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Influence of Diazepam, Cimetidine and Sulpiride on the Level
. of Hepatic Microsomal Cytochrome P-450 in Rats

B.H. Kim, Y.A. Ham, Y.S. Hong and N.E. Sung

Department of Biochemisiry, College of Medicine, Ewha Womans University

Cytochrome P-450 is a terminal oxidase of the hepatic microsomal monooxygenase
system associated with the oxidative biotransformation of a varity of lipophilic
endogenous and exogenous compounds, and generally is assayed by CO-binding spectro-
photometry of dithionite-reduced samples.

In well-fed normal male rats with or without stress condition, the effect of antiulcer
drug; cimetidine, sulpiride and diazepam on the level of microsomal cytochrome P-450
were determined. Only stress”condition produced no significant effect in cytochrome P-
450 contents. Administration of cimetidine, sulpiride and diazepam in this condition
caused a 44,125~87.5% increment in cytochrome P-450, diazepam produced the most
increase. After diazepam treatment of rats, the peak position of cytochrome P-450
shifted to a longer wave length of 452 nm.
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Table 1. Effects of Cimetidine, Sulpiride and
Diazepam on the Level of Hepatic
Microsomal Cytochrome P-450 in Rats.

Cytochrome P-450 Cytochrome P-450

Treatment (nmole/0.1ml (nmole/1mg

Liver microsome) Protein)
Control 3.81+0.01 3.1341.93
Saline 3.854-1.21 4,8442.20
Cimetidine 5.55-£2. 44%* 5.044-1.93
Sulpiride 5.4148.11* 5.07:£2.07
Diazepam 7.224-1.85% 5.33-+1.22

*Statistically significant (P<0.05) against Saline group.
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Fig 1. CO difference spectra of dithionite reduced

liver microsomes from Control and Diazepam

The solid (—) and broken (---) lines
represent microsomes from Control and Diazepam

treated rats respectively.

treated rats.
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