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Novel screening system expressing human metabolic enzymes in vivo
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It is well-known that metabolic enzymes, such as cytochrome P450 (CYP), are
not only detoxify chemicals but also markedly enhance their toxicity. This metabolic activation of
toxicity has been reported to involve CYP subtypes specific for the expression of toxicity of
thalidomide, which is not active in rodents, but only in humans, monkeys, and rabbits, which exhibit

short limb syndrome (Phocomelia Syndrome), and acetaminophen (APAP), which causes liver toxicity.
In the present study, whole body expression of human cytochrome P450 3As (hCYP3As) and rat CYP2EL in
zebrafish under the B -actin promoter potentiated thalidomide-induced hypoplasia of pectoral fins
and APAP-induced liver toxicity with little apparent effect on developmental processes without
affecting zebrafish development.
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