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    Abstract

        Tissue injury in mammals triggers both inflammatory and repair responses that, in some contexts, results in fibrosis. Fibrosis is characterized by the persistence of activated myofibroblasts, ineffective re-epithelialization, and variable degrees of inflammation within injured tissues. The protein kinase inhibitor (PKI), imatinib mesylate, has been proposed as a potential antifibrotic therapeutic agent. In this study, the efficacy of imatinib mesylate to modulate fibrogenic responses, both in vitro and in vivo, was examined. In an in vitro fibroblast culture model, imatinib inhibits platelet-derived growth factor receptor activation and fibroblast proliferation but not the stably differentiated myofibroblast phenotype. Furthermore, imatinib inhibits lung epithelial cell proliferation and survival but not the induction of epithelial-mesenchymal transition. Imatinib does not alter transforming growth factor-β/SMAD3 signaling in either cell type. In a murine model of lung fibrosis, bleomycin-induced injury to the pulmonary epithelium provokes an early inflammatory response with more delayed fibrosis during the late reparative phase of lung injury. Imatinib mesylate (10 mg/kg/day by i.p. injection or oral gavage), administered during the postinjury repair phase, failed to significantly alter fibrogenic responses assessed by histopathology, collagen content, and the accumulation of myofibroblasts within the injured lung. These studies indicate that the capacity of a PKI to inhibit fibroblast proliferation may be insufficient to mediate significant antifibrotic effects in late stages of tissue injury repair. Pharmacologic agents that modulate the activities and fate of differentiated (myo)fibroblasts, without interfering with the regenerative capacity of epithelial cells, are likely to be more effective for treatment of nonresolving, progressive fibrotic disorders.
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        ABBREVIATIONS: PKI, protein kinase inhibitor; c-ABL, proto-oncogene ABL originally identified in the Abelson murine leukemia virus; BCR-ABL, translation products of a fusion mRNA derived from the breakpoint cluster region gene and c-ABL gene translocated to chromosome 22; PDGFR, platelet-derived growth factor receptor; CML, chronic myelogenous leukemia; GIST, gastrointestinal stromal tumor; IPF, idiopathic pulmonary fibrosis; TGF, transforming growth factor; IT, intratracheal; IHC, immunohistochemical; FBS, fetal bovine serum; SMA, smooth muscle actin; PAGE, polyacrylamide gel electrophoresis; SMAD, mammalian homolog of the Mad (mothers against decapentaplegic) gene in Drosophila and the related Sma genes in Caenorhabditis elegans; GAPDH, glyceraldehyde-3-phosphate dehydrogenase; HRP, horseradish peroxidase; BrdU, 5-bromo-2′-deoxyuridine; ELISA, enzyme-linked immunosorbent assay; ssDNA, single-stranded DNA; EMT, epithelial-mesenchymal transition; AG1879, 4-amino-5-[4-chlorophenyl]-7-[t-butyl]pyrazolo-[3,4-d]pyrimidine; FAK, focal adhesion kinase; Akt, v-akt murine thymoma viral oncogene (also known as protein kinase B).
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