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CholesterolinducesepithelialＧtoＧmesenchymal
transitionofprostatecancercellsbysuppressing

degradationofEGFRthroughAPMAP

Figure　ProposedmodelforcholesterolＧinducedepithelialto
mesenchymaltransition,bypromotingAPMAPcompetitive
bindingwithEPS１５RtoinhibitEGFRinternalization,thus
activatingERK１/２．

WiththesupportbytheNationalNaturalScienceFoundationofChina,theresearchteamledbyProf．

GaoShan(高山)attheBiomarkerCenterofSuzhouInstituteofBiomedicalEngineeringandTechnology,

ChineseAcademyofSciences,recentlyreportedthattheadipocyteＧassociatedmembraneprotein(APMAP)

isapotentialdiagnosticbiomarkerandtherapeutictargetforprostatecancer,which waspublishedin

CancerResearch (２０１９)．

Cholesterolisassociated withthedevelopmentofprostatecancerand mayserveasadiagnostic

biomarkerandtherapeutictargetforprostatecancer．Highercholesterolpromotestumorgrowthand

reducestheapoptosisofprostatecancercells．However,thefunctionalroleandunderlyingmechanismof

cholesterolonepithelialＧtoＧmesenchymaltransition(EMT)remainselusiveinprostatecancer．

Inthisresearch,Prof．Gao􀆳steamfoundthatcholesterolcaninduceEMTofprostatecancercellsby

promotingtheaccumulationoflipidraftsandinducingtheexpressionofAPMAPandepidermalgrowth

factorreceptor(EGFR)inlipidrafts．Correspondingly,thecholesterollowerdrug (statin)isableto

inhibitEMTandreverseaccumulationoflipidrafts．Furthermore,APMAPregulatescholesterolＧinduced

cellinvasionandmigrationeitherinvitroorinvivo．Mechanically,cholesterolinhibitstheinternalization

ofEGFRbyenhancingthebindingofAPMAPandepidermalgrowthfactorreceptorsubstrate１５Ｇrelated

protein(EPS１５R),whichhasbeenshowntomediateendocytosisanddegradationofEGFR．Importantly,

thisprocessisindependentoftheandrogen

receptorsignaling．They alsofound that

APMAPmRNAandproteinareupＧregulated

invarioustumorsincludingprostatecancer．

Furthermore,theAPMAPexpressionlevel

is notassociated with castrationＧresistant

status, suggesting that APMAP is a

potentially independent diagnostic and

therapeutictargetforprostatecancer．

Thesefindings may shed light on an

APMAP/EPS１５R/EGFRaxisthatmediates

cholesterolＧinducedEMTofprostatecancer

cellsandmayprovidetherapeutictargetsfor

prostatecancerandnew strategiesforthe

therapyofprostatecancer．


