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OCCurred75kmsouthoftheportofSkikda（JO）．Thehy－  
pothesisofTeCentimpoltationoftheplaguebacillusinKe－  
hailjaisthereforetemptingbutistemperedbythefhctthat  
］）thegrainisprimarilyimported斤omEurope，Whichisnot  
a舵ctedbyplague，andfromNorthAmericawherenatural  
fociexistbu（haveverylimitedaTeaSOfoverlapwiththose  
regionswherecerealgrainsaregrown，2）nohighermortal－  
ityrateinthemurinepopulationoftheportwasnoted，3）  
nohumarLCaSeSOCCurredinthissectorofthecity，and4）a  

31SィestrictiotlfhgmentlengdlpOlymorphism（］］）analy－  
Sisgroupedthesestrainsinaclusterc］earlydistinctfrom  
theshTainsisolated丘omAnicaandAmerica（V．Chenaト  

FrancisqueetaI．，unpub．data）．   

¶legeOgraphicconcentrationofthecasesin2丘〉Ci，  
bothcontlguOuSinthemoultainousareaofTessala，Sug－  
gestedthecxistenceofanaturalfbcusinthisarea・More－  
OVer，肋ionesarepresentinTessaIa，andtheserodents  
aLredwell－knownpotentialreservoirofY：pertLs（］2）・¶e  

outbreakoccurredatharvesttime，anditispossiblethat  
theal）ruPtreductioninthesourceoffbodpushedthewild  
rodentstoapproachhouLSeSinwhichgrainwasstored．   

rnleCurrentChallengeirltermS、Ofpublichealthisto  

detemlineifthisanimalreservoirJ］aSdisappeaLredorifit  
iswellestablishedintheecosystem．necaptureof3se一  
柑pOS鱒vesma11mammaIs（2A血一所描αJび弧dlJねJα虎  
aなerizLS）inJuly2004（，．L．SoaresetaL，unpub・dat4）and  
theidenti丘鎚tionofsevera］Y：pestLsinfbctedfleasinthe  
saLnearea（J3）favorthesecondoption．  

1  

Beyonddlelocalproblem，thepmximibTOfapossible  
natura］reservoirofplaguetoOran，alargeinternationa］  
COmmerCialport，raisesthepossibilityoftheriskfbranur－  
banoutbreak．Atthetimeoftheinvestigation，thesanita－  
tioninthecityandportwerepoorandrodentsprolifbrated・  
Tnese urbanrodents couldcomein contactwithinfbcted  
rodentsfromruralareasintheuncontrolleddumpsatdle  
peripheryortllrOughadryriverbedthatpenetratesas血ras  
thマCitycenter．BecauseofOrarL’spopu］ationdensityand  
thecommercialactivitiesofitsseaport，aplagueoutbreak  
WOuldhaveinternationalimplications．  

This outbreakis a textbookil）ustration ofthe unex－  

pectedandsudden reemergenceofaninftctiousdisease  
epidemicthatispotentiallyhigh］ylethal．Ita］sodemon－  

StrateSthatdledangerofaplagueoutbreakisnotlimitedto  
thecllrrentlyindexednaturalfbci．  
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○英国め考年女性にお 
背景：変異型クロイツフェルトヤコブ病（vcJD）は、ウシ海綿状脳症と因果関係のある後天性プリオン疾阜であり、若い成人に多く発現する。  

使用上の注意記載状況・  

調査した騒床例は全て」プリオンタンノアク遺伝子（PRNP）のコドン129がメチオニンホモ接合体であり、、典型的な神経病理所見を伴い、分子学  その他参考事項等  

的率絡ま典型的なPrPScタイプ4であった。トランネジェテックマウスのモデル試験では、他のPRNP遺伝子型もウシ海綿状脳症に感染しやす  合成血「日赤」  

研   照射合成血「日赤」  

合成血－LR「日赤」  

究 報く  
月ヒこ  

照射合成血－LR「日赤」  

忘 慨 軍   

。 

vCJD等の伝播のリスク  

結献本息者に見られたプリオン系統の特徴を明らかにし、ウシ海綿状脳症との因果関係を検討するには、さらに試験が必要である。本症例  

は、戸rPScのプロテアヤゼ切断）ヾタ÷ンの金属イオン依存性を検討するため、EDT〟こよるプリォン疾患め分子解析の重要性を明らかにし七  
いる。   

劉留企業の悪見  今後の対応   

PRNPコドン129がバリンホキ接合である非定型瓢発型CJDの若    日本赤十字社は、VCJDの血液を介する感染防止の目的から、献血時   
年英国人女性の症例報告セある。  に適去の海外渡航歴て旅行及び居住）を確琴し、欧州36ケ国に一定  

