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2-Nitrofluorene (NF) is a toxic nitropolycyclic aromatic hydrocarbon found in the environment. Previous studies
demonstrated that NF is a proestrogen which require hydroxylation prior to eliciting estrogenic activity. Liver microsomes
from 3-methyicholanthrene-treated rat (MC microsomes) preferentially formed estrogenic metabolite, 7-hydroxylated NF.
The activity of 7-hydroxylation was higher in MC microsomes than those of untreated and phenobarbital-treated rats. «
-naphthoflavone inhibited the formation of 7-hydroxylated NF. CYP1A1 (cDNA-expressed rat P450) showed the highest
activity of 7-hydroxylation. These results suggested that 7-hydroxylation is mainly catalyzed by CYP1Al. When
7-hydroxy NF was incubated with MC microsomes, further activated metabolites were formed. In contrast, liver
microsomes from rats treated with phenobarbital mainly formed 9-hydroxylated product, but 7-hydroxylated metabolite
was not detected. 9-Hydroxylated NF showed no estrogenic activity. These results suggested that CYP1A1 play an
important role on the bioactivation of NF and phenobarbital-inducible isozymes, CYP2B, show the detoxification

potential of NF.



