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Abstract

Nucleoside antiretroviral agents are chiral small molecules that have distinct advantages compared to other classes including long intracellular
half-lives, low protein binding, sustained antiviral response when a dose is missed, and ease of chemical manufacture. They mimic natural
nucleosides and target a unique but complex viral polymerase that is essential for viral replication. They remain the cornerstone of highly active
antiretroviral therapy (HAART) and are usually combined with non-nucleoside reverse transcriptase and protease inhibitors to provide powerful
antiviral responses to prevent or delay the emergence of drug-resistant human immunodeficiency virus (HIV). The pharmacological and virological
properties of a selected group of nucleoside analogs are described. Some of the newer nucleoside analogs have a high genetic barrier to resistance
development. The lessons learned are that each nucleoside analog should be treated as a unique molecule since any structural modification, including
a change in the enantiomeric form, can affect metabolism, pharmacokinetics, efficacy, toxicity and resistance profile.
© 2006 Elsevier B.V. All rights reserved.
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The publisher regrets that an error occurred in the published version of this article where the word ‘reverse’ was misspelled on
line four of the abstract. This has now been corrected and the abstract republished above.
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