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D-4F AN APOLIPOPROTEIN A-I MIMETIC PEPTIDE DECREASES HDL LIPID HYDROPEROXIDES AND INCREASES PARAOXONASE ACTIVITY     
Eugene Bachini 
UCLA Medicine Los Angeles, CA, USA
D-4F, an apoA-I mimetic peptide, dramatically decreases lesions in mouse models of atherosclerosis. After an oral dose the plasma concentration of D-4F is in the nanomolar range. The plasma concentration of apoA-I in these mouse models is in the micromolar range.  To understand how such small concentrations of peptide are effective in vivo, we studied the effect of nanomolar concentrations of D-4F on human plasma. Plasma samples from patients with coronary atherosclerosis were incubated with 250 nangograms of D-4F/mL or the same volume of vehicle in which the D-4F was added at 37C for 30 minutes in the in an vitro clearance system. After centrifugation the supernatant was separated by FPLC and analyzed for HDL lipid hydroperoxides, which was found to be reduced by 38% (p<0.01).   In additional experiments D-4F or scrambled D-4F (250 nanograms/mL) were added to normal human plasma and incubated at 37C for 30 min in the in vitro clearance system. After centrifugation the supernatant was fractionated by FPLC and the activity of the antioxidant enzyme paraoxonase (PON) was determined in the fractions. The area under the curve after D-4F treatment was 190% (p<0.01) of the area under the curve after treatment with scrambled D-4F, which was not different from plasma treated without additions. We conclude that D-4F at nonomolar concentrations reduce lipid hydroperoxides and increase PON activity in plasma. This may reduce the risk for atherogenesis.

