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Abstract

AIM: To investigate the effects of apigenin on
cell growth and gene expression in human
hepatoma cell line Huh-7.

METHODS: After Huh-7 cells was cultured
and treated with different concentrations of
apigenin, cell proliferation was measured by
colorimetric methyl thiazolyl tetrazolium (MTT)
assay; cell clonogenicity was detected by colony-
forming assay; and cell cycle distribution and
apoptosis were examined by flow cytometry.
The impact of apigenin on the tumorigenicity of
Hubh-7 cells in nude mice was also detected. The

differential gene expression between cells treat-
ed and untreated with apigenin was detected by
c¢DNA microarray and verified by quantitative
real-time reverse transcription-polymerase chain
reaction and Western blot.

RESULTS: Compared with untreated cells,
cells treated with apigenin exhibited a marked
growth inhibition. The half maximal inhibitory
concentration (ICs) of apigenin on cell growth
was approximately 10.5 mg/L + 0.3 mg/L. Api-
genin treatment could cause a cell cycle block at
G,/M phase, decrease the percentage of cells at
G,/ G, phase, promote apoptosis, and inhibit the
tumorigenicity of Huh-7 cells in vivo. Apigenin
treatment could also dramatically alter the ex-
pression of 1764 functionally related genes in
Huh-7 cells. Of these differentially expressed
genes, the majority are involved in nucleic acid
binding and transport, enzyme catalytic activity
regulation, transcriptional regulation, cytoskel-
etal structure and/or adhesion, signal trans-
duction, metabolism, apoptosis or the immune
response. Of note, apigenin could significantly
downregulate the expression of interleukin-4 re-
ceptor and ubiquitin-specific protease 18.

CONCLUSION: Apigenin partially inhibits
Huh-7 cell growth in vitro and in vivo by block-
ing cell cycle at G,/M phase and promoting
apoptosis. Apigenin treatment alters the expres-
sion of multiple genes in Huh-7 cells.
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6.51%H117.33%+6.66%, 55Xt #2H(72.33% +
15.82%)AH bt 22 7 HAT W 25 1E(P<0.001, [5]2).
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BT P<0.05, I3, F1), [FIERT WA
FEHuh-740 0 )5, 4 & 3 50 A1 IR S )
F5 AR UG . T O TR S E — P UE S TR R
AL A R T, AR 2 e R G
(P<0.05, K4, K 1).

2.3 Ff 3 Z 49 H Huh-7 48 Jo AR R b 69 803 1 T
S F M0 B BRI HRAR R B AR S A
FE[K)/NP<0.05, EI5A, B), HEYL (0, Wi B
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