期間滞在しキドナーを舞期限に献血廼期としている。また、英国滞在  
歴を有するvLcJD患者が国内で学生したことから、平成17年6月1日より  
1卵0ヤ9申年揖∴亘．二以皐の英国滞在歴のある方からの献血を制限して  

いるd今後もCJD等プリオン病に関する新たな知見及び情報の収集に  

努める。   

MedDRA／JVer．11．OJ   
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JRC2007T－086  

CreutzfddtJakobDisease，PrionProteinGene  
Codon129VV，andaNovelPrPScType  
inaYoungBritishWoman  

5ilれ0れMed，PhD，MRCP；5鮎α托Joiner，M5亡；MgknieDe5bIu5lαi5，β5亡；J川α山肌A．8g亡た，郎亡；  

Mi亡hα仁王0’D8T10gh叫PJ旧；Pe上巳rLα旭5，FRCP；♪－1α血In上）∴FWb血wo油，PhD；JoJl－1Co！加gg，FR5  

hd（grOVrLd：VariantCreutzfeldtJakobdisease（vqD）  
isanacquiredpriondiseasecausallyrelatedtobovine  
SpOngifbrmencephalopathythathasoccurredpredomi－  
nandyinyoungadults・Auclinicalcasesstudiedhavebeen  
methioninehomozygotesatcodon1290ftheprionpro－  
teingene（PRNP）withdistinctiveneuropathological丘nd－  
ings、andmolecularStraintype（PrPkqTPe4）．M6deling  
studiesintransgenicmicesuggest山atotherPRNPgeno－  
typesl前11alsobesusceptibletoinfectionwithbovine  
5POPgifbrmencephalopa【hyprionsbutmaydevelopdis－  
tinctivepheno【ypeS・   

OhiediYe：Todescribethehi5tOPathologlCandmo－  
lecularinveshgadoninayoungBridshwomanwithaqrpi－  
CalsporadicqDandvalinehomozygo5i【yatPRNPcodon  
129．   

De5i9J．：Casereport，autOpSy，andmolecularanalysIS－   

Se廿in9：SpeCiah5tneurOIogyreftrralcenter，【Ogetherwith  
thelaboratoryservicesoftheMRC（MedicalResearch  
CouncillPrionUp・it・  

Subie‘t：Singlehospitalizedpatient・  

JVLqinOtItfOmeJVLecISVreS：AutopsyRndingsandrno－  
1ecularinvestlgationresults．   

Rest．Jb：Autopsy丘ndingswerea【汀icalofsporadicqD，  
withmarkedgrayandwhitematterdegenerationand  
widespreadprionprotein（PrP）deposition・LymPhore－  
ticulartissuewa5nOtaVailableforanalysis．Molecular  
analysisofPrPS（（thescrapieisoformofPrP）fromcer－  
ebellartissuedemorLStratedarLOVelPrP5（qTpeSimilarto  
血atseeninvqD（PrPScⅣpe4）・However，thiscouldbe  
distinguishedfromthe［ypicalvqDpatternbyanal－  
teredproteasecleavagesiteinthepre5enCeOfthemetal  
ionchelatorEDTA．   

Con｛ItJSiorIS：Furtherstudieswi11berequiredtochar－  
acterizethepnonstrainseeninthispatien【andtoin－  
VeStlgateitsetiologicretationshipwi血bovinespongi－  
formencephalopathy－Thiscaseillustmtestheimportance  
ofmolecularanalysisofpriondisease，includingtheuse  
OfEDTAtoinvestlgatethemetaldependenceofprote－  
a5eCleavagepatternsofPrPSc・   

