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he melanin-concentrating hormone (MCH) is a cyclic 19-amino acid polypeptide that is expressed predominantly in the

lateral hypothalamus and zona incerta of the central nervous system. MCH is known to be involved in the regulation of
feeding behavior and energy homeostasis that are mediated by two types of G protein-coupled receptors, MCH receptor 1 and
2 (MCH-RI and R2). Previously, many genetic and pharmacological studies suggest that MCH-R1 may play important role in
control of food intake and body-weight. Indeed, MCH-R1 antagonist could be a potential therapeutic agent for treatment of
obesity. In continuing efforts to uncover novel and potent MCH-R1 antagonists, we recently identified several pyrrolo[3,4-b]
pyridin-7(6H)-ones that have highly potent binding affinities to MCH-R1. The synthesis, biological evaluation, and structure-
activity relationships of several 2-substituted pyrrolo[3,4-b]pyridin-7(6H)-one will be presented in detail.
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