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ComprehensiveintegrativeanalysesidentifyGLT８D１
andCSNK２Basschizophreniariskgenes

WiththesupportbytheNationalNaturalScienceFoundationofChinaandtheChineseAcademyof
Sciences,theresearchteamledbyProfessorsChenYongBin(陈勇彬)andLuoXiongJian(罗雄剑)atthe
KeyLaboratoryofAnimalModelsandHumanDiseaseMechanismsoftheChineseAcademyofSciences&
YunnanProvince,KunmingInstituteofZoology,Chinese AcademyofSciences,usedcomprehensive
integrativeanalysestoidentifyGLT８D１andCSNK２Basschizophreniariskgenes,whichwaspublishedin
NatureCommunications(２０１８,９(１):８３８)．

Schizophrenia(SCZ)isaseverementaldisorderwithalifetimeprevalenceof~０．５％—１％acrossall
human populations． This disease is characterized by positive symptoms (i．e．,delusions and
hallucinations),negativesymptoms (i．e．,apathy,impaired motivation,andsocialwithdrawal),and
cognitiveimpairment(i．e．,disorganizedthoughts,impairedworkingmemory,andexecutivefunction)．
Asoneofthemostcommon mentaldiseases,SCZhasthehighestheritabilityamongneuropsychiatric
disorders．RecentgenomeＧwideassociationstudies(GWAS)haveidentifiedmultiplerisklocithatshow
strongassociationswithschizophrenia．However,pinpointingthepotentialcausalgenesatthereported
lociremainsamajorchallenge．Here,theyidentifycandidatecausalgenesforschizophreniausingan
integrativegenomicapproach．SherlockintegrativeanalysisshowsthatGLT８D１andCSNK２B areSCZ
riskgenes,whicharevalidatedusingindependentbrainexpressionquantitativetraitloci(eQTL)dataand
integrativeanalysismethod (SMR)．Consistently,geneexpressionanalysisinschizophreniacasesand
controlsfurthersupportsthepotentialroleofthesegenesinthepathogenesisofSCZ．Finally,theyshow
thatGLT８D１andCSNK２Bknockdownpromotetheproliferationandinhibitthedifferentiationabilitiesof
neuralstemcells,andaltermorphologyandsynaptictransmissionofneurons．Basedonthefunctional
rolesofGLT８D１andCSNK２Binneuralstemcells,theyarealsocharacterizingthepotentialrolesofthese
genesinhumangliomastem/initiatingcells．Thisstudylinkssomeoftheriskvariantsfromthelargest
GWASofSCZtospecificgenes,whichnotonlyprovidesaframeworktoinvestigatehowgeneticvariants
contributetoSCZriskthroughmodulatinggeneexpression,butalsoprovidesastartingpointtodissect
thepossibleroleoftheidentifiedgenesinthepathophysiologyofcentralnervoussystem．

Figure　KnockdownofGLT８D１andCSNK２BpromoteproliferationandinhibitthedifferentiationabilitiesofNSCs．


