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The significance of selective insulin resistance in kidney for hypertension and
renal i1nsufficiency.
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Hyperinsulinemia can contribute to hypertension through effects on sodium
transport. To test whether the stimulatory effect of insulin on renal proximal tubule sodium transport is
preserved in insulin resistance, we compared the effects of insulin on adipocytes and proximal tubules in
rats and humans. The stimulatory effect of insulin on NBCel activity via IRS2 pathway and IRS2 expression
in the kidney cortex were exceptionally preserved in both rats and humans with insulin resistance. Unlike
liver, acute insulin injection failed to change the expression levels of IRS2 and sterol regulatory
element-binding protein 1 in rat kidney cortex, indicating that regulatory mechanisms of IRS2 expression
are distinct in liver and kidney. Thus, preserved stimulation of proximal tubule transport through the

insulin/IRS2/P13-K pathway may play an important role in the pathogenesis of hypertension associated with
metabolic syndrome.
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