gibco A W], #5435l Jy 1517544 ,10270) ; Ji&
Tit 240 0 3 ALV (Rt 35 = K WD L it €0201) s trizol
RNA 2 B0 (€ [ Tnvitrogen 23w, 41t 45 66006 ) ;
SYBR 5l & , RNA i 5% 53X 71 & ( H A& TaKaRa A
A5 43 0 oy 1407466, AK4002) 5 IR Bt A B-HIL3h
A (B-actin) Ho 58 BEHT MK ( H A Sigma 24w, it 5
BTX82559) ; % #it A E-cadherin, i 25 7 45 % & 1
(N-cadherin) , ¢ J& 25 9 ( Vimentin ) , Snail B 55 [ P
(3£ [E Cell Signaling 24w, #it & 73 i 24 3195,
13116,5741,3879) ; — 41 (L 5 A2 & B AE W 5 R
o] S 2dr5102)

1.3 {U#% HERAcell 1501 # CO, 324 ,1300A2 %I
AW A (36 [ Thermo 28 W] ) 5 IXS1 B3] & B 1%
% ( H 7 Olympus 2\ 7] ) ; biophotometer plus %Y %5 4|
SrI6IE X, 2720 B PCR 4 3643, 7500 fas B 5% S
i PCR X (€ ABL 2w ) s MP-4 AU yk A K& %% B
1 ( 3& E Bio-Rad /3 H] ) ; odyssey-SA 71 X (5 21 4h i
HEAR R G (g AV A= WA 3 A BR A 7] ) 558048
AUV ¥R &5 0 AL (78 [F Eppen-Dorf 24 #] ) ; MDF-38 #1
BRI OKAE ( H A=A HD .

2 Ak

2.1 BB O WU S SRR, NIRRT A
J5 H22 JH-5 40 A, BRCAE 1 X6 2804 0 AR ROIR Z 4 1
YR, PR FT A AR R, WA A L, 0. 3 mL i G F
ANERERE 10 d 5, WEE/IN BB 2, 1 /0N BRUIE 38 B [
H R KN BB S S f5 78 v T AR & b AE
JE i R VR T RS IR A0 PR T, SRR IR T A AR
J5 1 x10°A/L, BALB/c /N #3345/ ER
MRS 22 Fh 4R M B 0. 2 mL, 24/ B R
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W E AR5 ~7 mm (TEZE & BT
2.2 FHWsrdA ey ¥ 40 H/NREEL A 4
A, 9 A as {4, S5-FU 4L, 3ok ig hn s B & 5-FU
2 (5-FU + # iz hnpsi ) , 38 wpig inpdi 41, 541 10
Hoo AR SC 86 MR 48 < M h i ok 3% BT B &R
B O R 25 N RS 2 R Y 9 A% R
99052 56 T AT T I A A5 A o, R R R A L
ARSI SR FHAE Y 1 I R 55 2%0OH o= 2 A5 ), A Y
FAR 20 fi5, SEHATABEBKES,BH 1K;
5-FU 41 5-FU(2.5 mg-kg ') RS B H 1K
5-FU + B ofo iz s 47 Bz ok 25 g-kg ™'Y,
BH 1R, T5-FU(2.5 mg-kg ™) I TESS B H 1
U BRI N AL T B R s 25 g-kg T HEH L 4
H1W, #MEXRHSZ,5H 1K, E814d, K
WG 25 I W H B i i, #42 B e Ab BT sh 4, ) B 4
21 W R MR EFR
2.3 JCSRAS AN R TR R A AR AR R
ORGSR 1,3,7,11,15 R&/NRRE, WL
ZIN BB — P AR 150, B A 98 1) AR K B R IR 45 2 JR IR
H &b /N, 3 B R

