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The Potential Roles of Oxidized Low-Density Lipoprotein in Regulation of Dendritic Cell Adhesion (I1I)
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Oxidized low-density lipoprotein (oxLLDL) is a kind of mediator containing lipids and contributes to regulate the inflammatory response. OxLDL



can modulate immune responses by controlling the activation of immune competent cells such as monocytes and lymphocytes. Since dendritic cells
(DC) are the most potent professional antigen-presenting cells, we will focus on analyzing the role of oxLDL stimulation in this proposal. Dendritic
cells can be found under the endothelial layer of artery with very few cell number in normal condition, however, during the development of
atherosclerotic lesions, it is characterized by the presence of large amounts of immune competent cells including T-cells and dendritic cells.
Dendritic cell interactions with T-cells might be responsible for T-cell activation in atherogenesis. In the microenvironment of atherogenesis,
monocytes exit blood and enter tissues, where they can cross the endothelium and differentiate into macrophages or dendritic cells (DC) under the
stimulation of. OxLDL. Moreover, in vitro experiment has revealed the ability of OxLDL to enhance DC clustering, correlating with the
observation that DCs accumulate in the early stage of atherosclerotic lesion development. In previous observation, oxLDL can trigger the
expression of costimulatory molecules such as CD86, HLA-DQ and CD40 and get involved in the stimulation of allogeneic T cells by dendritic
cells. However, the knowledge how oxLDL stimulate dendritic cells still limited. To get insight to the role of dendritic cells in the inflammation
response of stroke, we will be the first to dissect the mechanism of the interaction of dendritic cells with cerebral endothelial cells under oxLDL
stimulation. This proposal includes three specific aims. First, we will monitor the changes of cytoskeletal structure on monocyte-derived dendritic
cells upon oxLLDL stimulation, and the effects of oxLDL in the interactions of dendritic cells with cerebral endothelial cells. Second, we will
investigate whether important adhesion molecules on dendritic cell are regulated by oxLDL stimulation, and identify the significance of adhesion

molecules in the functional interaction of dendritic cells with cerebral endothelial cells.



