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The Carbonic Anhydrases (CAs) are a family of zinc enzymes deputed to the interconversion of
carbonic dioxide to hydrogen carbonate. Factors such as primary sequence, localization, activity
and tissue distribution concur to differentiate XVI mammalian isoforms. In human, CAs are
involved in several physiopathological processes including respiration, acid/base homeostasis,
calcification, gluconeogenesis, lipogenesis, glaucoma, high blood pressure, oedema, epilepsy,
obesity, and cancer. In this context, CAs are emerged as important biological targets for several
therapeutic applications."” To date, a plethora of compounds have been tested for their inhibitory
activity against CAs'” and, among them, the compounds bearing a substituted arylsulfonamide
chemotype constitute the most important chemical class. Such chemical scaffold presents a well
know pharmacophoric pattern constituted by an aromatic moiety bearing a Zinc Binding Function
(ZBF) and a variable tail.* Herein, we report on a sustainable modular strategy, also called “click-
tail approach”,5 used to obtain two series of 4-(4-substituted-1H-1,2,3-triazol-1-
yl)benzenesulfonamides. Design and synthesis strategies, x-ray derived CA-ligand binding mode
and enzyme-based inhibition results will be presented.
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