MR = (B ANV RE - WA )/

7 HA Vg E x 100%

2.4 SIFHITRCT 1A FCA SRk R 25
[N F5 B0 ARS8, ¢ = E(A + B)/(EA +
EB - EA X EB) ,E(A + B) W24 JH ki 30 i 2%
EAEB “Jy 45 24 ¥ fii FH B A9 30 1 R . 25 ¢ < 0.85
FORBRA A TP ;4 g > 1,15 RoOREEA
A HE TR AN ;T 0.55 < ¢ <0.85 FRBEA LA
NSO
2.5 FFE & AN RO RS B MR R Rk
U2y JE Ab AN B, BRCHE LR R B AR, FH UE AR TS
PR,

e % 55 = W B R e/ /1 B U

AR 5 = R O R /N B R
2.6 SCHF TG E B B A W EE X R W (Real-time
PCR) #5195 & #1 E-cadherin, N-cadherin, Snail , Twist
mRNA 3R KF AW A PO & A 4 2, 59
0.2 em® KN, B BR R % o (PBS) W Uk 2 K
iz B 70 U B A3 0 20 R B A A R A1 AU R
RNA | FH 28 AR 43 06 0 BE SR RNA B it v 3 I 4l
BE OB UE AT W St . ] TaKaRa PCR iR #) &, XF
cDNA #47 PCR £, 51 %t Invitrogen /3 ] & A%,
HARFH L 1,
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x1 5|#MF5
Table 1 Primer sequence
54 5 (5'3") KBz /bp
B-actin % CATGTACGTTGCTATCCAGGC 134
T CTCCTTAATGTCACGCACGAT
E-cadherin %% CTCGGCCTGAAGTGACTGTAAC 95
T if CAGCAACGTGTTTCTGCATTTC
N-cadherin %% GTGCCATTAGCCAAGGGAATTCAGC 92
T GCGTTCCTGTTCCACTCATAGGAGG
Snail [ TAGGCCCTGGCTCGCTACAAG 133
T GCCCTCCCTCCACAGAAATG
Twist [ CTTACGGAGGAGCTGCAGACG 146

i CGCCCTGTTTCTTTGAATTTG

Real-time PCR 3£ Jf] TaKaRa PCR &5 &, #% i
&R ERAE ULB A5 I ) B B AR &R BEAT PCR, 94
ZeAF  WUAEPE,95 °C 30 s JEFR 1 K PCR | L95 C
55,60 °C 30 s, fF ¥ 40 W< Bl i i 2620 #7295 C
15 5,60 C 60 5,95 C 15 s fFH 1 K, FH 24
Xf PCR 45 2R g A7 204 3 M, iH 3L AC, = Cpyen —
Copyzpms AAC, = AC 4y — AC 4y 2 B A% B =
270 o IE R AL B S Lo G I R R
E-cadherin, N-cadherin, Snail, Twist mRNA ik
2.7 HE PR ENE L (Western blot) £ Il 48 1K A
EMT MG HE 3R IE 23 0l B B4 41 88 A R 4 41
0.1 g,PBS P 1 ¥k, il A RIPA g 200 pl, $2
BEER, PR TELOE . H BCA L0 E 4 2
LR B B RE I B AE B 20 g 4T Western blot,
25 T8 TN I Mg 8 K 0 ¥ ) % 3 PVDF i B JH 5%
BSA Ef P 1 h, B 5 P A A9, i A —$T (121 .000)
JEHE L KFEA 4 CoKAE R . W H A TBST 3% 3
PR ZH0 (11 J7) h R ot d 1 h, 2
TBST I3k 4 K, R WAL AN O AR R Gtk AT &
e . RN Tmage J BEAT 2047
2.8 ZEileedrik B S5 ROR A SPSS 22.0 gtit
AT XA FEAT A B AT B LA v =5 oo B2
TEZS 3 A RN 7 22 55V 22 4 22 1) 24 880 L e R A A
RI7 250, 9E— L W LB LSD 3% 7 22 A8 5%
# % Dunnett’s T3 ¥55:, P <0.05 FERA S it
o
3 &R
3.1 BRI G 5-Fu Xt H22 fif 983/ BRI R
M 45 24 i A 2/ BUIR BT i 22 S g i v =
o B8R E, 5-FU A/ BUR T i e
R HEAA LR HAEFES7,11,15 K 5-FU 4,
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5-FU + B ol s AR B &2 35 TR (P <0.05);
5 5-FU UM, FAZGJR 45 11,15 K 5-FU + #oh i

T 4 B g 0 ek 4 /0N B BT 3G i (P < 0. 05,
P<0.01), %2,

F2 EHHMBEAS-FUIT H22 TEMNREREMNZM(x 5,0 =10)

