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    Abstract


Background Sjögren’s syndrome (SS) in humans is an organ-specific autoimmune disorder characterized by lymphocytic infiltration and destruction of the lacrimal and salivary glands (1). Chemokines are small chemoattractant cytokines that induce leukocyte accumulation at inflammatory sites and modulate inflammatory activities through the recruited cells (2). Fractalkine (CX3CL1) is a member of the CX3C family. Fractalkine is considered especially important for the recruitment of Th1 type cells and is a strong candidate for directing pathologic mononuclear cell infiltration (3). In mice model, fractalkine was expressed and associated development of autoimmune lesions in lacrimal gland (4).




Objectives To identify the expression of fractalkine in human salivary gland and serum in SS. To investigate the cell type expressing CX3CR1 in peripheral blood mononuclear cell with SS.




Methods Serum fractalkine level was determined by enzyme-linked immunosorbent assay (ELISA). Immunohistochemical stain was done to compare the expression of fractalkine and CX3CR1 between salivary gland of SS and control. The cells to be merged with fractalkine were evaluated by confocal microscopy. Cytokine-stimulated fractalkine expression was quantified by Quantitative real time PCR (QPCR) and ELISA, using A253 cell line. We investigated CX3CR1expressing cell in human peripheral blood mononuclear cell (PBMC) by QPCR and flow cytometry.




Results There was a significantly increased serum fractalkine level in SS compared with control. It showed increased expression in fractalkine and CX3CR1 in SS salivary gland rather than control by immunohisto-chemical stain. Fractalkine and CX3CR1 positive cell count showed a tendency to increase as higher grade in SS salivary gland. In confocal microscopy, epithelial cell and fractalkine was merged together, but not endothelial cell in SS salivary gland. Only interferon-gamma (IFN-γ) stimulation induced upregualtion of fractalkine expression in A253 cell line, but not interleukin-1beta (IL-1ß) and tumor necrosis fator-alpha (TNF-α). However, CX3CR1 expression in PBMC did not show significant difference between SS and control.




Conclusions Salivary gland of SS expresses high level of fractalkine and CX3CR1. Histologic grade is proportional to expression of fractalkine and CX3CR1. Main cell of fractalkine production are epithelial cell in SS salivary gland.
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