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Functional Characterization of Chemokines Induced by Activation of Lymphotoxin Beta Receptor (III)
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The lymphotoxin beta receptor (LTbetaR) has been shown to be the receptor for the membrane bound lymphotoxin trimers LTalphal ~beta2,
LTalpha2 ~betal and LIGHT (homologous to lymphotoxins, shows inducible expression, and competes with herpes simplex virus glycoprotein D

for herpesvirus entry mediator, a receptor expressed by T lymphocytes), and LTbetaR is expressed on the surface of most cell types, except T and



B lymphocytes. There are evidences to demonstrate that LTbetaR plays critical roles not only in the development of the secondary lymphoid
system but also in the establishment of ectopic organized lymphoid structures in chronically inflamed sites. LTbetaR has been reported to stimulate
chemokine secretion in inflammation. However, the mechanism and the functional significance of chemokines induced by LTbetaR activation on
non-immune cells are still limited. In this study, we use LTbetaR-stimulated bronchial epithelial A549 cells as a system to investigate the
chemokine profile at the mRNA and protein level. Our current study has shown that RANTES (regulated on activation, normal T cell expressed,
and presumable secreted) secretion can be induced 48 hours after LTbetaR ligation, and molecules downstream of LTbetaR can regulate it's
production. Since most promoters region of chemokines contains indispensable cis-elements for several trans-activating factors, especially sites for
NF-kappaB, and LTbetaR induce sequential activation of distinct NF-kappaB factors (classical p50-RelA, p52-RelB) by different signaling
pathways, the identification of different NF-kappaB activation for LTbetaR-induced chemokine is crucial in this study. In addition, the RANTES
promoter also contains two sets of AP-1 binding sites. Our results also suggest that JNK-AP-1 signaling can positively regulate the RANTES
production induced by LTbetaR activation.



