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Obesity is a well-known risk factor of type 2 diabetes mellitus and is strongly associated with insulin resistance. Traditionally, adipose tissue was thought to be an inert tissue that stores excess energy and insulates the body from temperature and trauma. It is now evident that it is an active endocrine organ secreting many kinds of adipokines, such as leptin, tumor necrosis factor ( (TNF(), interleukin 6, adiponectin (Acrp30/adipoQ) and resistin(FIZZ3/ADSF
) that may affect insulin action in other tissues. Resistin is an adipocyte-derived peptide first identified during a search for targets of thiazolidinediones.  Many controversies remain active since the first report on the role of resistin linking obesity to insulin resistance in mouse models.  We recently determined circulating resistin levels in old-aged subjects with or without type 2 diabetes mellitus (T2DM) using an ELISA method which could explain its systemic effects. Log-transformed plasma resistin level (log-resistin) was higher in T2DM compared to normal subjects and this difference was also significant in each gender and BMI group, respectively. Log-resistin showed a significant correlation with triglyceride level and fasting plasma glucose level, but not with waist circumference, BMI, blood pressure, total cholesterol, and homeostasis model assessment for insulin resistance. Fasting plasma glucose level was an independent factor associated plasma resistin level by multivariate analysis. We also found that the -420G and the -537A alleles of resistin promoter, which were in linkage disequilibrium, were associated with higher plasma resistin concentrations. Individuals with haplotype A-G (-537 A and -420G) showed significantly higher plasma resistin levels than the others. Haplotype A-G had modestly increased promoter activity compared to the other haplotypes. EMSA revealed that the -420 G allele is specific for binding of nuclear proteins from adipocytes and monocytes. We also evaluate the effect of insulin sensitizers on plasma resistin levels in patients with type 2 diabetes mellitus. 30 patients who had poor glycemic control with maximum dose of sulfonylurea were randomly divided into 2 groups and treated with rosiglitazone(4 mg/day) or metformin (1000 mg/day) for 24 weeks. Plasma resistin levels were decreased by rosiglitazone treatment while they were increased by metformin treatment and the changes were correlated with HbA1c decrease. In summary, plasma resistin levels are elevated in human T2DM patients and polymorphisms in the promoter of resistin gene are major determinants of plasma resistin concentrations in human.  Resistin may play a role in modulating insulin resistance which is associated with T2DM and obesity. 
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