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SNX１０mediatesalcoholＧinducedliverinjury
andsteatosisbyregulatingtheactivation

ofchaperoneＧmediatedautophagy

WiththesupportbytheNationalNaturalScienceFoundationofChina,theresearchteamdirectedby
Prof．ShenXiaoYan (沈晓燕)attheDepartmentofPharmacology,SchoolofPharmaceuticalSciences,
FudanUniversity,recentlyreportedthatSNX１０isanimportantnegativeregulatorofalcoholliverdisease,
whichwaspublishedinJournalofHepatology (２０１８,pii:S０１６８Ｇ８２７８(１８)３０１１８Ｇ１．)．

Alcoholicliverdiseaseisamajorcauseofmorbidityandmortalityworldwide．However,thecellular
defensemechanismsunderlyingALDarenotwellunderstood．ChaperoneＧmediatedautophagy(CMA)isa
typeofautophagyforthedegradationofcytosolicproteinswithaspecificpentapeptidemotif．Growing
evidencehighlightstheinvolvementofCMAinregulatinghepaticlipidandcarbohydratemetabolismand
suggeststhatdysfunctionofCMAmayplayamajorroleinhepaticmetabolicdysregulation．Sortingnexin
(SNX)１０hasbeenreportedtopossessaregulatoryfunctionintheendosomal/lysosomalpathway,which
isrequiredforCMAtoexecuteitsfunction．TheythereforehypothesizedthatSNX１０mighthavearolein
thepathogenesisofALDbyregulatingCMAactivity．

Inthepresentstudy,theyfoundthatdeficiencyofSNX１０upＧregulatedCMAactivitythroughinhibiting
thematurationofCathepsinA whichisakeyenzymeforLAMPＧ２Adegradation．Furtherinvestigation
showedthatincreasedCMAactivationinhibitsproteasomeactivity,resultingintheactivationofNrf２ＧHO１
andAMPKsignalingpathways,andthuspreventingethanolＧinducedhepaticinjuryandlipidmetabolism
disorder．

TheirstudyrevealsacrucialroleforSNX１０inregulatingCMAactivity,andprovidesevidencefor
SNX１０asapotentialpromisingtherapeutictargetforhaltinginjuryinALD．TheyproposethatSNX１０
maybeanattractivetargetforfuturetherapeuticinterventionsaimedatenhancingCMAactivityinALD．

Figure　SchematicrepresentationofSNX１０ＧregulatedCMAinalcoholＧinducedliverinjuryandsteatosis．


