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SUMMARY

FabrydiseaseisanX-linkedlysosomalstoragedisordercausedbymutaUonsoflhea-galactosidaseAgene(GLA)，
andthediseaseisaldativelyprevalentcauseofleftventricularhypertmphymimickingidiopalhichypertmphiccardio-
myopathy､Weassessedclinically5patientsofahee-genemtionfamilyandalsosearChedfbrGLAmutationsinlOfam‐
ilymembers.'IheprObandhadleftventricularhypertrophywilhlocalizedthinninginthebasalposteriorwallandlate
gadoⅡniumenhancement(LGE)intheneal岩cilCumfeIentialwallincaldiovascularmagnetlcresonanceimagesandher
sisterhadvasospasncangnapectoriswilhoutorganicstenosisoflhecoronaryarteries・LGEnotablyappealedinparallel
wilhdecreaseda-galactosidaseAactivityandincrEasedNTLpmBNPinourpaUents,WedetectedanewGZAmissense
mutation(Ｇ１95Ｖ)inexon4,resultinginaglycine-to-valinesubstitution､OfthelOfamilymembers,５familymembers

eachwerepositiveandnegativefOrthismutation・ThesenewdataextendourclinicalandmolecularknowledgeofGLA
genemu[a[ionsandconfirm[hatanovelmissensemmationin[heGLAgeneisimportanmotonlyfbraprecisediagnosis
ofhcI画ozygousslams,hulalsMorconiirmingrclaljvcswhoarcncgalivciorlhismulalion．（InlHcanJ2011;５２:308‐
311）
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Ｆ繍職総灘黙窯
IheactMtyofthelysosomalenzyme,a-galactosidaseA(ａ－Ｇａｌ

Ａ).')Lossofthisactivityresultsintheintralysosomaldeposi‐
tionofneutralglycosphingolipidswilhtermjnala-linkedmoi‐

etiesprimarilyinlheplasmaandvascularendothelium,leading

toangiokeratoma,acropalesthesias,andvasculardiseasesof
theheart,kidneys,ａｎｄｂｍｉｎ､2,3)Theclinicallysevereclassic
fbrmusuallymanifestsduringchildhoodoradolescence,al-

thoughanatypicalvariantwithresiduala-GalAactivityor
late-onsetcardiomyopathywithoutsystemicmanifestations

hasbeenreported､4'5)AEfectedhemizygousmalesalerelatively
easytoidentifyusingacombinationofpedigreeanalysisand

measulementofa-GalAactivitiesinplasmaorleukocytes,In

contrast,suchident浦ca1ionismoTEdifilcultinheteTozygous

femalesbecausemanyexhibｉｔｎｏｒｍａｌｌｅｖｅｌｓｏｆａ－ＧａｌＡ､2'6）
Thus,geneticanalysisisessentialtoidentifygenotyWpheno‐

typecoIrelationsandtodiscriminateheterozygotes､MoreoveL
eadydiagnosisisimportantandcriticalsincerecentclinical
trialshaveshownthathumanrecombinanta-GalAissafeand

eEfectivefbr１℃ducingaccumulatedintraceⅡularglobotxiaosyl‐

ceramide,whichisthoughttobethetriggerfbraseriesof

pathologicprocessesleadingtoi汀eversiblefibm[icoTgandam-
7,8）

age・

Here，wedescribeanovelGLAmissensemutation

(Gl95V)inafamilywithindividualsaffectedbycardiac

hypertrophy・Confirminganovelmissensemutationinthe

GLAgeneassociatedwithFabrydisease血mickinghyper岩
trophiccardiomyopathyiSimpoltanttodiscrimjnatehetero‐

zygousindividuals．
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Participantsandclinicalevaluations：WestudiedlOmembers

ofalhree-generationfamily(FiguIE1).ＡⅡoftheselOfamily
membersprovidedwritten,infOrmedconsentinaccordance

wilhtheDeclaIationofHelsinkiPnnciplesandinfbrmedcon-

sentfbrparticipationwasObtained丘omindjviduals､Medical

recordsofeachparticipantIhatincludedinterviews,physical
examinations,electrocaIdiographyうradiographyうechocardiog-
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