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Effects of trichostatin A(TSA) on the proliferation and apoptosis of

hepatoma cell lines and the the replication of hepatitis B virus(HBV )
XIE Jing,et al
(Department of Gastroenterology ,the Second Affiliated Hospital,Chongging Medical University)

[ Abstract] Objective:To compare the effect of histone deacetylase inhititor trichostatin ACTSA) on the proliferation and apotosis
of different hepatoma cell lines and to investigate the effect of TSA on hepatitis B virustHBV) replication. Methods:Human hepatoma
cell lines HepG2,HepG2.2.15,QGY7701 and normal liver cell line 102 were treated with TSA, the effects on proliferation and
apoptosis were examined by MTT assay and agarose gel electrophoresis of DNA; The viral proteins of hepatitis B surface
antigen(HBsAg)and e antigen(HBeAg) in culture medium were measured using the Abbott Microparticle Enzyme Immunoassay
kits;The medinm HBV DNA levels were quantified using HBV real-time PCR kit. Results: (a)TSA treatment repressed
proliferation and induced apoptosis in hepatoma cell lines; (b)The normal repressed proliferation and induced apoptosis in
hepatoma cell lines; (b) The normal liver cell line LO2 was not sensitive to the treatment of TSA; (c)TSA stimulated HBV
replication. Conclusions:TSA treatment could inhibit proliferation of different hepatoma lines,and the normal liver cell line 102
is not sensitive to TSA treatment. However,TSA stimulates HBV replication. Therefore,our results suggest that TSA might be a
good chemotherapic candidate for hepatocellnlar carcinoma patients without HBV infection but may not be suited to treat
hepatocellular cancer patients with HBV infection.

[Key words] Trichostatin A;Hepatoma cell lines; Proliferation; Apoptosis; HBV replication

1EETE: H #(1978- ), %, M+ AL TS R LR E 22— SMRHTIBR A

5 P68 D IR BT AR B AR 7 . R
EIREE: M0, B, 248, E-mail:meizhechuan@21en.com - %Eﬁi/z\‘% %igﬁaj{] EP%ﬁ,H ’ 9&27?‘**&%0 %
BEWA: BR 4 AHF A2 (30700708 F= 30671869) F 3 S, B ML XA AT AU, R, FHRARL



— 1026 —

0000 http://www.cqvip.com

BERERKZEME 2008 S£5 33 % E 94 (Joumnal of Chongging Medical University 2008. Vol.33 No.9)

AT T B R B R R R TSR EE
BESZ—.

TSA & HDAC ##i30 , 8B4F 55 I 2 HDAC;
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1 #BEFHE

1.1 #HH

TSA Wi B sigma A F](EE), XK ZBEE B 4mmol/L
EERHET -20°CR%E.
12 @ik

HepG2( AFFEE4HIER) .QGY 7701 (A FFE4MEER) HepG2.
2.15(HepG2 ¥ HBV 2R H 4 J¥ ) 102 A IE % At 48
o) B K ER KBRS B B AR Bt R B ST B 4R 4L, 40
HUERFRLE 10%/NF ML3E (BTN 235 A4 ) TRARAEFRAE])
RPMI1640(% H GIBCO AEDEFEF (AT 100U/ml FHEE
), BT 37°C,5%C0, AR b7 , BUOTHUE (K 40 Mok AT
LE,
1.3 MTT A i M3 5i

A R HIRRHRI AR 5 x 104 4> /ml B, BAET 96 FLEGFR
AR, 8L 200 w1(1 x 1044~/ L) . FRP4IMIBR S SHRLA T &
£ TSA HUMAFR R E R TSA), X IBAMERABN 2
B, 3RS BA(RINERE, X481, SR 348
FLo kgERESE, 2y BITE 24.48.72h B E L, BLME M
FEFEMR 20001 2 Smg/ml MTT20 |, BE8E353E 4h MR = L3
¥ ,457L 0 DMSO 200 w1, %% 15min, 2 B ShEHR(UEI
490nm AbEIHRFCE (A B) T E S A YA RINHI %=
(A s —A 20 Y/(A zm) x 100 % FIEIMHIZR(ICx) o 1Cs, RYIK
WHIZE 50% IBHEZS YRR B R25 SR RERUA R IREE , R
JEITEE BRIPHIZR, LL25 & Bk E B A AR , RIS A
ARHRYER, SRS A3 B 50% I SRR B2 S AR EE , B ICxo
1.4 DNA ZERGAESAL b ok im0 € 8 =

H R R4 MERHIER 1 x 1064 /ml BeWl, R T 6 FLES SR
AR, AL 500 . 1(5 x 1054~/ 5L) . SSFhARATREST HIR 2 41 TSA
HUMA 1pmol/L B TSA), X AN FER KRB EFRE, 3T
7t 3d J5 , AR MA lysis buffer 1ml(10mmol/L Tris-Hel,
pH7.4,10mmol/L EDTA,0.5% 5 BR 48 ,100p g/ml RNase A)
AN TS 240% , BUTE 37°CHBE 1h, BE/S MA 100 p g/ml BY
FEHE K7 S0CHIBH 4h, RIS IIA 0.1ml 3mol/L EEERH1AN
2.5ml YKF¥ B Z BT UTHE DNA, 13 000g BS.Lr 15min 3K45
DNA BUIE, RS ER T Tris-EDTA buffer(10mmol/L. Tris, pH

7.4, 1mmol/L EDTA), DNA BERIMEBIE 10 p g/ml RALZEH
1.8%BTENRFREERC P HIK Lh FEEEINT T RN EH.
15 #4853 % & & (MEIA) ® & HepG2.2.15 @ i L ik
HBSAg 5 HBeAg & & % £ 2 & PCR ##l fmje L ik
HBV DNA &%

