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Effects of Tamoxifen on Lipid Metabolism of Hepatocellular Carcinoma HepG2 Cells
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ABSTRACT OBJECTIVE: To study the effects of tamoxifen on lipid metabolism of hepatocellular carcinoma HepG2 cells.
METHODS: HepG2 cells were cultured in vitro. MTT assay was used to measure the effects of 0.5, 1, 5, 15 and 30 umol/L
tamoxifen on the proliferation of HepG2 cells. The effects of 0.5, 1, 5 umol/L tamoxifen and 200 pmol/L cetylic acid (positive con-
trol) on the lipid accumulation of HepG2 cells were detected by oil red O staining. Fluorescence quantitative PCR was applied to de-
termine the effects of 5 umol/L tamoxifen on the expression of FAS, Srebp-lc and ACC in HepG2 cells and the expression of fatty
acid oxidation related genes such as PPAR-a and UCP-2 were also determined. The effects of 5 pmol/L tamoxifen on protein expres-
sion and the phosphorylation of ACC were examined with Western blotting assay. AU results above were compared with blank con-
trol group. RESULTS: Compared with blank control group, 0.5, 1 and 5 umol/L tamoxifen had no significant effects on the prolif-
eration of HepG2 cells (P>0.05), while 15 and 30 pmol/L tamoxifen could inhibit the proliferation of HepG2 cells significantly
(P<<0.05); 5 umol/L tamoxifen could increase lipid accumulation significantly, which was similar to positive control; 0.5 and 1
pmol/L tamoxifen had no significant effect on it (P>0.05). The expression of FAS mRNA was increased by tamoxifen treatment
while the protein levels of P-ACC were decreased (P<<0.05). No change was found in other gene and protein expression (P>
0.05). CONCLUSIONS: Tamoxifen can induce the lipid accumulation of HepG2 cells, which may be associated with the decrease
of P-ACC level and the increase of FAS mRNA expression.
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(200 pmol/L A# AR ER I ™) A1 0.5, 1.5 pmol/L Al 553541 , &5
LRI 3L, 43 BT A R 25 ) Ab BRAN S SR R R, 4%
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i I B3 2 R AR TR 2 .
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SR AR D& I B o] 48 L0 it AR 394 5 0 S 2 1R o (PPAR-01) I fi
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GGGCTTGCTGAAA-3' ; Srebp-lc |- i F¥ %1 : 5’ -CGGAAC-
CATCTTGGCAACA-3' , T i [ 51 : 5'-GCCGGTTGATAG-
GCAGCTT-3' ; PPAR-a L iiff f* 4l : 5" -GGGCACCTGGAGG-
TATCGT-3' , T i J¥ %1 5'-GGGACCCTTATCAATCCTAAT-
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3.1 HepG2 LA ER
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DULEE LR 1.
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Tab 1 Comparison of the proliferation of HepG2 cells of
each group (¥ +s,n=3)

20 531) OD1H

25 IR R 1.03 +0.04
0.5 wmol/LAbFHZF4 1.01 +£0.05
1 pmol/LAbZEHE IR 0.99+0.08
5 wmol/LABEH R4 0.96 £ 0.09
15 pmol/LABEEF 254 0.81+0.02*
30 wmol/L L5354 0.67+0.05"

Sas Pixt A Hb A - * P<<0.05

vs. blank control group: *P<<0.05
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E1 &HHepG2 il ABERITIR BREEE (x400)
A ZS TR B. 0.5 pmol/L AB 55 54 5 C. 1 pmol/L A 55 I3 4 5
D. 5 pmol/L fl B E 541 E. BHHEXT HEZL
Fig 1 Microscopic images of lipid accumulation of HepG2

cells of each group (x400)
A. blank control group; B. 0.5 pmol/L tamoxifen group; C. 1 pmol/L
tamoxifen group; D. 5 umol/L tamoxifen group; E. positive control

group
0.18) . Srebp-1¢ (0.94 £ 0.07) . PPAR-a.(0.93 + 0.06) 1 UCP-2
(0.93+0.06) mRNA ik TCH R B, $E/R AL 28 Al iE i
N FA (-5 iSRG HepG2 4N BN RTTTRR , FA 4R,
AEXFR /D HepG2 4R A AR SRR %5 2R
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2H HepG2 Al il iy ACC .P-ACC & 1 R I L Pk B LI 2, F ik i
A L LT 3.
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Fig 2 Electrophoretogram Fig 3 Comparison of protein
of protein expression of expression ratio of ACC to P-
ACC and P-ACC in HepG2 ACC in HepG2 cells of 2 gro-

cells of 2 groups ups
vs. blank control group: “P<<0.05
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FAS TEMEAL N IR IE K BE FA & Gl fE b 5 2 AE . ACC
J2 FA T3k A5 U R HER , L 79 067 11 22 2R SR AL REff ACC
WO, S BCFA B O s PRI A BE SR AR I T ACC Je

P-ACC #1315 , H4a 45 R R W] 5 pmol/L il 55 25 21 240 g Y

P-ACC # AR IA W AR . iy it B I IE B 55 1 FA 1

JIFTRE 2 FA AR R 22—

AN TE B AR FA S AR 8/ Hep G2 4 ifs i1 g BT 7T
BUR L . FA PR OCHEIRE K1 B ARl 1) S S L 76 FA
AL R B A BRI RE R A S, L2 A FA AR
WEEL FEEEZ ", EAFFRI T FA S AR DCEEE
PPAR-0., UCP-2, 5 %5 1A R4 5 5 pmol/L fb 55 25 41 T4t
e,

25 FPR AU T U R A S 2 AR T L 3 A B
IS REALE I 3 I FA 5 ROk 520 HepG2 AR B TCA , 400
P-ACC /K V-2 HmT BRI AE FAAL 2 — , o it — 20 WY L Rl A
FABLHIFIF A2 fe it T BlE LAt .
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