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The Potential Roles of Oxidized Low-Density Lipoprotein in Regulation of Dendritic Cell Adhesion (I1I)

N » R EhAPE NSC95-2745-B038-003-URD
[AER AR E-ER it

9508 ~ 9607

22§ ° [P EF'f:' fly

P=V7E; # E155 Chen, Mei-Chieh

SB[ 57 S 1 (oxidized low-density lipoprotein, oxLDL) K~ 61 5 [ BTG /7 0T > 10 522 5 0 st > 0 [ B B2 elv
AV (SR I IS ST AT Grnate) 2 [i(speclﬁcww@i%o ok WRRAS S IR T 1 AR

FISPUPVRUE FAE OGS 9 (dendritic cel) Y VB ANV it i o T ZRRIEIINE o BT R I E R gy e
et SAPVIRERE EHIF D o SR H SRR (™  (atherosclerotic lesion) RS [ > BTG W POETE 1B ] o [T o SR B I
3 90% E[gﬁﬁw%pqﬁ T TP o o e BT ’“‘WH‘)Eﬁ(atherogenesis) > T S %F‘%ﬁflfjmﬂﬁm R 2 8 ARl
ﬁf L [pm{Elﬁm(macrophageS)ﬁ&ﬁﬂL{fL{J‘ﬁE[q“‘] s T I %EHIE,;&[ R L‘{“,@qpﬁr FIF'H fJJiFﬂ] 1 HURGERS T [ ERRY EVETSTA e (8

wod?ﬁmﬁﬂ$’%fﬁl$@%mwﬁ?fﬁi#ﬁW%ng ?%#w%% R B A R B o e
AT 6 [ IS T SRS S SR 1 2 SR (costimulatorymolecules) 373 » & §7) CD86 - HLA-DQ
™ CDA0 - gy~ S BT IRT W IAEORO PR SR S (TR SR B e D (™ BROPS R - Sl e
B o7 e VRGP o R R I T B IR BE(blood-brain barrier) I [*| AL R g RS VAR & ks o B TR VRS %FllﬁMﬂElqu@ﬁ k@
rgfli%l%l 1 AR SV VBRSO T RSO AE SE SR RS R R OIS R e B Ry

h)'F“ “Elﬁnl(cerebralendothelial cel)u T = (1] 5 S 53474 [ BE |EE$,@§F|ﬁr liglﬁ%%ﬂfﬁﬁiﬂﬂ\Eiﬁw%ﬁﬁ Jffﬂ"[fflfnd (adhesion
moleculeS)P BRI = T T AR T AR D FJFTT'” .

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 oxLDL 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.



