1264, either, cat: 2


REPETITIVE EXPOSURE TO HIGH TGRLS:  A CAUSE OF EARLY VASCULAR INJURY? 
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The high fat western diet is thought to lead to vascular inflammation and to the development of atherosclerosis.  We hypothesized that repetitive exposure of cultured human coronary endothelial cells (HCAEC) to high lipid levels will result in inflammation, and alter expression of heat shock proteins (HSP) and eNOS (regulated by HSP90). Intralipid was used to model triglyceride-rich lipoproteins (TGRLs).  HCAEC were treated with 300 or 900 mg/dl, for 2 h daily.   HSP and eNOS levels were examined at 24h and at 7 days.  Western blot analysis demonstrated no significant change in HSP60, 72 or 90 at 24h; however, total eNOS levels were decreased 50% with the 900 mg/dl of intralipid.  At 7 days, eNOS was decreased 27% and HSP60 by almost 50%.  Neither HSP72 or 90 differed from controls.  There was no evidence of cell injury.  The production of cytokines, such as TNF-alpha, are thought to be a mediators of the inflammatory effects of TGRLs. Therefore, we tested the effect of repetitive exposure to 50 ng/ml TNF-alpha.  In contrast to lipids, TNF- alpha administered daily for 2h was associated with more than a 3-fold increase in HSP90, while HSP60 levels were unaffected. Thus, repeated exposure to high levels of TGRLs causes a decrease in eNOS and HSP60 without effecting levels of HSP72 or 90.  These changes may contribute to the chronic changes which occur during the development of vascular disease, including decreased vasodilatation. 

