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Discovery of muscarinic acetylcholine receptor partial agonists
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Muscarinic acetylcholine receptors (M1-M5) are potent drug targets for the
treatment of various central nerve system diseases. Among the subtypes, activation of M1 receptor
leads to improvement of cognitive impairment. Although many medicinal chemists have challenged to
discover selective M1 agonists, most of the compounds did not show enough high subtype-selectivity
to dissociate the side effects.

In this study, we synthesized benzimidazolone derivatives and identified subtype selective M1
receptor partial agonists based on the structure-activity relationship information. The identified
compounds are potent for the treatment central nerve system diseases.
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