Ar亡hNビレI－0！．2007；64（12）：ユ7卯一ユ7糾  

T  
VariantqDalsodiffersmarkedlyfrom  

classicqDinhavingprominentandcon－  
sistentinvoIvementoflymphoredcularti5－  
Sue，allowlngit5diagnpsisbytor15ilbi－  
OpSyfindings・5－7Todate，mOrethan160  
individualshavediedo［vqDintheUnited  
Kingdom；thenumberinfectedbyBSEprト  
OnSandwhomaydeveloppriondisea5e  
intheyearsaheadisunknoⅥmbecausehu－  
manprlOnincubationperiodsmayex－  
Ceed50years・8   

AllclinicaSeSOfvqDstudiedhave  
hadamethionlne－homozygous（MM）  
genotypeatpolymOrphiccodon1290fthe  
prionproteingene（PRNP）・9Theexten－  
SionofBSEprion－relateddiseasetoirLdi－  
vidualswithvaline－homozygous（VV）or  
heterozygous（MV）genotypesatPRⅣP  
COdonlZ9hasbeenpredictedbycom－  
Parisonwithotheracquiredhumanprion  
diseases10・11andbytransgenicmouse  

HE ORIGINAL RECOGNITlON  

of variant Creutzfeldト  

Jakobdi5eaSe（vqD）was  

based on a case series of  

youngpatient5Withrap一  

Au血orA爪ha【ion5：MRC  

【MedicalResearchCouncil】  
PrionUnitandDepartmentof  
NeurodegenerativeDi5eおe，  

1ns【i【u【eOrNeurology  

UrLiversityCouegeLondon，  
NationalHo5PitalforNeuroIogy  
andNeurosurgeryLondon，  
England（DrsMead，  
Wadsworth，andCollinge；  
MssJoinerandDesbruSlais；and  
MrBe（：k）：andInsti【u【eOf  

P町Chiat叩揖mgls一＝o11ege  
London（DrLln【oS）．  
DrO’Donoghueisnowwiththe  
DepartmentofClinical  
Ne11rOlogyNot【ingham  
UniversityHospitakNH5  
tNatlOnalHeal血SeⅣice】m5t，  
Nottingham，England・  

idlyprogressivedementia、ageOgraphic  
andtemporalassociationwithbovine  
SpOrLgiformencephalopathY（BSE），and  
novelneuropathologicalRnding5COnSist－  
ingofabundantfloridprlOnPrOtein  
（PrP）plaques．1Molecularstraintypingal－  
lowedidentihcitionofauniqueqrpeof  
PrPSc（thescrapieisoformofPrP）（type4）  
in thebrainthatwasdistinctfromthose  

Seeninclassic（sporadicoriatrogFnic）qD  
and5imilartothat5eeninBSEpnonin－  
fectionofcattleandotherspecies・Zsub－  
SequentbiologlCalstraintyplnginboth  
COnVentionalandtran5genicmicecon－  
firmedthatvqDandBSEwerecausedbY  
【hesamepnonstraim．3J  
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models．12．HThesemode15alsopredictthatinfec【ionof  
VVandMVgenotypeswithB5Eor、′qDprionsmayre－  
Sultinpropagationofdi5tinctprionstrain【yPeSa11dthat  
patientswithWorMVgenotype5mighlpre5entwith  
Clinical，pa（hologlCal，andmolecularphenotypesdi5－  
tinctfromthatorvqD，一…   

Todate，WeknowofnoreportedcasesofclinicalvqD  
occurringintheVVorMVgenotypeS・However，PrP5c  
lla5beenreportedin1ymPhoidtissues，butnotinthebrain．  
orapatientwithPRNP129MVwhohadreceivedblood  
fromapersonwithpreclinicalvqDandWhodiedofan  
unrelatedcause．15Inaddition，abnormalPrPimmuno－  
reactivityhasbeenreportedinanonymOuSarChivedlym－  
phoidtissuefrom2individualswithPRNP129VV・161（  
isunknownwhethertheindividualwiththeMVgeno－  
qrpewouLdhavegoneon（orifthosewithVVwi11goon）  
todevelopclinicaldiseaseand，ifso，Whetherthephe－  
notypewi11fitthecasedehnitionofvqD・  

