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Inflammatory mechanism associated with impaired barrier function in atopic
dermatitis
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Atopic dermatitis is a chronic inflammatory skin disease associated with
impaired barrier function. In this study, we investigated the desiccation-associated inflammasome
components and observed that the nucleotide-binding oligomerization domain-containing protein 2
(NOD2) may induce and the NOD-like receptor family pyrin domain containing 10 (NLRP10) may suppress
inflammation. The activated NOD2 inflammasome triggers S100A9 protein synthesis, causes p38 and
GATA3 phosphorylation, and promotes inflammation. These results suggest that the NOD2 inflammasome
gnd its downstream effector S100A9 may play important roles in the pathogenesis of atopic

ermatitis.



NMF -14 1
Kamata et al, 2009
-14
Yamamoto et al,
2014, Miyai et al, 2014, Nakanishi et al, 2010
NMF

NOD-like receptor NLR family ASC
procaspase-1 IL-1B
NLR family 23
Genome-wide association study  GWAS
susceptible SNPs OR10A-NLRP10 SNP region  rs878860
Hirota et al, 2012

S100A8/A9
S100A8/A9 IL-8, TNFa
S100A8/A9
Nukui et al, 2008
S100A9 EMMPRIN S100A8
NeuroplastinB NPTNp Sakaguchi et al, 2016, Hibino et al, 2013

S100A8, S100A9
NPTN EMMPRIN

27 /94Ak

A3 J—A4A

Procaspase-1 = active caspase-1

v

ProlL-1p = IL-1B
IL-8, TNFa

RET47T
F1—Fiys

S100A8/A9



uv

gPCR
S100A8, S100A9
SIRNA
S100A8, S100A9 gPCR
S100A8, S100A9
S100A8/A9  NPTNB/EMMPRIN
S100A8, S100A9 GATA3
GATA3
w 23
NLR NOD2
NLRP10 S100A8, S100A9
NOD2 NLRP10
NLRP10 NOD2
TUNEL NOD2  NLRP10 NOD2
TUNEL NOD2
NLRP10 NOD2
NLRP10
NOD2
NOD2
S100A8, S100A9
SIRNA NOD2
S100A8 S100A9 NOD2 S100A8
S100A9 S100
S100A8/A9  NPTNB/EMMPRIN
S100A9  EMMPRIN p38
GATA3  MAPK
p38
S100A8, S100A9 GATA3
S100A9 GATA3 GATA3
S100A9 GATA3
S100A9 GATA3



NOD2 S100A8/A9
p38  GATA3



2 1 0 0

Hiruma J, Harada K, Motoyama A, Okubo Y, Maeda T, Yamamoto M, Miyai M, Hibino T, Tsuboi R 45
Key component of inflammasome, NLRC4, was identified in the lesional epidermis of psoriatic 2018
patients
The Journal of Dermatology 971-977
DOl
10.1111/1346-8138.14478
67
Neuroplastinf3 extracelluar matrix metallo-protease inducer S100A8/A9 2017
594-598

DOl

3 0 0

Hiruma J, Harada K, Motoyama A, Okubo Y, Maeda T, Yamamoto M, Miyai M, Hibino T, Tsuboi R

The role of NLRC4, a key component of inflammasome, in the pathogenesis of psoriasis

32

2018

180

2017




NMF

BH

35

2017




