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    Abstract

      It has previously been suggested that some of the pharmacological and therapeutic effects of certain neuroleptic drugs depend upon their ability to inhibit calcium-dependent regulator-(CDR)-stimulated phosphodiesterase activity. To further test this hypothesis, clinically active and inactive isomers of a number of neuroleptics were examined as CDR inhibitors. Both active and inactive isomers of all the drugs investigated were equally inhibitory in this assay. The IC50 values for CDR inhibition obtained for these and other neuroleptics correlated well with their octanol:water partition coefficients. It is concluded, therefore, that the inhibitory effects of these drugs on the CDR protein are unrelated to their clinical efficacy and may be due to nonstereospecific hydrophobic interactions with the CDR protein.
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