Brainhomogenates（10％wル）werepreparedinDulbeccophos－  
phaLebufferedsalinelackingCa2＋orMgヱ＋ions．Aliquotswere  
analy2：edwithorwithoutpro【einasel（dige5tion（50pdmLfi－  
nalproteaseconcentration，1hour．370C）byimmunoblotting  
withanti－PrPmonoclonalamibody3Fヰ17asdescribedprevi－  
OuSly．T・18MeLal・ion－1ependentconformationsofPrPwerede－  
teminedaspreviouslydescribed・19GenomicDNAwasex－  
traetedftomperipheralblood．andtheentirePRNPopenreading  
framewasamplifiedbypolymera亨eChainreactionandse－  
quenc亡da5describedpre扇ously・ヱ0  

F如㈹1．丁2－W扇ghtedaxiaImagneticresonanceimageshowingd椚us8  
increasedsignalw汁hinbothcauda鴫nuclejand8aChpu飴me几  

Therewasastrongfamilyhistoryoflate－OnSetCer－  
ebellarataxia consistentwithautosomaldominantin－  
heritance．Apolyglutamineexpansionina【akin3asso－  
CiatedwithspinocerebellarataxiaqTPe3wasfoundina  
SymPtOmadcEamilymember，butourpaderLtdidnotshare  
山岳expansion－   

Normalresultsofthefo1loⅥnglnVeS［lgationswere  
found：COrnPletebloodcellcount，erythrocyte5edimen－  
tationrate，C－reaCtiveprotein，electrolytes，1iverfunc－  
tion，thyroidhlnCtion，enZyme－1inkedimmunosorbent  
assayforsyphili5，vitaminBtヱ，folate，ferritin，vitaminE，  
andserumceruloplasmin■Testsforantinuclear，anti－  
neuronal，anti－Purkirtiece11，andantigangliosideanti－  
bodieswerenegative・NerveCOnductionstudiesshowed  
noevidenceofaperipheralneuropathy・Th阜electroen－  
cephalogram6monthsafteronsetwasrepprtedasnor－  
mal，butat7and8monthselectroencephalogramsshowed  
di圧useslow－WaVeaC【ivity，withoutepileptiformchanges  
orperiodicdischargesqTPicalofqD・Cerebrospinalnuid  
examinationshowedanormalcellcount，PrOteinlevel，  
andglucoselevel，andoligocIonalimmunoglobulinbands  
wereabsent．TheproteinS100blevelof4・39ng／mL（ref－  
erencecuto軋＜0．38nghnL），neurOn－SpeCiRcenolaselevel  
Of98ng／mL（referencecutoff，＜20nghnL），and14－3－3  
PrOteinwereallabnormalvalues・   

Amagneticre50nanCeimageofthebrain（Fi91．rel）  
Sho壷ddiffusecerebellaratrophyanddiffu5eincreased  
5ignalwithinbothcaudatenucleiandeadl．Putamen・  
Tonsilbiopsywasnotpossiblebecauseofapreviouston－  
Si11ectomyfromwhichlittletissueremained・Genetictest－  
LngformutationsassociatedwithsplnOCerebellarataxia  
l，2，3，6，and7andFriedreichataxiagavenegativere－  

A39－year－01dwomanpresentedtoanopticianinJanu－  
arY1999withepisodesofblurredvisionandphotopho－  
bia，butnoalmormalitywasfound．Twomonthslater，  
ShenotedmemorYlmPaLrment，diplopi彗，dysarthria，and  
anunsteadygaitofnuctuatingseverity・Fivemonthsaf－  
teron5et，thegaltandlimbataxiahadprogressed，al－  
thoughwalkingwassti11possible，andthememoryloss  
becamemoreprofound．Thepatientthendevelopedpara－  
noidideation，aggreSSion，reStle5SnOCtumalbehavior；an－  
OreXia，amdmooddisturbance．By51hmonthsafteron－  
Set，Shecouldnotwalkandwasunsteadysitting，andlimb  
movememtswereclumsy．   

