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TSARIBERICR DB Ry IRV TF
VRS & Z DEIRZ R E DREH

OHH LY, e R WHRY, &1 sy,
JEH mES, ki FEY, FH SEpYY
1) BARIZIAREE FioBelt5—
2) NINKRKRZFEERF AT BB MR IEE
3) BRI AR IR (RIS T 5 —)
IDEERY J7 ) UIZEERPY
4) I KF KRR LR BF LFHK
5) It AFEZRIATE REEZHE

7T AEENE, S F SE REE A AT
JCTh L EBIHIET 2B O TS T L
NVTHEL D bo ., KRT 7 AL S
PR AU A ATEEN AT T8 ORI - I
WA R R BIG G, PUEGIR % &) ITEE»E
FoTWh, FKAIZ, THEL72AY 7 AT A% v
TARIRARSIE 77 XA~ 2 Mgk #8i (DMEM) (ZHE
55k, 78=ZA)V7 14 F (persulfide : R-S-SH)
BREDIINT = UHEERET HIEMEA 4 7 5T
(Reactive Sulfur Species ; RSS) 28 & 5 =
& &AM U720 RSSEMRAL#ETC RS &/ L 72 T 4
WE =R L 7 FIMEREICE D 5 2 L AVRIE
ENTW5b, EIZFERAIII=ANVT 1 FRID T A
74 ¥ (Cys=S-SH) AL0LHd I Fa ¥ BV 7
BRIZBW RO CEERZE A R/-TIE2H
ML TE2e 7 v MERAROMAEZ LI
TIRAIG L2 AT A VIR AR . KEEE
TTOIMay P THREZFHEL/2E 2 A, KR
F/HBFNA ML AIZEEI bary ) 7ok
KTF2EEICHRSNEZ EDMHL 720 2 DOFER
. VATA VHERO T T X< BEHEY (78— 2
VT 4 FALEW) 2S00 2 b a v B THEERM &
TEAEEOMERH M < 2 & RIS 5o

YIAn-2
JIWEFFA I NLRP3A VTSIV —L
AT EDFRRE D F

Ot Iy sk HEY, /B 5",
PEUEC SNE R
1) BEAKRZT: LEanBIFM il MAYFFERE
2)RILRF KFfe EFRIAFR RIBEZ DS

[Purpose] NLRP3 inflammasome involves in
host defense and inflammatory responses through
maturation of precursor forms of interleuk-
in(IL)-1fand IL-18 into active proinflammatory
cytokines and initiation of pyroptosis. The ob-
jective of this study is to observe the impact of
glutathione (GSH) towards NLRP3 inflammasome
activation.

[Methods] To activate NLRP3 inflammasome,
murine macrophage cell line J774.1 cells and bone
marrow-derived macrophages were primed by
lipopolysaccharide (LPS)for 5 h, followed by ATP
stimulation.

[Results] it was found that ATP treatment
induces rapid GSH decline in LPS-primed mac-
rophages. Similar level of GSH was detected in
the culture supernatants, suggesting that ATP
stimulated GSH efflux. Moreover, GSH efflux
was blocked by adding P2X7 receptor antago-
nist, GSH or its oxidized form GSSG extracellu-
larly. Importantly, suppression of GSH efflux by
extracellular GSH or GSSG also arrested NLRP3
inflammasome activation through modulating
NLRP3 inflammasome complex assembly. 7z vivo,
production of cytokine IL-1fbut not TNF-awas
significantly ameliorated by intraperitoneal injec-
tion of ATP with GSH or GSSG.

[Conclusion] Our findings provide strong evi-
dence that GSH efflux is a critical upstream event
for NLRP3 inflammasome activation, and hence
constitute a potential therapeutic strategy for
NLRP3 inflammasome-associated disorders.
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ERK2 IBAEE~ U R CHIFD
MEREERZ T U MERNKES

= 7. 3)

ORI A1 (el %>, wiE S5, Ok A,
BEORUSY, RERH RN, S A,
ISl SN 313 AN TRVAR B
1) BEEER AR ERIEPIR
2) BHETERIASH: (L HIE
3) RRHERESER T 5 — iR
BRI FHRT — L

(B8] 2 KUy Fa—2a (MetS) 30
BEREDY A7 Th b, BRI TILERK X
4 VA AMEERBOEZ ST CTh Y . Falifiiao
bR HIES %o BRI SR RE R
B Fo72d o AWFZETIE MetS 1281 2 IEILHI
ERK2 DI HETEN DO E % in vivo TH S 2
2352 EEENE L7

[HiE] BIEERWERK2 ) v 7 77 b= A
(AE2KO) ZAER L. @ AR SR & a
2 (HFHSD) % 24 M &4 LT~ A D MetS £
T aEVER L 720

[#6 %] HFHSD % &7 L 72 AE2KO # (AE2KO-
HFHSD) @ Fz T Bl SRR R NAFENZ N 2. T,
BRRG#INE 3D key regulator T@ % PPAR-y D3
BT L. B A, I EBRARR (PVAT) T
BRI % iR 720 AE2KO-HFHSD B¢l
e IR, 9L AFa—)L, L7, TNF-a.
d-ROM @ F5-. NO R EEWIRE O T K O E I
JEA BTz, MENEAEEIL AE2KO-HFHSD BT
EALL, PVATfFEICL ) SSIZE L L 720 PVAT
DA—78—F % FpEHEd AE2KO-HFHSD #: Tk
ALTBY., WEREEICES L&z bz,
A% RO — LAENT Tl AE2KO-HFHSD #® PVAT
WZBWTH NV =F S EHAETICH ), eNOS D
mRNA & _FH38672,

[#£:36] ~ 7 2D MetS EFNVIZB W T TR
ERK2 1ZFz THaFi oLl @ < . ERK2/KIET
1Z PVAT 12 31F 5 eNOS uncoupling 231k A b
LA - NOIEMHEDNTG v A %728 2 FHWH N EkRE
Fid L mIME 5| &2 L7z,
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