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Summary

While there is substantial evidence that the kidney is insulin responsive, it is unclear whether the
kidney is susceptible to lipid-induced insulin resistance. In this talk | will discuss recent studies
using novel LC-MS/MS methodology combined with stable isotopes of glucose to directly assess
renal cortical mitochondrial pyruvate oxidation for the first time. Using this approach | will
present data demonstrating that insulin promotes increased renal cortical pyruvate
mitochondrial oxidation and that this effect is blunted following chronic high fat feeding. Finally,
| will go on to discuss the role of plasma membrane associated sn-1,2-diacylglycerols (DAG) in
causing activation of Protein Kinase Ce (PKCg) leading to increased phosphorylation of the insulin
receptor kinase on threonine!**° [eading to reductions in insulin receptor kinase activity and renal

cortical insulin resistance.
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