ExamirLationshoweddysarthria，brokenpursuiteye  
movementswithoutnystagmus，impairedupgaze，andste－  
reo【汀edinvoluntarymovementsofthelegs．However，  
limbpower，Vibration，prOPnOCePhon，tendonrenexes，  
andplantarresponseswerenormal．DuringtheerLSuing  
4weeks，SpeeChceasedamdincontinenceandjerkyin－  
VOluntarylimbmovementsbecameevidenLEigh［months  
afteronset，thepa【ientwasmutebutcouldfo1lowsome  
COtTmnds．ShewasableLovisuallyRxateandfo1lowmov－  
1ngO句ectsbutalsohadalmormal，SPOntaneOuShori－  
ZOntalrovlngeYemOVementSwithasupramuclearver－  
【icalgazepaky．Herfacewasimpassivewithoccasional  
twitchingmovements，briskfacialrenexes，andtrismus・  
Therewereprominentjerkingmovementsofal11imbs  
broughtoutbyuse；POWerWaSrelativelypreservedand  
theplantarresponseswereextensor．  
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FigtJrt52．lmrnunohistochemicalan叫Sjsofbrainsectionsfromthepatient．A，Glia川br‖aTyaCidicproteinimmunohistochemistryofthenlOlecularandgwu（8  
Ce”［ayersofthecerebellumshowingneuronaJ［ossandBergmannastrocytosis（Originalnl甲nincationx2O）・B・Granularpdonproteinstaininginthecerebe（lum  
（0（iginalmagn摘cationx4O）．C，PerirteuronalprionproleinstainingintTletemPOra‖obe（Onginalnlagnificalionx20）．D，PrionproteinplaquesinlhetemporaI  
lobe（OHginalmagnificationx20）．  

acoupleofmicrometerstomuchlargerplaquelikede－  
po5its，although［hesewerenotflorid・   

Temporal，Parietal，andocclpltallobesshowedhistologic  
features5imilartodlOSedescribedinthefrontallobe，the  
occlpitallobebeingmo5tSeVtre・Thehippoampuswasrela－  
tivelywellpreserved・Inthecaudate，Pu【amen，andarnyg－  
dalatherewasneuronal1oss，aStrOCytOSis，andmicroglial  
ac【ivation．Thethalamus，midbrain，andsubstantianigra  
showedmildtomoderatespongiformchange，neurOnallossI  
arlda5trOCytO5iswithintraneuronalandextrace11ularpunc－  
tatedeposit5・Theponsandrnedulla壷relessseverelyaf－  
fectedthantllemidbrainwithpunctatePrPdeposit5・The  
cerebralpeduncle5WereSeVerelyaaected，withnearlycom－  
pletelossofmyelin・Thecerebe11umwasverYSeVerelyaf－  
fected，withadramaticlossofPurkir＊andgranulece11s  
accompaniedbyvacuoladonandastrocytosis・Thecerebel－  
1arwhitema【terShowedseverewhitematterlosssimilar  
toincipien［in血rcts・DepositionofPrPin（hecerebellum  
wasmarkedwithaccumulationofpunctatedepositsresem－  
blingplaques、mOStCOmmOnlyinthegranuleceulayer・In  
thewhiterrutterthedeposi【SWereden5erStill，OCCaSion－  
duyplaquelikeorformingirregularlineardeposits・  

PrPS（TYPINGSTUDIES   

Westemblotanalysi5WaSperformedotlfreshh’OZenCer－  
ebellartissuefromtllePatient・Identicalre5ultswereob一  

5ult5・SequenclngOfthePRNPopenreadingframewas  
normalon2separateoccasions・ApolymeraSeChainre－  
actionperformedwithprimersdesignedtoamplifythe  
OCtapeptiderepeatreglOnOfPLMdidnotdemonstrate  
aninserdonmutation．Thecodon129polymOrPhismwa5  
homozygousbrvaline．   

Fourteenmonthsafteronset，thepatientdiedandan  
autop5yWa5perbmed．  

AUTOPSYFtNDtNGS   

HistopathologlCeXaminationwaslimitedtothebrainand  
Spinalcord（F；9Ure2）．Thefindingswereatypicalof  
5POradicqDintheseveriqTOfwhitematterdegenera－  

tlOllandtheextensivenatureofPrPdepo5itioninthecor－  
tex andwhite matter．The frontalcor【eX Showed ex－  

