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COVER: The antiinflammatory activities of PPARs are thought to underlie the protective effects of
these receptors in diabetes, atherosclerosis, cancer, and other inflammatory diseases.
However, emerging evidence for proinflammatory activities of activated PPARs is
concerning in light of new studies that associate PPAR modulators with an increased
incidence of both cardiovascular events in humans and the sporadic formation of tumors
in rodents. In this issue, Hall and McDonnell describe their unexpected observation that
thiazolidinediones (TZDs) and other known PPARvy ligands display different degrees of
proinflammatory activities in a PPAR+y-independent manner via their ability to activate
PPARS. This study may explain why TZDs can exhibit both inflammatory and
antiinflammatory activities in humans and, further, highlights the need for PPAR
modulators with increased receptor subtype specificity. From the article by J. M. Hall and
D. P. McDonnell, in this issue, pages 1756-1768.
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