Table 2 Effect of modified Lichongtang combined with 5-FU on body weight of H22 bearing mice(x +s,n =10) g
el Fli/g kg ™! #1XK EHRIPN CHIPN EiRNIPN %15 K

251 - 20.06 =1. 08 21.36 +0.92 22.47 +0.94 23.94 +1.13 24.00 1. 69

5-FU 2.5 %1073 21.01 £1. 16 21.07 0. 88 18.9 +1.65" 17.53 £1.92" 16.47 £1.94"

5-FU + BRI 2.5 x10 72 +25 21.47 +0. 82 21.27 £0.97 19.79 =1. 44" 19.29 +1.38"2 19.09 +1.77"»

BLRLRTDI IR 25 20.43 0. 95 21.03 +1.52 22.19 £1.12% 23.17 £0. 86 23.23 £0.72%

VE 578 FULIEE D P <0. 01515 5-FU 41> P <0.05,7 P <0.01(% 3 i) .

3.2 B BES 5-FU X H22 faiddd /N B T %
RN 525 {4l ,5-FU 4,5-FU + # i
v 20 9% & CE AR (P <0.01) ;5 5-FU 41 %%,
5-FU + 2 op 37 Jn 0 21 988 3 B B PR AIK (P < 0.05)
5-FU + B vfiz hn sl 498 5 1) ¢ i 1.33,5-FU 58 o
DM IR A FH 203500 e R 3 iy o WL 3,181 1,

®3 BEMFAMBREKE S-FU H22 HE/NREENHIE
Table 3  Effect of modified Lichongtang combined with 5-FU on

tumor weight in H22 bearing mice

= H - 1.54 £0.61 0
5-FU 2.5%x1073 0.63£0.43"  59.18
5-FU + Biahiz st 2.5 x107° +25  0.24=0.11"2  84.42
2 i T vk 25 1.38 £0.49Y 10. 39
3.3 H GBS 5-FU X H22 fap g /08 BRI AR 15

AR B 55 A4 iR, 5-FU 4 ,5-FU +
BE P N2, B R4 B W BRI (P < 0.05,
P <0.01) ;5 5-FU H.4¢,5-FU + 3 33z s 26 B8 o
DI 2H R LR HE E X W R R s (P < 0.05,P <
0.01), W4,

A 25 H4L ;B 5-FU 415 CL 3 op i g4l s D. 5-FU + B iz fin i 41
1 BHFHMRES S5-FU T &4H H22 /R BEENEMm
Fig.1
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x4 BEHFGMBEKSE S-FU X H22 fr98 /) B 59 BR 45 B0 B2 48 801
M (x+s,n=10)
Table 4 Effect of modified Lichongtang combined with 5-FU on

thymus index and spleen index in H22 bearing mice(x +s,n =10)

415 5 & ik i 5 EEER
/g-kg ! (x107%) (x107%)
251 - 0.30 0. 04 0.85 +0.22
5-FU 2.5x1073 0.05+0.01>  0.38 +0.17?
5-FU + Bz I® 2.5 x10 73 +25 0.09 +0.03>* 0.61 +0.05"
7 s 25 0.29 +0.07"  0.80 +0.229

HSEAAREY P <0.05,7 P <0.01;5 5-FU 4 v P <
0.05,P<0.01(£5,6[),

3.4 BN A 5-FU XF H22 fif 983 /)N BUX 988
f& EMT #HC mRNA Rikpysgm 55 H4ML,
5-FU 41 ,5-FU + B if 7 i 41 E-cadherin mRNA 3%
KW E TS (P <0.05,P <0.01), N-cadherin,
Snail , Twist 1) & ik ¥ B B FE Ik (P < 0.05, P <
0.01); 5 5-FU 40 [ %, 5-FU + 3 w3z fn odl 40
E-cadherinff) 3215 I 2 7} 5 (P < 0. 01) , N-cadherin,
Snail , Twist [ % 35 5 B B & I (P < 0.05, P <
0.01), W35,