tremelysevereneuronallosswiths［rikingastrocytosis  
andprominen［SpOngiformvacuolation．Therewasse－  
Vere・）Vera11lossofwllitematter，inplacesreminiscent  
Ofinfarctio11・DepositionorPrPwasextensivethrough－  
Ouuhecortexandwhitematter．Inplaces・thi5WaSadiト  
fusepunctatedepositionsimilartotherecognizedsyn－  
aptlCpattern・Occasionally，individualcells，mainly  
PyramidalneurorLS，WereOutlinedbyPrPdepositionand  
hadafinegranularintracellulardeposition・Moredense  
depo5it5，Simi1artoplaques，WereSeeninthecortex・AIso  
inthewhitematter，PrPdeposit5WereSeenrangingfrom  
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Figu帽4・lmmunobt8伽goflO％bminhomogenatea触rlimitedproteinase  
K（PK）diges伽nusingant叫血叩rOtein（PrP）monoc加alantibody3軋  
A．C8柁b8仙mfromapa鮎ntwjthva再antCreuぱeldt－Jakobdis飽Se  
demonst相加gadoubl虞OItow－mOlecub川IaSSnOngレCOSybledbandso†  
Pr騨（鵬∝画8iso†orm扉Pげ）w肘Ianiden触極地motPrPfragm叩b  
¢bs8ⅣedaIlerp和teO植Sin伽pres即C¢OI25mMEDT九8，Ce帽belh∬n  
fromourpati8ntdemonstratingadoubletof10W－rnOlecular・maSS  
non抽COSylat8dPrP虫ぬnds．Al＝相川始m加地W柑‖8Wer叩Par飢t  
mo】8CUtarm且∬紬Ilowi叩PrOt80師isin仙叩代＄enC80I25mMEt）TA．  
C．Niquotsofce（ebe（（tJmhornogenat8f柑mOUrpatientdigesteddirect）ywith 
PrOIei伯SeKoraf【ertreatmentw肋25mMEDTA訓ds叫U酬由一washingol  
insoIublepe川8tSWith肋畑山鵬rphol如buffere仙erl狐ki叩ト）0「  
COnbining（＋）2叫Mzincch10ride（Znqd．11   

inghumanPrP129VinoculatedwithvqD．）・12Hi11etalヱ1  
recentlydescribedanovdPrPSc如e6insporadicqD．   

ThePrPSc【ypefromourcasehaskaturessimi1arto  
PrPScqTPe4（vqD）inthepredomi甲nCeOfthediglyco－  
Syhtedband；however，itisdistinct丘omPrPSctype4irL  
【hedependenceoftheproteasecleavagepattemofPrPSc  
Onmetalions，SuggeStlngadistinctPrPScconformadon・  
Unfortunately，OnlycerebellumwasavailableforWest－  
ernblottinginthiscase，althoughinvqDcasesfrom  
whichwholebrainwasavailablewehavenotfbundevi－  

denceofanyregionalvaria丘oninPrPSctype．Othershave  
reportedcoexi5tenCeOfGambettiPrP5cqTPelinthebrain  
frompatientswithvqDasa㌣inoritycomponent・2ヰIt  
WOuldalsohavebeeninterestlngtOlookforperipheral  
1ymphoreticul？rPrPdepositionbecausethisispromi－  
nentinvqDlbutthat【issuewasnQtaVailablefor 

． 

pressinghumanPrP129valineresultsinclinicalpnon  
diseasewithundetectablePrPSc；however，trarLSmission  
ofvqDisoldtestothesamemiceproduceiprpS亡type5  
thatiharesthesamePredominanCeOfdiglycosylatedPrPSc  
tothatofPrPScqTPe4，and血esedatasuggestthatthe  
molecularsIgnatureOfBSEmaybepreservedafterBSE  
transmissiontoPRNPcodon129VVhumans．3・12TrarlS－  
missionstudiesofthecurrentcaseinLranSgenicmiceare  
nowbeingundertakentoinvestlgatetranSmission  
charactedstics．   

WehavedescribedanovelPrP5ctypethatwouldbe  
designatedtype7byourclassi丘cation．A且rtnconnec－  
tionbe【weennbvelPrP5ctypesandBSEcannotbernade  
Ontllebasisofasinglecase，andit、dllbeimportantto  
seewhetherothersimilarcasesoccurin theUnited  
KingdomandotherBSモーeXPOSedcoun［riesbutnotelse－  
whereandtoperformdetailedtransmissionstudiesof  
PrionsfromthispatientintotrarLSgenicandconven－  
tionalmicetocomparewithBSE－derivedisolatesfrom  

