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D-4F AN APOLIPOPROTEIN MIMETICPEPTIDE CAUSES THE MOVEMENT OF APOA-I FROM LARGER TO SMALLER HDL PARTICLES
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4F is an apolipoprotein A-1 (apoA-1) mimetic peptide, which has a class A amphipathic helical motif with a polar and non-polar face that allows it to bind phospholipids similar to apoA-I. When 4F is synthesized from D-amino acids (D-4F) and given orally it converts HDL from pro-inflammatory to anti-inflammatory and dramatically reduces atherosclerosis in mice. D-4F dramatically decreased macrophage traffic into the aortic arch and innominate arteries in a mouse model of influenza infection and atherosclerosis. Methods: Normal human plasma was incubated with D-4F or scrambled D-4F at 0.25, 2.5, or 25 ug/mL for 30 min at 37 degrees C with gentle mixing. The plasma was then subjected to native polyacrylamide gel electrophoresis, and probed for apoA-1 by western blotting. Normal human plasma was incubated with 250 nanograms/mL of D-4F or the vehicle used for treating with D-4F for 30 min at 37 degrees C with gentle mixing. The plasma was then subjected to two-dimensional agarose/native polyacrylamide gel electrophoresis, and probed for apoA-1 by western blotting. Results: adding as little as 250 nanograms/mL (100 nanomoles/L) of D-4F (but not scrambled D-4F) to normal human plasma resulted in movement of apoA-I to smaller sized particles.  The smaller apoA-I particles had pre-beta mobility in two-dimensional gels.  These small HDL like particles have a high capacity in accepting lipid oxidation products from circulating HDL, LDL monocytes and from red cells reducing inflammatory pressure generated by these compounds.

