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Effects of Sargassum fusiforme-Laminaria japonica Chinese medicine pair
on cytochrome P450 in vitro and study on its hepatotoxicity
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Abstract: Objective To investigate the inhibitory or inducing effects on cytochromeP450(CYP) and study the hepatotoxicity of
Chinese medicine pair (CMP) of Sargassum fusiforme-Laminaria japonica. Methods Eighteen SD rats, half male and half female,
were randomly divided into three groups: low-dose, high-dose, and control groups. All groups were treated with crude polysaccharides
extracted from S. fusiforme-L. japonica or saline by ig administration for 2 weeks. All liver microsomes were prepared by the
calcium-ion deposition method. Three specific probe drugs were utilized for co-incubating in rat liver microsomes, including
phenacetin (1A2), chlorzoxazone (2E1), and midazolam (3A4). The concentration of the metabolites formed from each substrate was
determined by HPLC. Pathomorphology of rat liver was observed with HE staining to describe the potential hepatotoxicity. Results
The CMP with low dose (10.8 g/kg'd) had no significant inhibitory or inducing effects on liver microsome CYP450 while some
adaptive changes occurred in the rat liver (e.g. cellular swelling and dilation of hepatic sinusoid). The high dose one (86.4 g/kg/d) had a
significant inducing effect on CYP3A4 but no effect on CYP1A2 or CYP2E1 while some irreversibly damages happened in the liver
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(e.g. fatty change and point necrosis). Conclusion As for clinic applying, the drug-drug interactions as well as hepatic injury might

occur when the CMP of S. fusiforme-L. japonica taken in high dose administration.
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Table 1 Quality standard of crude polysaccharides extracted from S. fusiforme-L. japonica
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Fig. 1 Lesions diagram of liver sections (HE staining)
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