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evidence demonstrates that CD4(+) T cells play a major role in tissue repair and hepatic fibrogenesis. However, the reason why CD4(+) T cells increase in a fibrotic environment and lead to tissue injury remains unclear. We evaluated whether CD4(+) T cells are related to the functional properties of HSC. We found that the Th1-associated chemokine CXCL9 was significantly
increased in the serum of fibrotic patients. The specificity of CXCL9 was confirmed by blocking its activity with CXCL9 antibodies. The CXCR3 receptor was found to be expressed on CD4(+) T cells and HSC. Treatment of HSC with CXCL9 caused increased proliferation and decreased apoptosis. Blocking the CXCR3 receptor in HSC by neutralizing antibodies or by gene
silencing greatly inhibited the ability of CD4(+) T cells to produce TNF-alpha and IFN-gamma, and hence blocked the CXCL9-mediated effects of HSC. We found that blocking CXCR3 significantly inhibits HSC-mediated secretion of CCL2, resulting in decreased recruitment of inflammatory cells. We conclude that the interaction between T cells and HSC mediated by the

CXCL9-CXCR3 pathway plays a role in T cell activation and liver fibrosis. These results will help to clarify the functional properties of CD4(+) T cells in the fibrotic environment.1. Field of the Invention This invention relates to a semiconductor device and a manufacturing method therefor,
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