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Thepolymorphismrs１３２５９９６０in
SLEARpredisposestosystemic

lupuserythematosus

WiththesupportbytheNationalNaturalScienceFoundationofChinaandtheChineseAcademyof
Sciences,theresearchteamledbyProf．Chen RunSheng (陈 润 生)attheKeyLaboratoryofRNA
Biology,InstituteofBiophysics,ChineseAcademyofSciences,uncoveredamechanismbywhichtherisk
variantatrs１３２５９９６０ modulatesSLEARexpressionandpredisposestosystemiclupuserythematosus,

Figure　ProposedfunctionalroleofSLEARin
modulatingSLErisk．

whichwaspublishedinArthritisRheumatol(２０２０,Jan１２,DOI:１０．１００２/art．４１２００)．
Systemiclupuserythematosus(SLE)isaprototypicautoimmunediseaseandaffectsalmostallpartsof

thehumanbody．SLEshowsastrongfamilialaggregation．Althoughtheexactetiologyofthisdiseaseis
notwellcharacterized,itisbelievedtobetriggeredbyacomplexcombinationofgenetic,environmental
andhormonalfactors．Overthepastdecade,genomeＧwideassociationstudieshaveidentifiedalarge
numberofgeneticvariantsassociatedwithhumandiseasesandtraits,however,presentlylittleisknown
aboutthegeneticsignificanceoflongnoncodingRNA (lncRNA)inSLE．Chen􀆳sgrouphaslongbeen
devotedtotheinvestigationofnoncodingRNAs．TheycarriedoutthefirststudyonSLEsusceptibility
variantsinlncRNAgenesinHanChinese,andidentifiedanewsusceptibilitylocus(rs１３２５９９６０,Pcombined＝
１．０３×１０－１１,OR＝１．３５)inalncRNAgenewhichtheynamedSLEAR (SystemicLupusErythematosus
AssociatedRNA)．

More excitingly,they found that the rs１３２５９９６０
polymorphicsiteislocatedinanintronicenhancerwhich
couldrecruit STAT１ tothe promoter of SLEAR and
facilitateSLEARtranscription．Thers１３２５９９６０A＞GSNP
wasshowntoimpairtheSTAT１recruitment,resultingina
decreased SLEAR level compared with the A allele．
SLEARwasexpressedatsignificantlylowerlevelsinSLE
patientsascomparedtocontrols,anditsreducedactivity
impliesanincreasedriskofSLE．Theyfurtherinvestigated
thefunctionalroleofSLEARanditsunderlyingregulatory
mechanisminSLEdevelopment．StudiesoftheSLEAR
targetgenessuggestregulation ofapoptosisisa main
functionofthislncRNA．Inaddition,theyfoundthat
SLEAR expression negativelycorrelated with degreeof
apoptosisinSLEpatients．Moreover,theyfoundSLEAR
interactedwithILF２,hnRNP Fand TAF１５toform a
complexfortranscriptionalactivationofthedownstream
antiＧapoptoticgenes．Thesefindingssuggestamechanism
bywhichtheriskvariantatrs１３２５９９６０modulatesSLEAR
expressionandpredisposestoSLEandmaygiveinsights
intothe SLE etiology．This work pavedthe wayfor
studyinghowchangesinabaseinanonＧcodingsequence
couldaffectbiologicalfunction．