Transplantation tumor of H22 tumor bearing mice in each group
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x5 BEHFAMMAEKE S-FU X H22 /N REAH EMT 48X mRNA RIZH I (x 5,0 =10)
Table 5 Effect of modified Lichongtang combined with 5-FU on expression of EMT related gene mRNA in H22 tumor bearing mice(x * s,

n=10)
24 51 F /g kg™ ! E-cadherin N-cadherin Snail Twist
ZH - 1 1 1 1
5-FU 2.5x1073 1. 60 0. 24" 0.53 +0.10% 0.32 +0.04% 0.37 0. 03"
5-FU + 3 g s 2.5 %1073 +25 2.78 0. 114 0.18 0. 12%% 0.14 0. 05*% 0.11 0. 02>%
R 37 0 vk 25 1.41 £0.23 0.64 +0.18" 0.42 £0.09" 0.46 +0.23"

3.5 FEMA N ES A 5-FU X H22 fif 88 /N B 4k
EMT Ml GE A FRRNEN 525 {4lM e, 5-FU
20 ,5-FU + 3 wh iz fin vk 28, 38 b 3% it 40 E-cadherin
FEHFEETEH (P <0.05,P<0.01), N-cadherin,

Snail , Vimentin 25 [ %X FFE (P <0.05); 5 5-FU
HEL,S5-FU + B ooz s 41 E-cadherin 35 |
(P <0.05,P <0.01),N-cadherin, Snail , Vimentin &
MEETFTH(P<0.05,P<0.01), WFE6,F2,

x6 EHZFMBEESS-FUX H22 /I REEd EMT BXE0REMZM(s+s,n=10)

Table 6 Effect of modified Lichongtang combined with 5-FU on expression of EMT associated protein in H22 tumor bearing mice(x +s,n =10)

25 51 Flf/g kg ™! E-cadherin/B-actin N-cadherin/gB-actin Snail/B-actin Vimentin/B-actin
g - 0.29 +0. 02 0.22 +0.02 0.58 £0. 04 1.80 0. 20
5-FU 2.5x1073 0.45 +0.03% 0.08 £0.01% 0.32 0. 05% 1.15 0. 04"
5-FU + 37 Jin vk 2.5x107% +25 0.81 +0.02*% 0.05 +0.01%% 0.15 +0.01*¥ 0.76 +0. 13*¥
BLIREINV7I IR 25 0.60 =0. 15" 0.09 +0.02% 0.36 0.01" 0. 84 +0.20%

A B c D
AL ZE A 41;B.5-FU 415 C. 5-FU + B isf i i1y £ 5 D. 38 b 37 i ik 201
B2 H22fE/NREES EMT X EBRIEBRIK
Fig.2  Electrophoresis of EMT associated protein in H22 tumor

bearing mice
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PLas SR a7 ) 5-FU 2 98 19— L fe g7
254y, 2 FRT R fe ) I DU NE 2R 25 . O PR
fi AR EEA T5 B ih 3 Jin s K 5 A 97 254 S-FU X
JFF988 Fif 98 64 bIp I 400 A D R0 B 5 4% B AR 3 4
FI AR SE 5 L H22 i 88 /I B A Y 5 s A D

AL TR A A A T 25 R0 M B 4 2 ML e
FRBC, IR 45 R s B g In s e & 5-FU X/ R
I KT F% AR IR 00 40 4 B o, T Gk 84.42%
A I G 5-FU 21 0 /N BRI o & | g i 48 55
[ T8 B4 5-FU ZH 38 &, 25 1 A B4 3 s AS 3 g
S ) 1 5 AT 25 W i Bk AR KPR T B BB X A
922 I A 12 B — i ORI AE ] .

