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Effect of altered expression of endothelial lipase on plasma lipids and atherosclerosis in rabbits
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FIFZER SROMIEL (7)) . Endothelial lipase (EL) regulates circulating high—density lipoprotein—cholesterol (HDL—C) levels.
There is a discrepancy of EL effect in lipid profiles between mise and humans. Therefore, we investigated the effect of altered
EL expression on lipid profile and HDL anti-atherogenic properties in rabbits. Adenovirus encoding human EL (AdhEL) was
injected into Japanese white rabbits, which induced hEL overexpression. Consequently, serum HDL-C levels were
significantly decreased, while LDL-C levels were not affected. Lipoprotein fractions isolated from humans, rabbits and mice
were treated with the EL-rich medium, and measured free fatty acids liberated from the lipoprotein substrates. The hEL
hydrolyzed HDL from all three species, while it hydrolyzed mouse LDL much greater than rabbit— and human-T.DL. Serum
paraoxonase activity, a major component of HDL anti-oxidant properties, significantly reduced in El.-overexpressing rabbits,
whereas serum cholesterol efflux capacity did not change despite of the reduced HDL levels. In conclusion, Human EL
reduced HDL-C and HDL anti-oxidative property in rabbits. Considering that lipid profile of rabbits resembles that of
humans, alteration of EL expression or activity may improve HDL levels and anti-oxidant properties without affecting LDL-C
levels in humans.
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