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Mechanisms of growth inhibition and apoptosis inducement of oridonin

on human hepatic carcinoma BEL-7402 cells
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(1. Department of Liver Transplantation, The Third Affiliated Hospital of Sun Yat-sen University,
Guangzhou 510630, China; 2. Department of Hematology, The Third Affiliated -
Hospital of Sun Yat-sen University, Guangzhou 510630, China)

Abstract: Objective  To investigate the mechanism of cell growth inhibition and apoptosis
inducement of oridonin on human hepatocellular carcinoma BEL-7402 cells. Methods BEL-7402 cells in
cultural medium in vitro were given 8, 16, 24, and 32 pmol/L oridonin. The inhibitory rate of cells was
measured by MTT assay, cell apoptotic rate was detected by flow cytometry (FCM), morphology of cell
apoptosis was observed by Hoechst 33258 fluorescent staining and DNA gel electrophoresis. caspase-3,
Bcl-2 and Bax protein expressions were detected by Western blotting. Results Oridonin could inhibit the
grwoth of BEL-7402 cells and cause apoptosis significantly, the suppression was both in a time- and dose-
dependent manner. Marked morphological changes of cell apoptosis were observed very clearly by Hoechst
33258 fluorescent staining as well as DNA gel electrophoresis analysis after the cells exposed to oridonin
for 60 h; Western blotting showed cleavage of the caspase-3 zymogen protein (32 000) with the appearance
of its 20 000 subunit. Along with the apoptotic process Bcl-2 protein expression was down-regulated and
Bax protein expression up-regulated concurrently observed by Western blotting. Conclusion Oridonin can
inhibit cell growth by induction of apoptosis in BEL-7402 cells via activation of caspase-3 as well as down-
regulation of Bcl-2 and ﬁp-regulation of Bax protein expression, the results indicate that oridonin may be
an important potential anti-hepatocellular carcinoma reagents.
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Fig. 1 Inhibition of oridonin on growth

of BEL-7402 cells (x%s, n=6)
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Fig. 2 Apoptosis of BEL-7402 cells induced
by oridonin (x+s, n=3)
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Fig.3 Apoptosis of BEL-7402 cells treated with oridonin for 60 h (Hoechst 33258 staining)
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Fig.4 DNA Fragmentation analysis of BEL-7402

cells treated with oridonin for 60 h
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Fig. 5 Western blotting analysis of caspase-3 of BEL-
7402 cells treated with oridonin for 48 h
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Fig. 6 Western blotting analysis of Bcl-2 and Bax
' protein expression of BEL-7402 cells

treated with oridonin for 48 h
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