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Inhibitory effect of resveratrol on hepatocellular carcinoma cell stemness

Lu Yifeng', Lei Feifei’, Gao Yuan®, Li Gang® (1. Hubei University of Medicine, Hubei Shiyan
442000, China; 2. Department of General Practice, Shiyan Renmin Hospital, Hubei Shiyan
442000, China)

Abstract: Objective To investigate the inhibitory effect of resveratrol on hepatocellular
carcinoma cell stemness. Methods The proliferation capacity of HepG2 and Huh7 cells
were measured by cytotoxicity assay after resveratrol treating at different concentrations
(0, 20, 40, 80, 160, 320 umol/L) for 48 hours. The effects of resveratrol on the proliferation
and migration of HepG2 and Huh7 cells were evaluated via colony formation assay and cell
scratch assay at concentrations of 0, 20, 40, and 60 umol/L. Western blot was performed
to detect the expression levels of liver cancer-related cancer stem cell markers CD44 and
CD133 upon resveratrol treatment. Results After treatment with resveratrol at different
concentrations (0, 20, 40, 80, 160, 320 pmol/L) for 48 hours, the viability of HepG2 cells was
100%, (93.43 £ 1.56)%, (78.46 + 2.63)%, (68.39 + 2.42)%, (61.69 + 3.65)% and (11.71 *
1.22)%, respectively, and the viability of Huh7 cells was 100%, (83.67 £ 4.51)%, (73.39 +
3.14)%, (65.15 £ 4.78)%, (55.33 = 3.21)% and (31.38 + 2.49)%, respectively. IC, values
for HepG2 and Huh7 cells were 145.7 umol/L and 159.1 umol/L, respectively. Scratch assay
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showed that the migration rate of HepG2 and Huh7 cells gradually decreased with resveratrol

concentration increasing. Colony formation assay demonstrated that after treatment with

resveratrol at concentrations of 0, 20, 40, and 60 umol/L, the number of HepG2 colonies
was 264.64 £ 7.57, 129.00 + 11.53, 33.67 = 6.03 and 0, respectively, while the number of
Huh7 cell colonies was 173.67 + 6.03, 115.00 + 16.7, 24.00 £+ 5.29 and 0, respectively. The
differences were statistically significant (F = 744.2, 227.4; both P << 0.001). Western blot
analysis indicated that resveratrol at different concentrations (0, 20, 40, 60 umol/L) inhibited
the expression of CD44 and CD133 proteins in both HepG2 and Huh7 cells, with a more
pronounced inhibitory effect as the drug concentration increased. Conclusion Resveratrol can

inhibit the proliferation and migration abilities of liver cancer cells, and can also suppress the

expression of liver cancer-related stemness markers CD44 and CD133.
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