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valproate on HepG2 cells
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Abstract

OBJECTIVE Toinvestigate the cytotoxicity of divalproex sodium and sodium valproate on HepG2
cells and its underlying mechanisms. METHODS The cytotoxicity of divalprox sodium and sodium
valproate were investigated using HepG2 cell lines. After HepG2 cells were cultured with dival proex
sodium or sodium valproate 0.1, 0.3, 1 and 3 mmol * LY for 24 h, cell viability was measured by MTT
assay. After HepG2 cells were cultured with dival proex sodium or sodium valproate 0.3, 0.5 and 1.0
mmol « L™L for 24 h, lactate dehydrogenase (LDH) activity in the culture medium was tested by the
pyruvic acid method, and the activity of glutamic pyruvic transaminase (GPT) and glutamic oxaloacetic
transaminase (GOT) in the culture medium was determinated by malate dehydrogenase method. After
HepG2 cells were cultured with divalproex sodium or sodium valproate 62.5, 125, 250, 500 and 1000
pumol « LY for 24 h, the gene expressions of cytochrome P4501A1 (CY P1A1) and cytochrome
P4501A2 (CY P1A2) were measured by real time quantitive reverse transcription-polymerase chain
reaction (RT-PCR) assay. RESULTS  After treatment with divalproex sodium or sodium valproate
0.1,0.3, 1 and 3 mmol « L™ for 24 h, the viability of HepG2 cells was obviously inhibited compared
with solvent control group and there was a good concentration-effect relationship. After HepG2 cells
were treated with divalproex sodium or sodium valproate 0.3, 0.5 and 1 mmol L1 for 24 h, the activity
of GPT, GOT and LDH in culture medium was significantly increased. With theincreasein




concentrations, the activities of GPT, GOT and LDH increased. The gene expressions of CY P1A1 and
CYP1A2 was gradually increased after HepG2 cells were treated with dival proex sodium and sodium

valproate 62.5, 125, 250, 500 and 1000 umol * L1 for 24 h. CONCLUSION Growth inhibition is



