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13 (S)-HPODE CONVERTS HDL TO PROINFLAMMATORY THAT I SREVERSED BY D-4F 
N YU 
UCLA, Los Angeles, CA, USA
In mouse models D-4F, an apoA-I mimetic peptide, decreases arterial lesions. The plasma D-4F after an oral dose is in the nanomolar range.  To demonstrate how such small concentrations of peptide are effective in vivo, we studied the effect of nanomolar D-4F on human lipoproteins. 13 (S)-HPODE was to HDL and the mixture incubated at 37 degrees C with gentle mixing for 30 min.  Human LDL was added to human endothelial cells (HAEC) together with HDL that was treated with 13 (S)-HPODE and incubated at 37 degrees C. After 8 hours monocyte chemotactic activity (MCA) determination showed that anti-inflammatory HDL had become proinflammatory.  We additionally showed that D-4F reverses HPODE effect on HDL. 13 (S)-HPODE was added to normal human plasma and incubated at 37 degrees C for 30 min. HDL was added to the in vitro clearance system with D-4F and incubated at 37 degrees C for 30 min, centrifuged and the supernatant removed for analysis. Normal human LDL was added to HAEC  with normal human HDL or was added with HDL that was treated with vehicle alone, or with HDL that had been with 13 (S)-HPODE, or with D-4F in the in vitro clearance system. After 8 hours at 37 C MCA assay showed that D-4F returned the anti-inflammatory capacity of HDL to it. D-4F thus may have therapeutic potential for patients under high inflammatory pressure.

