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Abstract :Objective  To evaluate the effects of the arsenic trioxide(As:Os) on antagonizing invason and
metastas s and to investigate the effect of As,Os on RhoC gene expresson in Human Hepatocarcinoma
cell line Hep Q. Methods A dherence ability ,Migration and invason of Hep G2 cell inhibited by AsOs
were assessed by M TT and transwell technique. Expression levelsof RhoG-mRNA and proteinin Hep &
cell were determined by reverse transcription-polymerase chain reaction( RT-PCR) and Western blot ,re-
spectively. Results  The number of adhesion,migration and invasion of Hep & cells were sgnificantly
lower in As,O; Group than in the control group(P<0.05). A sgnificant down - regulation of expression
of RhoC gene mRNA and protein level s were observed in Hep G2 cells when 0.25 mg/L As,Os was given
after 4,6 and 8 days( P<0.05) . Relations between mRNA and protein expression level of RhoC genein
Hep @ werefound close (ra =0.92,P=0.046) . Conclusion  The adherence ,migration and invasion abil-
ity of Hep G2 cell is markedly inhibited by As,O3. As,Os isable to inhibit theinvason and metastas s of
Hep & cells by down-regulation of RhoC gene expresson.
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Costar BD Santa Cruz As0O:; HepQ& , 1
Bio-Rad-550 492 nm, (P

1.2 <0.05) , 33.6% 23.7%
1.2.1 Hep &2 10% 22.5% 20.0%,
DM EM , 0.25% (P>0.05)
' - 1 MTT As0:; Hep@
1.2.2 MTT As0O:; HepQ&X
Hep G2 (x+s%)
1x10°/ ml , (5] Tab 1l Thedfectsdf AOs
MTT 0.25 mg/L on adhesion of HepQ&2 cells by MTT method invitro (x £ s%)
AsOs, 10 % DM EM Groups 30 mn 60 min 90 min 120 min
30 60 90 120 min A0: 25.40+2.46 45.60%3.29 56.20%6.42 73.00+4.63
, oD =( Control 38.28+1.54 59.80+3.05 72.50%4.14 91.30+4.43
ob / OD ) x100%
S[1- ob  J oD 2.2 As0: Hep&
) ] X 100 % A%Os
1.2.3 Transwell A Os Hep@& ' 55.19%
Transwell 8U m 58.21%., 2 ' '
A%0Os ;
Matrigel 2 AsO: Hep@ (n=4)
. 0.5ml 20% ’ Tab2 Thedfects o AOs on the
(2 x 10°/ ml 2001 I/ ) migrationand invasion of Hep& cells invitro (n=4)
3 0.25mg/L AsOs ,
10 % DM EM 4 % Gows  Migration cell Migraiion Invison  Invisoninhibition
, 5 inhibitory rate cell rate
(400 x) = (1- A$0; 99.33+3.51 55.19%  65.33£6.66 58.21%
As0s / ) X100 % Control 221,67 +7.37 156. 34 +13.50
1.2.4 RT-PCR Hep @ RhoCmR- A%0s
NA 0.25 mg/ L As O sdedsd (t =25.7,P =0.0015;t =10.3,P =0.0095)
RNA, RT-PCR 2.3 A0 Hep &2 RhoC
tel ,RhoC B-actin 183
587 bp 1.5% As0Os RhoC mRNA (1.40 %
RhoC mRNA 0.44) 0.25mg/lL AsOs: 4de6edsd
= RhoC B-actin RhoC-mRNA (0.66+0.21) (0.50
1.2.5 Western blot Hep G2 RhoC +0.19) (0.38+0.13),
(P<0.05); A% 03
, PVDF 4 6 8 d,RhoC (2.40 %
1 500 37 0.22) (1.64 £ 0.31) (1.54 £ 0.29) (0.74 +
1h,1 1000 ,PBST 0.17) , RhoC
DAB (F=13.7,P=0.033) , 12
1.3 2.4 HepQ&2 RhoC MRNA
SPSS13.0 ,
F , t RhoC mMRNA
,Hep &2 RhoC
2 mMRNA (r=
2.1 A%0s HepQ&R 0.92,P=0.046)



2008 35 11 777 -
bp M 1 2 4
,RhoC G
600 B-actin
i '
200 RhoC [6.8] RhoC
100 !
Rho-
1: Control ;2: After Hep G2 cells were treated with 0. 25 mg/L 16.9] As O
AS; Oz for 4 days; 3: After HepG2 cells were treated with $0s
0.25 mg/L ASOsfor 6 days;4: After Hep G cells were treated RhoGmRNA
with 0.25 mg/L AS;Ozfor 8 days;M: DL 600 Marker
1 AsOs RhoC-mRNA ; , A%0s RhoC
Figl Theefectsdf AsOs on the RhoC mMRNA
expression of RhoCG-mRNA in HepQ& cdls
P P , RhoC
I ) : 4 A% Os
RhoC . RhoC
RhoC
ASZO3 ]
B-actin ,ASE O;
(201 yAS Os
1: Control ;2: After Hep G2 cells were treated with 0.25 mg/L
AS 03 for 4 days; 3: After Hep@& cells were treated with !
0.25 mg/L AS,Osfor 6 days;4: After Hep G2 cells were treated RhoC ,AS O
with 0.25 mg/L ASOzfor 8 day
2 ASOs  HepG RhoC ’ RhoC
Fig2 The effects of A%Oz on the
expression of RhoC protein in Hep& cells
3 :
[1] LiottaLA Steeg PS,Stetler-Stevenson WG. Cancer metastass
C 7] ' and angiogenesis:an imbalance of postive and negative regula
Liotta tion[J]. Cell ,1991 ,64(2) :327-336.
“ " [2] Van Golen KL ,Wu ZF,Qiao XT ,et a. RhoC GTPase ,a novel
HepG2 HepGZ trandorming oncogene for human mammary epithelial cells
. 0 that partially recapitulates the inflammatory breast cancer phe-
120 mn 91.30 %, notype[J]. Cancer Res,2000 ,60(20) : 5832-5838.
(221.67 +7.37 (156.34 + 13.50) [3] , ) .o
Hep @ [31. ,2004 ,24(10) :
922-925.
) AsOs
[4] ) , ,
] y [J] ,2008 ,16(7) :448-450.
AsOs [5] Yao Z,Che XC,LuR et al. Inhibition by Tyroserleutide (YL)
on the Invason and Adheson of the Mouse Melanoma Cell
+ +
(99.33 + 3.51) (65.33 + [J]. Mol Med ,2007 ,13(1-2) :14-21.
6. 66) , 55.19% 58.21%, [6] Shikada Y, Yoshino | ,Okamoto T ,et a. Higher Expression of
As O RhoC Is Related to Invasivenessin Nor-Small Cell Lung Carci-
Hep@ noma[J]. din Cancer Res,2003,9(14) :5282-5286.
’ ’ [7] LiottaLA. Tumor invason and metastass role of the extracel-
A2 O3 luar matrix: Rhoads Memorial Award lecture[J]. Cancer Res,
, 1986 ,46(1) :I-7.
AsOs [8] Clark EA,&lub TR,Lander ES,et al. Genomic anayss of
’ metastas s revea s an essential role for Rhoc[J]. Nature,2000 ,
’ 406(6795) :532-535.
[9] Ruth MC,Xu Y,Maxwel IH , et a. RhoC promotes human
melanoma invasion in a PI3K/ Akt-dependent pathway[J].J
Invest Dermatol ,2006 ,126(4) :862-868.
! [10] s , .
, A549/ R [J]. ,2006,23(2) ,
AsO; 201-203.

AsOs



