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Gender-relative induction of cytochrome P450s by the herbal
medicine, Sophora flavescens in mice

Yune-Fang Ueng® and Chien-Chih Chen?

!Divisions of Basic Chinese Medicine and 2Medicinal Chemistry, National Research Institute of
Chinese Medicine, 155-1, Li-Nong Street, Sec. 2, Taipei 112, Taiwan, R.O.C.

Background. The root of Sophora flavescens is used as an antipyretic and analgesic
agent in Asia. To assess the possible herb-drug interaction, effects of S. flavescens
extracts on hepatic cytochrome P450 (P450)-dependent monooxygenase system were
investigated in male and female C57BL/6JNarl mice.

Methods. Extracts 1 and 2 were prepared by different pharmaceutical companies.
Mice were treated with extracts by gastrogavage.

Results. In male mice, 3-day treatment with 3 g/kg extracts elevated
7-ethoxyresorufin O-deethylation (EROD), 7-pentoxyresorufin O-dealkylation
(PROD), coumarin hydroxylation, and nifedipine oxidation (NFO) activities, while
the protein levels of Cypla, Cyp2a, Cyp2b, and Cyp3a were increased. In female
mice, the same treatment increased EROD and PROD activities without affecting
coumarin hydroxylation or NFO activities. There was no difference in the P450
induction profile between two extracts. The protein levels of Cypla and Cyp2b were
increased. At a dose (0.18 g/kg/day) equivalent to that used in humans based on the
body surface area ratio, both extracts increased EROD activity after a 10-day
treatment.

Conclusion. Our findings revealed that Cypla showed a lower response threshold for
induction by extracts. At a higher dose, S. flavescens also induced Cyp2a, Cyp2b, and
Cyp3a, but in a gender-relative manner. The increases of P450 marker activities were
consistent with the elevation of P450 protein levels._

Ueng, Y.-F.", Chen, C.-C., and Tsai, C.-C., Differential inductive profiles of hepatic
cytochrome P450s by the extracts of Sophora flavescens in male and female
C57BL/6JNarl mice. Submitted.



