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Aliphatic Isosteres 
of Carboxylic Acids

Introduction

Concept

Replacing carboxylic acids with bioisosteres can enhance permeability and minimize unwanted metabolic transformations, 
such as the formation of acyl glucuronides and coenzyme A esters.¹ Beyond classical analogues like tetrazoles,² aliphatic 
alternatives have also been developed. Showcasing this concept, oxetan-3-ol and thietan-3-ol fragments have been evaluated 
as carboxylic acid isosteres, demonstrating both improved permeability and retention of target potency.³


