conferenceseries.com T e
6" International Conference on

Advanced Clinical Research and Clinical Trials
September 10-11, 2018 | Zurich, Switzerland

Direct LPS recognition and activation of CD8" T cells via TLR4 in patients with rheumatoid arthritis
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Toll—like receptors (TLRs) have been established to recognize specific patterns of microbial components and lead to systemic
immune responses in rheumatoid arthritis (RA). TLRs are expressed by cells in inflamed joints of RA patients and variety
of endogenous TLR ligands is present within those joints. This study suggests that the over expression of TLR4 in CD8" T cells
from RA patients may contribute to the abnormal immune activation of pro inflammatory cytokines and enhance the acute
inflammation. We analyzed the expression of TLR4 in transcript level by real-time PCR and protein level by flow cytometry in
CD8* T cells of RA patients. Different cytokines level was checked after stimulation of CD8* T cells in TLR4 agonist and TLR4
inhibitor. A significant increase of TLR4 in both transcript level and protein level in patients with RA compared to healthy
donors (p<0.001). We found that the surface expression of TLR4 on CD8* T cells directly correlates with disease severity
(rs=0.96). Moreover, these CD8* T cells respond to the TLR4 ligand lipopolysaccharide (LPS) and express robust amounts of
cytotolytic and inflammatory molecules including TNFa and IFNYy. After inhibiting TLR4 we found a normal level expression
of inflammatory cytokines in CD8* T cells of patient. An increased expression of TLR4 on peripheral CD8" T cells of RA
patients and its role in skewing CD8" T cells towards activated and inflammatory phenotype; thereby playing a significant role
in pathogenesis and progression of RA.
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