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TBX６Ｇassociatedcongenitalscoliosis(TACS)as
aclinicallydistinguishablesubtypeofcongenital

scoliosis:Furtherevidencesupportingthe
compoundinheritanceandTBX６genedosagemodel

Figure　ComparisonoftheDistributionRegardingAbnormalVertebraeinNonＧTACSandTACS
PatientsandinTbx６Ｇ/mh MouseCompoundInheritanceandGeneDosageModel．

WiththesupportbytheNationalNaturalScienceFoundationofChina,theresearchteamdirectedby
Prof．QiuGuiXing(邱贵兴)andDr．WuNan(吴南)attheDepartmentofOrthopedicSurgery,Beijing
KeyLaboratoryforGeneticResearchofSkeletalDeformity,Peking Union MedicalCollege Hospital,
recentlyreportedthatTBX６Ｇassociatedcongenitalscoliosis(TACS)isaclinicallydistinguishablesubtype
ofcongenitalscoliosisasfurtherevidencesupportingthecompoundinheritanceandTBX６ genedosage
model,whichwaspublishedinGeneticsinMedicine (２０１９,Jan１４,doi:１０．１０３８/s４１４３６Ｇ０１８Ｇ０３７７Ｇx)．

Congenitalscoliosis(CS)isacongenitaldeformityofthespineaccompanedbymultiＧorgancomorbidities
ataprevalenceof０．５‰—１‰．TheTBX６Ｇbasedcompoundinheritancemodel,arareTBX６lossＧofＧ
functionmutationintranswithacommonhypomorphichaplotype,hasrecentlybeenestablishedasthe
mostimportantgeneticetiologyaccountingfor７．９％—１０．６％ofworldwideCSsporadicpatients[WuNet
al．,NEnglJMed,２０１５,３７２(４):３４１—３５０]．However,thephenotypicfeaturesandclinicalrelevance
oftheTACSarestillunclear．InthreeindependentmultiＧcenterglobalcohorts,patientswith TACS
showedremarkablyconsistentclinicalfeatures:hemivertebrae/butterflyvertebraeinvolvinglowerpartof
thespine,simpleribanomaly,fewervertebraeandintraspinaldefects．Theseclinicalfindings were
recapitulatedinageneＧeditingmousemodelwithTbx６Ｇ/mildＧhypomorphic(mh)mutations[YangNetal．,HumMol
Genet,２０１９,２８(４):５３９—５４７,doi:１０．１０９３/hmg/ddy３５８]．Aclinicaldiagnosticalgorithm (TACScore)
wasdevelopedtoincreasetheefficiencyforidentifyingTACS,whichenablesclinicalimplementationofthe
earlyinterventionandgeneticconsultation．

ThisstudyisanextensionoftheDecipheringDisordersInvolvingScoliosisandCOmorbidities(DISCO)
study(http://www．discostudy．org),whichiscommittedtointerpretingthegenomicdataproducedfrom
allthesubjectsinthestudyoverthecomingyears,aimingtoincreasethediagnosticyield,anddecipher
thenovelgenetic
etiologyas well
as the disease
mechanisms．This
publication was
highlightedbythe
CentersforMenＧ
delian Genomics
(http://mendeli
an．org)andthe
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sey JE et al．,
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