4 HepG2.2.15 HMIHIAL 2.5 x 10° 4 /ml Be¥, #AE T 1
A~ 6 FLARA, L 2ml, 1% 2 £, TSA 46, LA 02 . mol/L B TSA,
SN 282 0.1 |, 4% 3 A EFL.TSA 4B 48h FUsE
YRR L3, (1) E Abbott A B4 RIS 3 4% HBV 1L
BHHFRWHAN , B MEIA #0053, F AXSYM B 3hBitnie
WK HBSAg 5 HBeAg BIS B, () MBIl KR E R
A B FRA B4 i HBV DNA %56E & PCR #:M13X 7
ERAEVLE 50 HBV DNA &8,
1.6 Hit¥Fam

ERBHR U x £ s B, GeIT2E 7R SPSS14.0 #f4#
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2 5 B

2.1 TSA WHIATEmpergsh

MTT 451 8w : 53 RA MM L, 2K F
W TSA 403 3 PB4 (HepG2,QGY 7701,
HepG2.2.15)MEFE I Z A EIFE B BHMH] , FF- 2 AtE]
W B o SR T, ANTRISRU LAY TSA X 1B 5 AT 48 Bk
LO2 B /E R B SBAR T T 3 Ff B 40 M ik A 310 4
YEFI(P<0.05), 118 ICsx, HepG2 Fl QGY7701 2
0.1 p mol/L, HeapG2.2.15 # ICs & 0.2 p. mol/L, R 1
IE% B4 MUER LO2 B9 ICs, J2 HepG2 #1 QGY7701 £
8 1%, B0 0.8 mol/L(FE 1),

22 TSA#HSHE@EA T

B HEob B fise ek AT DL - Xof R4 40 i DA B 48 TSA
A3 3d J5 Y L02 3ok R AE T, DNA XU 52
8,0 FEKR, BB, RIZ A DNA lad-
dero A 1 pnmol/L TSA 4bEE 3d £ HepG2,QGY7701
1 HepG2 2.2.15 41 ffi#% DNA %4 180 ~ 200bp
R HRBUT R EH R F T, R AR = R4
MJET- DNA ladder(E 1),

2.3 TSA #li#t HBV £ #]

MEIA BEERR 22 TSA 4088 48h J5fHepG2.2.15
4B+ 35 HBsAg F1 HBeAg MK FH 8 T3t B8
40, kb FELH -9 HBSAg 1 HBeAg /K435 Bxt FH
i 1.78 1% 1.61 f%(p<0.05 B 2) . N ERPCR 45
RPN 2 TSA 4bPE 48h 5 ) HepG2.2.15 4 L&
# HBV DNA R ARIA B FXTRA, A HEAHH
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HEMPEMRASMERE . RSB SE T,
Al 8858 survivin, p53 FiR 12 A X, HDAC |
30 R BB AR B b8 400 B P A S L DR i R ) B T
KRB IEFH MEREFEE, HAj, A2 HDAC 1Pk
FIEAL F4 Xt &R aE A T/ MR8,

TSA IR B HEBREABY , RAED X 2Bk
B AR AR, Al 7E nmol/L 7K EAP I BE EVEE , Xt
FFEE B R B SR 05 AR5 B b 2 B 4 R 5
SEMMEA BRI, S s gt T
FIVEFRET, A SI0 45 SR IEAA TSA ST 48 40 M s 78
A A AR VE R, X R 2 B T R B A
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M T B 2 A Y R AR R R B R A
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200bp A4 A Bl HAT R i B, BB B A sh ok 2 B
BILERE AL R R 7 1 wmol/L TSA YER 3d
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FEK, HBIEMFEFL ML, KRIE A DNA ladder,
& FTRE AN AR B T 8879 DNA laddero TSA {25
TR AT T, T E TR, X IE R A AR
Pk 102 TCHA B A, SHHEHRE —B, TSA #H i
92 24t L3 < AR i 0 T ML AT BE S5 4K Caspase i
BB AEWHE Caspase 3A2H 56, YL TSA SRIEIA
FEEA I AIF 12K Caspase 1755 JE/INH B fiti 987 40
I T8, TSA 3B A5 AT #3562 Bax,Bel-2 5§
4E Caspase iX 215 % H /& 41 8 SGC-7901 ¥4 =%,
TSA FSFHARBA TR S FILH RIETE XD, F1F
For ) 56 S 3 IR B LR Y O =08 o Ak y7 T RE
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ARE, HBV RYEFE LT ENEERRNZ
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YEIT R, Z R B 0 & i BT Al L — 2 B
E., B, RLE#— S5 T TSA 5 HBV £ #l
X F, MEIA K56 E R PCR 45R 878 :TSA
fEH 48h J5 ,HepG2.2.15 4l 35 * & AT F i 1t
B O JELL R HBV DNA BB & TR BH ., A&
SEISHI AR TSA BT LAKIE HBV & &, 285 R 4E
AN B R B THEO B S BREME XA
%, 7E TSAYEF T, 5 HBV DNA & & HHEEA

CBEAL AT I, GRS AR 1S T AR EL, A A
Fi R HF & HBV DNA ZREFLES#HR DNA, 1
sEEE SR, NI HBV Bl % E VLA ft—
HEIE, BRTIZAZERNIMNER LRE

25 LTk, TSA ZERSMM &l FFE 40 M 8 58 3 5
F T BXTIEE AR TSR W, Ak, TSA
H3#% HBV Z Hl. Hitk, TSA A GE AT HBV FH
PERY BT 4R AT 98 (B, X F HBV PR FF 40 i AT
FERUL, B H1E
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