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The study of systemic response to intoxication and traumatic injury
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Inflammatory response after intoxication is essential for not onl¥
biological defense mechanism but also tissue repair. The diacylglycerol kinase (DGK) family is
involved in intracellular signal transduction. Of those, DGKe mRNA is transiently increased in
response to bacterial endotoxin LPS. In this study, we investigated functional implications of DGKe

in TLR-mediated innate immunity using LPS-induced endotoxin shock models of cell and animal. We
found that DGKe -KO mice show resistance to LPS-induced endotoxin shock, suggesting that DGKe
regulates LPS-mediated innate immunity.

Emergency medicine

LPS



(DGK)
DGK DGK(DGKe)

(LPS)
TLR DGKe

lipopolysaccharide (LPS)

DGK
(1) LPS
WT C57BL6J  DGKe DGKe -KO LPS 25 mg/kg
LPS 3 6 24
- 80
4
- 20 10 ym
@
MEF WT DGKe -KO Sv40
MEF 37 CO2 S% 10% /
Dulbecco’ s modified eagle’ s medium DMEM MEF
1 LPS 1 p g/ml
DGKe
WT MEF DGKe -KO MEF  LPS WT MEF Akt Ser473
5 15 DGKe -KO MEF
15 Akt DGK{ -KO MEF LPS Akt
30 60 LPS
Akt DGKe -KO
TLR4 Akt LPS NF-k B
WT MEF IKKa /B Serl76/180 Ik Ba  Ser32
5 15 DGKe -KO MEF
NF-k B p65 NF-k B
p65 WT MEF
LPS 15 p65
60 120 p65
DGKe -KO MEF 15 p65 WT MEF
60 120 p65
DGKe p65
NF-k B
LPS LPS 24 WT

53% DGKe -KO 100%



NO

DGKe -KO

LPS

NO

LPS
WT

NO
DGKe -KO

8-0HdG

24
LPS

8-0HdG
iNOS
iNOS

WT

DGKe -KO

DGKe -KO
WT
DGKe -KO

iNOS

100%

iNOS

WT

8-

iNOS

OHdG
8-0HdG

NF-k B

DNA



Seino Keiko, Nakano Tomoyuki, Tanaka Toshiaki, Hozumi Yasukazu, Topham K. Matthew, Goto Kaoru, 14
Iseki Ken
Ablation of DGKa facilitates a - smooth muscle actin expression via the Smad and PKC® 2023

signaling pathways during the acute phase of CCl4- induced hepatic injury.
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