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WFZE R O EE (Fn3C) @ SIGIRR/TIRS i%, TLRs =° IL-1R (& K 2 RIEM: S 7 v 2404 5 45 -
THDH. AWFFETIE, BEK - i ERIZIS 1T D LPS HIBE F o SIGIRR JHfiFtr 2 BROE L. =D
fES, LPS HIJ% > SIGIRR/TIRS DIFEBLEITRERH] « IEMKAMITIA L, Z OB ITIX
TLR4-p38 RN EE TH D Z ENH BT/~ 7=, —J7, SIGIRR/TIRS DILECIRIEDIEHIT,
HRB R 1~ Spl I XV EICHABI & TR Y, LPS {KTFME TLRA-p38 #&#5 1%, SIGIRR/TIRS 7' & & —
Z—~D Spl DFEGZIHIT 5 2 LRI

MR S OMEEE (3230) : SIGIRR/TIRS is crucial for negative regulation of TLRs and
IL-1R- mediated inflammatory signaling. Here, we confirmed the expression of
SIGIRR/TIR8 during LPS
neutrophilic—differentiated and monocytic cell. As a results, SIGIRR/TIR8 gene and

stimulation in innate immune <cells, including

protein expression were down-regulated by LPS in both cell lines and primary cells

Furthermore, Our observations indicated that TLR4-p38 signal is critical for
SIGIRR/TIR8 down-regulation. Finally, we clarified that Spl is a key factor that
directly binds to the proximal promoter of SIGIRR/TIR8 gene and, consequently,

regulates basal SIGIRR/TIR8 expression, which 1is negatively regulated by
LPS—dependent TLR4-p38 pathway.
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Figure. 1 p38MAP kinase activation is crucial
for LPS—induced SIGIRR/TIR8 down-regulation.
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Figure.2 SIGIRR/TIR8 expression via p38

activation in primary mononuclear (MN) and

polymorphonuclear (PMN) cells.
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Figure. 3 Spl binding site between —173 and —164
is responsible for basal human SIGIRR/TIRS
promoter activity.
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Figure.4 TLR4-p38 pathway inhibits Spl

dependent human SIGIRR/TIR8 gene expression.
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