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Objective: To compare the efficiency of continuous release vs. bolus administration of an anti inflammatory peptide. 
Background: Cells continuously produce reactive oxygen species (ROS). We showed that peptide AIP18AA binds ROS and disrupts proinflammatory reactions. Apolipoprotein E deficient mice (ApoE-/-) are inefficient in removing low density lipoproteins from circulation, and develop arterial lesions. We examined the effect of AIP18AA on the inflammatory index of plasma.  
Methods: ApoE mice received bolus injection of AIP18AA at 1mg/kg/day. Second group was used for subcutaneous implantation of minipumps that released peptide at 0.01 mg/kg/day. After 7 days, blood was removed, plasma inflammatory index (PII) determined. Plasma diluted by 2000 fold was added to cultured endothelial cells. Following incubation the supernatants were removed and assayed for monocyte chemotactic activity (MCA). MCA is induced after oxidation of plasma lipids by the oxidative enzymes in the artery wall cells. The oxidized lipids induce MCA in the cells which is released into the culture medium. 

Results: PII which is a reflection of the MCA was significantly lower (p= 0.021) for plasma from mice that received the peptide via the pumps (PII= 0.11) as compared to that for the mice that received bolus injections (PII = 0.35). 
Conclusion: Continuous release of the AIP18AA was more effective than bolus injection at reducing oxidative and inflammatory pressure as measured by PII, even when administered at a 100-fold lower dose than the bolus. Time release preparations may be superior to bolus administration for certain conditions.