円gu帽3．1mmunob10t伽¢OIlO％心血nhomog8nat8a鮎川mit8dp柑teinas8  
Kdiges伽nusin9antiサパon叩t8血（PrP）monocb血Ian伽ody3F4．bnes  
l．2．訓d3show3typ8SOfP僻（伽S椚Pi8短dormofPrP）se8njn  
SPOradicandiatrog帥iccasesofCr8U厨ddt－Jakobdis呪S8；lan¢4shows  
PrPむ吋Pe4．whichisuniqu叫S㈹ninb面n鮎SU8Immpa伽ntsw軌Ya血nl  
Creuklel蛮Jakobdis8aSe．Zlbne5showsPrP訣打Om仇8Cerebe仙mローour  
Patjentdemonstra伽g伽SameP柁dominanceo†仙川小一mO】e仙Iar－maSS  
diglycosyl如如PrP8レαformandamole仙tarmaSSOfalけrPI帽gmentS 
Similar10伽seoIPrP虫りPe4．  

hindfromseparatebanalyzedtissuesamplesfr6mqp－  
positepolesofthecerebellum・Theglycofbrmratioand  
丘agmentsizesresembledPrPS⊂type4seeninvqD  
（Fi9Vre3）・Thenonglycosylatedbandwasseenasadou－  
blet，aSisseenforPrPScirLthecerebe11uminvqD  
（Figure4）．The占ffectofaddingthemetalionchelator  
EDTAtothecerebe11umhomogenatebefbreproteinase  
Kcleavagewastoreducetheapparenlmolecularweight  
OfPrP5c丘agments．ThisrenectstheinvoIvementofmetal  
ions（mostlikelycopperandzinc）intheconformation  
OfPrPanddeterminationofaccessibleproteasecleav，  
agesites・19Thisdeductionwasveri丘edbyshowingthat  
applicationofzincionstoEDTA－treatedsamplesbefbre  
PrOteOlysisresultedinpreservationoftheoriginalPrP5c  
fragmen【Size（FigureヰC）・Althoughsimilardepen－  
denceonmetalionsisobservedfbrsomePrPScconform－  

ersassociatedwithsporadicqD，19121thisisnotob－  
SerVedwi血PrPScqTPe4propagatedinvqD1911（Figure4），  
Therefore，theseRndingsrenectanovelPrPSct汀eWhen  
COrnParedwiththediversltyWeandothershavesofar  
docume机ed．礼ヱユ  

j   

DoesthePrPSctypingsuggestaBSモーrelatedcause，OrCan  
Ourfindingsbeaccommoda【edbythespecmmseenin  
SPOradicqDcasesworldwide？ThemqlecularstrainqTP－  
1ngOfthepatient’sbrainmaterialdemonstratedanovel  
PrPScqTPeWhehcomparedwidlOurarChivedcaLSeS．ユ1There  
isasyetnointernationallyagreed－OnClassi＆cadorLOfPrPSc  
【ype・Parchiandcolleagues23idendfied2PrPScqTpeSinspo－  

radicqD・However，Hilletal21described3PrPSctypesas－  
SOCiatedwithsporadicandiatrogenicqD（qTpeSl－3）and  
PrPSct汗e4associatedwithvqD．ThePrP5cqrpe5has，  
toourkn0wiedge，beenobservedonlyinmiceexpress－  
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cattleandotherspecie5．Twoothercasesofpriondi5r  
easewithvalinehomozygosltyandatyplCalfeatures  
havebeenreportedintheUnitedKingdomandthe  
Nedlerland5．Oneofthesecaseswasaqrpicalbecauseof  
veryyoungonsetandaprotractedp5yChiatrichi5tOry25；  
the other was notable because certain clinical and 

molecularfeature50hhecaseoverlappedwiththoseof  
vqD．includingWe5Lernblo（analysi50fautopsied  
brainshowingapredominanceofadiglycosylatedPrP5（  
bofom．ユ6   

WerecommendkeepLnganOpenmindaboultheeti－  
0logyof5uChcasesduringtheensulngyearS・Theseca5eS  
etnpha5izetheimportancebothofcontinuedsurveiL－  
1anceofpriondiseaseandthefurtherdevelopmentand  
re丘nementofmolecularclassiBcationofprioIldiseases  
ofhumansandanimaLs．ttwi11alsobeimportanttoa5－  
sesslymPhoreticularinvoIvementinsubsequentcases  
eitheratdiagnostictonsilbiop5yOratautOpSy．   
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