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Kak mo6ouHbIi MPOAYKT MUTOXOHIPUATBLHOTO IBIXaHUSI WM MeTaboIM3Ma aKTUBHbIE (hOPMBI KMCIOpOaa
(ROS) MoryT meiicTBoBaTh KaK CUTHAJIbHBIC MOJICKY/bI I akTuBauuy nHpirammacombl NLRP3 (NLR
family pyrin domain containing 3), TeM caMbIM MHIYLIMPYST UMMYHHBIM oTBeT. NLRP3 mHprammacoma
NeICTBYET KaK CEHCOP Pa3/IMYHBIX OMACHBIX CUTHAJIOB U UTPaET LIEHTPAJIBHYIO POJIb B KOHTPOJIE BO3HUK-
HOBeHMs muporito3a. [TuponTos MmakpodaroB TECHO CBsI3aH C aTEPOCKIIEPO30M, apTPUTOM, GDUOPO30M Jier-
KX W IPYTUMH BOCHAJIUTEIbHBIMHU 3a0ojieBaHusIMU. MeTmnoduornoronaHoH A (MO-A) — 0CHOBHOIA ro-
MoU30(IaBOHOM I, BXOISIIMII B COCTaB KUTalCKOTo JieKapcTBeHHOro pacteHuss Ophiopogonis Radix u
MPOSIBJISIIONINI aHTUOKCUAAHTHYIO aKTUBHOCTh. OHAKO HesICHO, MoxeT 11 MO-A ocnabiaaTh MMponTo3
MakpodaroB MmyreM MHTMOMPOBAHUSI OKUCIUTEIBbHOTO cTpecca. Hamu mokaszaHo, uto MO-A ycunuBaet
aKTUBHOCTh CYyNepPOKCUAIMCMYTA3bl M KaTaia3bl, MHTMOUpyeT obpasoBanue ROS, cHMKaeT aKTUBAIIMIO
NLRP3-uHbi1aMMacoMbl M BHICBOOOXIEHNE JaKTaTAeTMAPOTreHa3hl, a TAKKe I0IaBJIsIeT ITMPOIITO3 B MaK-
podarax, MHAyUMpOBaHHbIN Tunonogucaxapuaamu (LPS) u anenosuntpudocharom (ATP). Bt addek-
TBI MOTYT OBITb OTMeHeHBI akTuBaTopoM ROS — nepokcunom sonopona (H,O,). Takum obpazom, MO-A
MOXET MHTMOMPOBaTh MMponTo3 MakpodaroB depe3 mytb ROS/NLRP3 u, ciegoBaTenpHO, paccMarpu-
BaThCsl B KAUECTBE KaHAUIATA IJIsT pa3pabOTKU MPOTUBOBOCITAJIUTEIBHOTO JIEKAPCTBEHHOTO CPEICTBA.

Kimouesble cioBa: nngiaammacoma NLRP3, nuponros, Mmakpodaru, akTuBHbIe (OPMBI KMCJIOPOAA, METH-
JIO(PUOITOTOHAHOH A
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Methylophiopogonanone A Inhibits LPS/ATP-Induced Macrophage Pyroptosis
via ROS/NLRP3 Pathway
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As a byproduct of mitochondrial respiration or metabolism, reactive oxygen species (ROS) can act as a sig-
naling molecule to activate NLR family pyrin domain containing 3 (NLRP3) inflammasome, thereby trig-
gering immune response. NLRP3 inflammasome acts as a sensor of various danger signals and is central to
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the control of pyroptosis occurrence. Macrophage pyroptosis is closely related to atherosclerosis, arthritis,
pulmonary fibrosis and other inflammatory diseases. Methylophiopogonanone A (MO-A) is a main homo-
isoflavonoid in Chinese herb Ophiopogonis Radix, which has antioxidant effect. However, it is not clear
whether MO-A can alleviate macrophage pyroptosis by inhibiting oxidative stress. Here we have shown that
MO-A increases the activities of superoxide dismutase (SOD) and catalase (CAT), inhibits the production of
ROS, reduces the activation of NLRP3 inflammasome and the release of lactate dehydrogenase (LDH), and
inhibits pyroptosis in macrophages induced by lipopolysaccharides (LPS) and adenosine triphosphate (ATP).
These effects can be reversed by the ROS promoter hydrogen peroxide (H,0,). Therefore, MO-A can inhibit
macrophage pyroptosis through the ROS/NLRP3 pathway and may be considered as a candidate drug for the
treatment of inflammatory diseases.

Keywords: NLRP3 inflammasome, pyroptosis, macrophages, ROS, methylophiopogonanone A
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