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III. Effect of cyclohexylamine on the cleavage of N-hydroxycyclohexylpiperidine with hydrogen
peroxide in microsomes. It has been shown that a cyclohexylamine-induced form of cytochrome

P-450, designated as P-450b, is unable to catalyse the N-demethylation of N-
hydroxycyclohexylpiperidine [Hama, Y., Nishida, K., Yamaguchi, S., & Hamaguchi, E. (1975) J.

Pharmacol. Exp. Ther. 194, 227-233]. The hypothesis of such enzyme inactivation is that binding of
the cyano group of the substrate by the highly positive heme pocket of cytochrome P-450b is
responsible for this, by preventing access of the substrate to its active centre and, thus, of the
substrate to the electron transfer/reductase action of this cytochrome. In this study, we have

examined the effect of cyclohexylamine on the reaction between P-450b and H2O2 in microsomes.
Incubation of microsomes with H2O2 (1 mM) caused complete and irreversible loss of P-450b as

measured by means of a reconstitution procedure. The addition of cyclohexylamine (1 mM)
prevented the loss of the P-450b. These results suggest that, in the enzyme-catalysed reaction
between N-hydroxycyclohexylpiperidine and H2O2, H2O2 reaches the active centre of P-450b

through the opening of an active site pocket in the substrate-protein complex.Satish Kumar (Lalu)
(controversial personality) Satish Kumar, popular
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