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    Abstract

        Gastrointestinal cells express a diverse group of protein kinase C (PKC) isoforms that play critical roles in a number of cell functions, including intracellular signaling and barrier integrity. PKC isoforms expressed by gastrointestinal epithelial cells consist of three major PKC subfamilies: conventional isoforms (α, β1, β2, and γ), novel isoforms (δ, ϵ, θ, η, and μ), and atypical isoforms (λ, τ, and ζ). This review highlights recent discoveries, including our own, that some PKC isoforms in gastrointestinal epithelia monolayer cell culture are involved in injury to, whereas others are involved in protection of, intestinal barrier integrity. For example, certain PKC isoforms aggravate oxidative damage, whereas others protect against it. These findings suggest that the development of agents that selectively activate or inhibit specific PKC isoforms may lead to new therapeutic modalities for important gastrointestinal disorders such as cancer and inflammatory bowel disease.

      
Footnotes
	
        doi:10.1124/jpet.105.085449.

      
	
        ABBREVIATIONS: PKC, protein kinase C; iNOS, inducible nitric-oxide synthase; ROS, reactive oxygen species; EGF, epidermal growth factor; TGF, transforming growth factor; NF, nuclear factor; TNF, tumor necrosis factor; Gö6850, 3-[1-[-3-(dimethylaminopropyl]-1H-indol-3-yl]-4-(1H-indol-3-yl)-1H-pyrrole-2,5-dione monohydrochloride; Gö-6976, 1-[6-[(3-acetyl-2,4,6-trihydroxy-5-methylphenyl)methyl]-5,7-dihydroxy-2,2-dimethyl-2H-1-benzopyran-8-yl]-3-phenyl-2-propen-1-one mallotoxin.
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