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The synthesis of potential inhibitors of panthothenate synthetase
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Pantothenate synthetase is the last enzyme in the pantothenate pathway (Fig.1). Pantothenate is biosynthesised in micro-
organisms, plants, and fungi, but not in animals, consequently inhibiting pantothenate biosynthesis could offer new drug
targets to combat virulent pathogens, for example Mycobacterium tuberculosis. Pantothenate synthetase catalyses the ATP-
dependent condensation of pantoate and B-alanine, resulting in the formation of pantothenate. It is known that acylsulfamoyl
adenosines mimic the pantoyl adenylate intermediate formed during the enzymatic reaction and consequently are potent to good
inhibitors.

We have been investigating the role of how variation of the pantoate moiety influences the inhibition of the acylsulfamoyl
analogues. Consequently, we have synthesized and tested a series of acylsulfamoyl adenosines in order to explore the role of the
pantoate moiety. This talk will describe the synthesis of a range of compounds and their inhibition of pantothenate synthetase.
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Figure 1: The biosynthesis of pantothenate (Vitamin B5) in bacteria, yeast and plants.
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