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Metabolic Activation of Xenobiotics by
Hepatic Cytochrome P-450 Enzymes

Toshiaki Miura

Abstract
Cytochrome P-450 enzymes play a central role in the oxidative metabolisms of numerous

xenobiotics such as drugs, pesticides, food additives and environmental pollutants as well as

endogenous substrates such as steroids and fatty acids.
mammalian tissues, but are present in the highest concentration in liver microsomes.

They are widely distributed in many
Exten-

sive studies in many animal species indicate that there are multiple forms of cytochrome P-450
in liver microsomes, which differ in their structure, substrate specificity or response to various

types of inducers.

These enzymes were originally thought to function principally in detoxication of lipophilic
compounds but now are also known to participate in the activation of many compounds to

reactive metabolites that initiate toxic and carcinogenic events.

This review describes the activations of xenobiotics such as promutagens and procarcino-

gens by cytochrome P-450 enzymes in liver microsomes from rats and humans.
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