H 1982 4 Greenburg 2 EMT F#& LK , B
W TAEFAT EMT 3E47 T IR A BYBFSE . I i 4t Bl
(1) EMT J248 1 Hz 20 B ke 5 %) 0% M b 93 448 it 2% 1k R
LT RS IR 22 i 0 9 (] 5 40 M 4 2B a0
EMT A LA g Jif 96 20 3= 30 56 % 10 TR 46 1 o BF e
FRWEMT (9 B0 4 45 4 21 F 40 AR &
E-cadherin 3% i5 # & W, [\ 3¢ 5T 40 M ¥5 & W
Vimentin, N-cadherin 25 5 1 3 A % F W+
Snail , Twist 25 1% =94, E-cadherin & — F 45 4 ¥ 1
5 TR AR, 5 40 M A Y O 5 sk B 45 A e, A i
BTN o,B B M p120 5 WL3h & H A 2R A E
T4 M A Y A ] 3 A Y . PR E-cadherin
RE 6 45 15 20 Mo 3% $E  F2 2 P o N-cadherin 2 [H] 52 21
L SR 1, R B T AR A A M S A R R R
A F T 18] 5T 240 M Y 3z 3, BB A T 40 Y 1= 22 g
JIW] & T E-cadherin 4 5 40 Jfd [8] i % WF A€ 917
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Vimentin J2& J& T 4 il o 4] 22 85 1 R MG R R B, 32
FEAE T 18] 8 5T 40 i b A — AP I SR 4R . BERE SR
B Vimentin %38 35 T i 76 0 09 & A2 K 5% 7% 2o 72
rhote B HE A R, SR 3k RTAE h Be e  A% R T
JE B AR Z — T B SR INF A Snail, Twist, B AT
5 il gge 45 28 R R MT O Y L Smail 40— AN TR
B SN T R ) TR BRI 2 IR R
B R BE Al B AE N e T B — B, X EMT A
REHRE X, BA T I E-cadherin B4,
Twist 3222 K35 TG & VR JIG v R 2 R0 5 2k rp iR 20k
TEEIAR TS, 2 5 U0 M 0 E 40 B L1 i 4 i
G Z A I R 0 4 Ak TE 5 T 40 T S L 2 4 9 A
e AR Twist & 5 S bR 41 L EMT
FERRZ —, BB #2155 EMT i i 52 i HoAlh
WS N - uE S EMT, AT 51 & b 968 40 M Y B
B OHU S B g BN ) EMT 1 ik 7 [ i ]
DL R ARG i 988 TE LA P SR A BB ), S s ] EMT R
SR W AR I 6 ) 12 2% R 5% 3% BE 1 , 38 RE 06 I I i 9/
(LI RE T o Rk — 20 0 B vh i e A 5-FU
E A P 300 90 ek g A= A B9 BIL D, AR 52 5602 ) Real -
time PCR Hl Western blot ¥ £¢i%Z 77 Bk & 5-FU X}
EMT #H % 5 & %) E-cadherin, N-cadherin, Vimentin ,
Twist, Snail mRNA F1 & 1 £ ik A5 M, Real-time
PCR %55 7R 5-FU 241 ,5FU + F whyz fin ek 40 ¥ fig
¥ E-cadherin, H5-FU + B iz ok 20 b 8 72 2
T 5-FU + 3 iz i 415 5-FU 41, 58U + 3 b i i
PCZH , B b7 n s 4H ¥ B8 T 8 N-cadherin, Snail ,
Twist, HHT J8# B2 h i 2ARAK U 5-FU + B
INs2H ,5-FU 20, B ofoz i 2 . Western blot 45
78 5-FU 24 ,SFU + B 37 T s 26, 3 b 97 o ok 2
¥Ifig 198 E-cadherin, H H I8 2 B & 2 10K K
N 5-FU + 3wy i 28, 5-FU 20, 38 vy I 26
N-cadherin, Snail , Vimentin, H H T & & H & Z 1%
KRSy 5-FU + Bz s 28 ,5-FU 25, 22 v i Jon ok
B, 3X 5 SCHR R 22 o S 1AW M b v R 8 B
Shig—# .

25 EPA  f SRS IR AS 7 B efnz s 5 5-FU
K FH A 39 ip ) 410 o) JEF 9 P8 A R 9, HL BRI
5-FU Xf 2 o B 00 2 R AE T, b2 2 980 2 1 28009 18
FH. #F—4 11 Real-time PCR Jz Western blot £ il
SRR N EMT #H % 1 & ¥ E-cadherin, N-cadherin,
Snail, Vimentin, Twist 3¢ 3% , 1 B 25 S 1k % 36 74 77 B
M IR S-FU B R 356 G i X 6 400 T 8
EMT, H3 iz ini 5 5-FU B BCR I T 5-FU 5

. 88 -

AL HT, i — 20 B T B e s 5 -FU T
il 98 A A R R R A o 0 A R EMT SEBRAY  {FUZ fil
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