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Insulin Sensitizer —— Thiazolidinediones
Shu-Hwa Hsiao, Eugene Hsin Yu*, and Ta-Jen Wu*
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National Cheng Kung University Hospital

Thiazolidinediones are a new class of oral antidiabetic agents ( also called as
glitazones ) that acts primarily by decreasing insulin resistance in peripheral tissues in
patients with type 2 diabetes mellitus. Unlike sulfonylureas, glitazones are not insulin
secretagogues. Glitazones act as agonist for peroxisome proliferator-activated
receptor-gamma ( PPARY) receptors, which are abundant in tissues such as adipose
tissue, skeletal muscle, and li-ver. Activation of PPARY nuclear receptors modulates
the transcription of lots of insulin responsive genes involved in the control of glucose
and lipid metabolism. Pharmacological studies indicate that glitazones improve
sensitivity to insulin in muscle and adipose tissue and inhibits hepatic
gluconeogenesis. All glitazones treated groups experienced improved glycemic
control ( decreased fasting blood glucose and HbAlc levels ) compared with placebo.
The treatments were also associated with slight decreases in circulating insulin levels,
suggesting an improvement in insulin sensitivity. Compared with placebo, the
glitazones-treated groups experienced reductions in free fatty acids. The first
marketed glitazone, troglitazone, was withdrawn last year due to hepatotoxicity and
death secondary to hepatic failure. Rosiglitazone and pioglitazone, which are new and
more potent members of glitazones, seem safe from the currently available data. (J
Intern Med Taiwan 2001;12: 54-61 )



