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Pathophysiological implications of macrophage proliferation for insulin
resistance and hyposecretion
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In obese and glucose intolerant mice fed a high-fat diet, significant
proliferation of visceral fat and liver macrophages (Mg ) was observed. Next, M@ -specific growth
suppression mice (Tg group) expressing p27kip under the control of a scavenger receptor promoter
were created and subjected to a high-fat diet, and improvement of glucose intolerance and insulin
resistance (improvement of systemic glucose utilization and skeletal muscle glucose uptake rate and
decrease in hepatic glucose production rate) were confirmed in the Tg group. In addition, the Tg
group showed reduction of inflammation and oxidative stress in visceral fat and liver, and
improvement of lipid accumulation and fibrosis in the liver.

We confirmed islet M$ proliferation in db/db mice, a model of diabetes, and also observed a trend
toward suppression of islet enlargement in db/db-Tg mice.
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