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Inhibitory effect of allergic reaction by IL33 receptor ST2
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Soluble ST2, a spliced variant of IL33 receptor ST2, was released from
lymphocytes of allergy or inflammatory diseases. It is reported that sST2 act as a decoy receptor
for IL33 and modulates IL33 activity, and the level of sST2 in sera was elevated in heart failure
and play as a biomarker. Although sST2 is elevated in sera of patients, the mechanisms of release
from cells remains unclear. We have investigated how mouse mast cells release sST2 protein from
cytosol under antigen stimulation. When mast cells were pretreated with protein synthesis inhibitor
and degranulated, they released sST2 and granule, simultaneously. Immunofluorescent analysis showed
that CD63, degranulation marker, and ST2 in cytosol are migrated to cell surface by antigen
stimulation. These data suggested that sST2 protein is stored in granule and others, and release
from cells by stimulation.

1L33 ST2



IgE
(FceRI) (c-kit,
CD117)
IgE
p
GATAl FOG1
c-kit(CD117) GATA2 Spl
SNP
FceRI o GATAl
SNP
SNP
HNG1/2 GATAl
FceRIl a
SNP
YY1 B YY1
SNP
1L33
ST2
IL1 L33

Th2 Treg
L33 ST2
ST2
ST2
ST2(ST2L)
ST2(sST2)
ST2L  1L33
IL1IRACP MyD88
Th2 NK IL4
IL5 1L13 Th2
IL6 TNFa
1L33
ST2
ST2
ST2L 1L33
GATA2
GATA2
ST2L
ST2L
sST2  ST2L

1L33
sST2



sST2  1L33
ST2L

sST2

sST2

sST2

L33 ST2L

sST2

sST2

IL6 TNFa

1L33

sST2

sST2

@ (BMMC) :

1L33

sST2

sST2

IL3 (SCF) 4

(2) sST2-Fc : sST2-Fc/PME18s
293T

(3) sST2
Quantikine ELISAST2 IL6 TNFa (R

& D Systems)

@4 PCR(gPCR) : RNeasy micro kit
(Qiagen) RNA
Thunderbird Probe gPCR Mix (Toyobo)

CcDNA RNA
TagMan

(Appliedbiosystems) AACt

®)
Intracellular cytokine staining
protocol (Biolegend) PE
ST2 TNFa
(©)
(Takara)
FLAG-SST2/PMX-1P
sST2
(FLAG-sST2/BMMC)

@ : CD63 FLAG

(1) 1L33/5T2

1 sST2
1L33/ST2
sST2-Fc BMMC
I1L33
ELISA
1L33 BMMC IL6 TNFo
sST2-Fc
NFkB MAPK

sST2



NF«B

sST2
1L33/ST2
sST2
sST2
(2) sST2 1L33
- BMMC sST2
BMMC LPS
1L33 SCF
sST2 TNFo IL6
ELISA
sST2 TNFo IL6
sST2 SCF  IL3
1L33
sST2
sST2 1L33
1-2 4-5
1-2
ST2L
gPCR
1L33 SST2 mRNA
sST2 mRNA
1L33
sST2 mRNA 1 4-5
sST2
mRNA 1L33
mRNA
sST2
sST2 mRNA
sST2
(3) sST2 1 sST2

FLAG  sST2
(FLAG-sST2)

(FLAG-sST2/BMNC)

FLAG-sST2/BMMC ~ IL33
BMMC
sST2 IL6 TNFa
FLAG
FLAG-sST2
FLAG-sST2/BMMC
B_
CD63
FLAG-sST2/BMMC BMMC
sST2 CD63
sST2 CD63
FLAG
FLAG-sST2/BMMC FLAG-sST2
CD63 sST2
sST2  CD63
(CHX) sST2
sST2
sST2 sST2
sST2
CHX BMMC
sST2
sST2
sST2



sST2
1L33 sST2
(4) sST2
sST2  IL33
sST2
ST2L
sST2
5

( )
1. ShibaE, |zawa K, Kaitani A, |sobe

M, MaeharaA, Uchida K, Maeda

K, Nakano N, Ogawa H, Okumura

K, Kitamura K, Shimizu T, Kitaura J.

(2017) Ceramide-CD300f Binding Inhibits

Lipopolysaccharide-induced Skin

Inflammation J. Biol. Chem. 292,

2924-2932. doi:10.1074/jbc.M 116.768366
2. MiuraR, KasakuraK, Nakano N, HaraM,

Maeda K, Yashiro T, Nishiyama C. (2016)

Role of PU.1in MHC class |l Expression
via CII TA Transcription in Plasmacytoid
Dendritic Cells. PloS One. 11, e0154094.
https://doi.org/10.1371/journal .pone.01540
94

3. Yamazaki S, Nakano N, Honjo A, Hara M,

Y, OkumuraK, OgawaH, Shimizu T.
(2015) The transcription factor Ehf is
involved in TGF-B-induced suppression of
FceRI and c-kit expression and
FceRI-mediated activation in mast cells. J
Immunol. 195, 3427-3435. DOI:
https://doi.org/10.4049/jimmunol . 1402856

4.  IshiyamaK, Yashiro T, Nakano N,

KasakuraK, MiuraR, HaraM, Kawai F,
Maeda K, Tamura N, Okumura K, Ogawa
H, Takasaki Y, Nishiyama C. (2015)
Involvement of PU.1in NFATc1 promoter
function in osteoclast development.
Allergol Int. 64, 241-247. DOI:
http://dx.doi.org/10.1016/j.alit.2015.01.006

5. NakajimaA, Negishi N, Tsurui H,

Kadowaki-Ohtsuji K, Maeda K, Nanno M,
Yamaguchi Y, Shimizu N, YagitaH,
OkumuraK, Habu S. (2014) Commensal
bacteria regulate thymic Aire expression.
Plos One. 9, €105904.
https://doi.org/10.1371/journal .pone.01059
04

o
MAEDA, Keiko

20053374



