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Nonalcoholic fatty liver discase (NAFLD) is a worldwide phenomenon spanning all the
continents. The pathogenesis of NAFLD has not been completely elucidated. One hypothesis is that
hepatic cytochrome P450 2E1 (CYP2E1) plays an important role in increasing of lipid peroxidation and
oxidative stress in NAFLD. Chlorzoxazone (CHZ) can be used as a probe of CYP2EI activity in
tmmans. It is mainly metabolized by CYP2EL1 to 6-hydroxychlorzoxazone (6-OH-CHZ) as a major
metabolite. The aim of this study was to examine hepatic CYP2EI] activity in NAFLD, as assessed by
using the 6-OH-CHZ / CHZ concentration ratio. Healthy volunteers (n=10) received 400 mg dose of
CHZ orally and serial plasma samples were collected at 0, 0.5, 1, 1.5, 2, 25,3,3.5,4,5,6 and 8 hto
measure CHZ and 6-OH-CHZ concentrations by using high-performance liquid chromatography. High
concentration levels of CHZ and 6-OH-CHZ were found between 1.5 to 3 h. Patients with NAFLD
were administered CHZ and plasma samples were collected at 0, 1.5, 2, 2.5 and 3 h. The ratio of 6-OH-
CHZ / CHZ at 2.5 h was probably greater in patients with NAFLD compared with healthy volunteers
(0.40 £ 027 vs. 0.24 1 0.11 pg/ml, respectively, P = 0.10). Although the difference of the ratio of 6-
OH-CHZ/CHZ between the two groups was not statistically significant, the data demonstrated an
increasing possibility of hepatic CYP2E! activity in patients with NAFLD. The 6-OH-CHZ/CHZ
concentration ratio at 2.5 h after CHZ administration may be used as an index for measuring hepatic
CYP2E] activity in patients with NAFLD.





