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    Abstract

        The mechanisms by which alcohol causes pancreatic fibrosis remain unknown. Recent studies have demonstrated that angiotensin II contributes to the development of fibrosis in liver, kidney, and heart injury. Here, the effects of angiotensin-converting enzyme inhibitor (captopril) and angiotensin II receptor antagonist (losartan) on alcohol-induced pancreatic fibrosis were examined in an intragastric ethanol-feeding model. Male rats were fed a high-fat liquid diet with either ethanol (16–20 g/kg/day) or isocaloric maltose-dextrin (control) for 4 weeks. Subgroups daily received captopril (60 mg/kg/day), losartan (3 mg/kg/day), or no additional agent included in liquid diets. Mean urine alcohol concentrations in all groups fed ethanol were more than 270 mg/dl and not significantly different. Dietary alcohol caused diffuse gland atrophy and interlobular and intralobular fibrosis with mild structural distortion in the pancreas, an effect that was blunted by captopril or losartan treatment. Alcohol also increased the number of α-smooth muscle actin-positive cells and transforming growth factor-β mRNA expression in the pancreas. These increases were blunted significantly by captopril or losartan treatment. These data suggest that angiotensin II contributes to the development of chronic alcohol-induced pancreatic fibrosis through its stimulation of transforming growth factor-β expression.

      
Footnotes
	
        This study was supported, in part, by grants from the National Institute on Alcohol Abuse and Alcoholism.

      
	
        doi:10.1124/jpet.104.071324.

      
	
        ABBREVIATIONS: AngII, angiotensin II; ACE, angiotensin-converting enzyme; RAS, renin-angiotensin system; TGF-β, transforming growth factor-β; α-SMA, α-smooth muscle actin; TNF-α, tumor necrosis factor-α; ANOVA, analysis of variance; MIF, macrophage migration inhibitory factor.
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