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    Abstract
The aim of this study was to investigate the effect of oleuropein aglycone, an olive oil compound, on the modulation of the inflammatory response in mice subjected to collagen-induced arthritis (CIA). CIA was induced in mice by an intradermal injection of 100 μl of an emulsion containing 100 μg of bovine type II collagen (CII) and complete Freund's adjuvant (CFA) at the base of the tail. On day 21, a second injection of CII in CFA was administered. Mice developed erosive hind paw arthritis when immunized with CII in CFA. Macroscopic clinical evidence of CIA first appeared as periarticular erythema and edema in the hind paws. The incidence of CIA was 100% by day 28 in the CII-challenged mice and the severity of CIA progressed over a 35-day period with resorption of bone. The histopathology of CIA included erosion of the cartilage at the joint. Treatment with oleuropein aglycone starting at the onset of arthritis (day 25) ameliorated the clinical signs at days 26 to 35 and improved histological status in the joint and paw. The degree of oxidative and nitrosative damage was also significantly reduced in oleuropein aglycone-treated mice. Plasma levels of the proinflammatory cytokines were also significantly reduced by oleuropein aglycone. In addition, we have confirmed the beneficial effects of oleuropein aglycone on an experimental model of CIA in a therapeutic regimen of post-treatment, with treatment started at day 28, demonstrating that oleuropein aglycone exerts an anti-inflammatory effect during chronic inflammation and ameliorates the tissue damage associated with CIA.

Footnotes
	This study was supported by Istituto Di Ricovero e Cura a Carattere Scientifico Centro Neurolesi “Bonino-Pulejo” and Ricerca ed Innovazione per L'olivicoltura Meridionale 2 del Ministero delle Politiche Agricole, Alimentari e Forestali e Consiglio per la Ricerca e la Sperimentazione in Agricoltura-Centro di Ricerca per l'Olivicoltura e l'Industria Olearia.

	Article, publication date, and citation information can be found at http://jpet.aspetjournals.org.

doi:10.1124/jpet.111.182808.
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	inducible nitric-oxide synthase
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	cyclooxygenase
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	prostaglandin E2
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	poly(ADP-ribose)
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	complete Freund's adjuvant
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	phosphate-buffered saline
	ELISA
	enzyme-linked immunosorbent assay
	TNF-α
	tumor necrosis factor-α
	MPO
	myeloperoxidase
	NF-κB
	nuclear factor-κB
	PARP
	poly(ADP-ribosyl) polymerase.
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