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Enhancer of neuroactive steroids biosynthesis: search for agents potentially
repositioned as a anxiolytic drugs
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We developed a method to evaluate differences in the amount of
allopregnanolone (AP) produced by cultured cells with and without drug treatment by combining
high-performance liquid chromatography/electrospray ionization tandem mass spectrometry
(LC/ESI-MS/MS) with derivatization using Girard"s reagent P and its isotopologue (2H5-Girard"s
reagent P). We also developed a highly sensitive and reliable LC/ESI-MS/MS/MS method for
determination AP levels in rat brain based on isotope-coded derivatization. Using these methods, we
found for the first time that duloxetine, dapoxetine, and propranolol promote AP biosynthesis in the

rat brains, indicating that the increase in AP level in the brain may be involved in the anxiolytic

effects of these drugs
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