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1. The therapeutic exploitation by regulation of TLR expression through TLR4-associated molecules

1) PRAT4A (PRotein associated with TLR4) resides in the endoplasmic reticulum, associates with TLR,
and is required for multiple TLR responses. PRAT4A is required for the trafficking of TLR1 and
TLR4 to the cell surface and ligand-induced trafficking of intracellular TLR9 to |ysosomes.
PRAT4A~~ bone marrow chimeric mice were resistant to |ipopolysaccharide—induced sepsis. PRAT4A
might have a role in detrimental immune response in LPS-induced sepsis. This result raises the
possibility that the PRAT4A expression regulates the induction of LPS-induced sepsis

2) TLR4 region E24-F54 is responsible for strong interaction with PRAT4A. It is very close to the
site necessary for interaction with MD-2. (Int. Immunol, 2008)

3) By using the PRAT4A single-nucleotide mutant replacing methionine 145 with lysine (M145K), we
were able to show that PRAT4A differentially interacts with each TLR. These data suggest that
a single-nucleotide change in the PRAT4A gene influences not only the strength of TLR responses
but can also alter the relative activity of each TLR (Int. Immunol, 2008).

2. The therapeutic exploitation by using anti-TLR4 mAbs
1) Sa15-21( anti-TLR4 mAb) has an activating effect against TLR4 response, and this is able to

block LPS and D-galactosamine induced hepatitis. To show this mechanism, we are now continue
doing further investigation to identify the responsible gene.




