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Highmobilitygroupbox１mediates
caspaseＧ１１Ｇdependentlethalityinsepsis

WiththesupportbytheNationalNaturalScienceFoundationofChina,theresearchteamdirectedby

Prof．LvBen(吕奔)attheDepartmentofHematologyandKeyLaboratoryofNonＧresolvingInflammation

andCancerofHunanProvince,The３rdXiangyaHospital,CentralSouthUniversity,recentlyreported

thatHighMobilityGroupBox１MediatesCaspaseＧ１１ＧDependentLethalityinSepsisinImmunity (２０１８,

４９:７４０—７５３),andthisstudy wascommentedin “HMGB１:LPS Delivery VehicleforCaspaseＧ１１Ｇ

MediatedPyroptosis”inImmunity (２０１８,４９:５８２—５８４)．

Figure　HepatocytereleasedHMGB１mediatescaspaseＧ１１Ｇdependent

pyroptosisandlethalityinsepsisbydeliveringextracellularLPSinto

thecytosolofmacrophagesandendothelialcells,whereLPSactivates

caspaseＧ１１．

CaspaseＧ１１,acytosolicendotoxin(lipopolysaccharide:LPS)receptor,mediatespyroptosis,alyticform

ofcelldeath．CaspaseＧ１１Ｇdependentpyroptosismediateslethalityinendotoxemia,butitisunclearhow

LPSisdeliveredintothecytosolfortheactivationofcaspaseＧ１１．Prof．Lv􀆳steam discoveredthat

hepatocyteＧreleasedhighmobilitygroupbox１(HMGB１)wasrequiredforcaspaseＧ１１Ｇdependentpyroptosis

andlethalityinendotoxemiaandbacterialsepsis．Mechanistically,hepatocyteＧreleasedHMGB１boundLPS

and targeted itsinternalization into the

lysosomesofmacrophagesandendothelial

cellsviathereceptorforadvancedglycation

endＧproducts (RAGE )． Subsequently,

HMGB１ permeabilized the phospholipid

bilayer in the acidic environment of

lysosomes．Thisresultedin LPSleakage

intothecytosolandcaspaseＧ１１activation．

DepletionofhepatocyteHMGB１,inhibition

ofhepatocyteHMGB１release,neutralizing

extracellularHMGB１,orRAGEdeficiency

preventedcaspaseＧ１１Ｇdependentpyroptosis

and death in endotoxemia and bacterial

sepsis． These findings indicate that

HMGB１interacts with LPS to mediate

caspaseＧ１１Ｇdependentpyroptosisinlethal

sepsis．


