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The Melanin-Concentrating Hormone (MCH) is a regulator of energy balance in mammals1,2 of the two 

receptor subtypes, the role of MCHR2 is poorly understood. Following our interest in the synthesis of 

heterocycles and bioactive molecules,3 we envisaged the synthesis of an identified MCHR2 

antagonist4 according to scalable and green chemistry principles. Installation of the key functional 

groups was envisaged via abundant transition-metal catalysis as well as the application of an efficient 

chiral resolution for isolation of an enantiomerically pure product. De novo synthesis of heterocyclic 

derivatives, for continued SAR exploration, as well as preparation of fluorescently labelled compounds 

for pharmacokinetic distribution studies are also described. These compounds can be used to help 

reduce the existing knowledge-gap in the understanding of the role of MCHR2 via in-vivo studies using 

an hMCHR2 mouse model developed by Nahon’s team.  
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