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Neither insulin resistance nor pure glucose spikes significantl

deteriorated endothelial dysfunction. However, under high-glucose (20 mM) conditions, the
endothelial dysfunction of thoracic aortas from insulin resistant rats subjected to glucose spikes
was significantly impaired. We observed significantly enhanced DHE fluorescence as a marker of
reactive oxygen species, upregulation of an oxidative stress-related gene (NOX2), and downregulation
of an antioxidant gene (SOD2) in the aortas. As expected, treatment of the aorta of this group with
antioxidant agents significantly improved endothelial function. We also noted that pretreatment of
aortas from the same group with CDDO-Me attenuated endothelial dysfunction, accompanied by a
correction of the redox imbalance, as observed in gene expression and DHE fluorescence studies.
Thus, we showed that insulin resistance and glucose spikes exert a synergistic effect on aortic
endothelial dysfunction and the treatment with CDDO-Me prevent it.
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§ P<0.001, one- way ANOVA

§ P<0.001, Dunnett’s test
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