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医薬品 研究報告 調査報告書  

総合機構処理欄  報告日  第一報入手日  新医薬品等の区分   
識別番号・報告回数  

f   一般的名称  l 】   1公表国  
研究報告の  

公表状況   
血【tpニ〝w耶．fda．gov／cber／blood／fxiYCjdqa．血亡皿  

販売名（企業名）  米国  

変異型クロイツフェルトヤコブ病（vCJD）が血源由来の血液凝固第XI因子製剤（pdF‡Ⅰ）投与により患者に伝播する 使用上の注意記載状況・  

l  

リスクが問題となっている。米国では1989年から2000年にかけて約50名の患者に英国供血者血奨由来のpdF‡l  その他参考事項等  
が投与された。  重要な基本的注意  

米国公衆衛生局（PHS）は、VCJDのリスクは小さいものだと考えている。リスク評価にコンピュータモデルを使用し      現在までに本剤の投与により変異型  
たが、多くの未知の要因があるため、正確なリスク評価は行えない。供血時に英国供血者が気付かずにvCJDを保      クロイツフェルト・ヤコブ病（vCJD） しのい 

等が伝播たと報告はな。しか  

しながら、製造工掛こおいて異常プ  
毒研   
究 季艮 dニ  これまでのところ、英国供血着からの血膿分画製剤を長期にわたり投与された患者も含め ものの、理論的◆なVCJD等の伝播のリ   

【コ の  2003年12月から2007年4月までの間に赤血球輸血を通じてvCJD医l子が伝播したとされる4例はすべて英国での      スクを完全には排除できないので、   

概  報告であり、いずれもpdFIIなどの血奨分画製剤は関与していなかった。  投与の際には患者への悦明を十分行  

要  
い、治療上の必要性を十分検肘の上  
投与すること。  

報告企業の意見  今後の対応   

pdFXIのVCJD伝播リスクは非常に小さいと考  
えられるとの情報である。  
本情報にもあるとおり、現時点まで血粟分画製剤  
からのVCJD伝播の報告はなく、血柴分画製剤の製  
造工程でプリオンが除去できるとの情報もある。  

へ『、、  

なお、本報告で問題とされている英国供血者血栗  
は弊社では使用していない。  
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〕A／CBER－From一InvestigationalFactorEleven（FXI）FromDonorsInTheUnitedKingdom  
NIHONSEIYAK1   
2005－045  

Po鱒叫坤VariantCreutzfeJdt－）akobD 

Fromlnvestigationa‖＝actorEleven（FX］）FromDonorslnTheUnit声dKingdom  

Summ別γlnformation   

KeyPoints：   

・（nreLCentyearS．，qUeStionshavebeenraisedconcerningtheriskfromvariantCreutzfeldt－Jakobdisease（VCJD）．ararebut  
fatalbraininfection，inpatjentswhoreceivedpfasma－derivedinvestigationalFactorEIeven（pdFXI）madefromp］asma  
ObtainedintheUnitedKingdom（UK）wherevCJDhasoccurred．   
・Approximately50individualsin廿1eUS．between1989and2000．receivedpdFXlmadeusingp（asmafTOmdonorsintheUK・  
Thisproduetwasused10PreVentOrtreatbleedingduetoarareprot｝（em，ざde再dencyofFXl・   
・TheUSPublicHea（thService（PHS）befievesthattheriskofvCJDis［ikelytobesmalIbasedonanumberof  
cDnSiderations．Weusedacomputerndeltohelpdetemlinetheriskbutwerecognizethatmanyunknownspreventus  
fronlaCCuratelydetermjningtherisk．Themodelraisedthepossibitjtythat仇osewhoreceivedthispdFX（productcouId  
POtentiaJIybeatsignificantriskduetothepossibi町thataUKblooddonorunknowingIycarriedvCJDatthetimeof  
donation．However，WebeIievetheriskissrnaI＝）aSedonadditionalconsideratjons．Toditewearenotawa作Ofany  
cさ∫eSOfrCJ【＝ほyわダム搾〃呼○血d〝○〟dw柑eわpa鮎ハね〝肋わemopわ肋oro納erムbodcJo肋g鵬oJde作，  
加¢山d加gpd円〝de斤cねnc弟W′IOJは作用Cefyedね呵eam01川ねOfJ）ね5maJe〟帽dp仰山cbmaJ－Uねcfu√ed如何UK  
pね∫ma．mi5f〃C山despさ鮎〃ねWわ○作Cefyed帥esep和dl′CboyeraJo叩p¢〟odof伽柁■   
・Contactingaspecialjstinbleedingdisorders．e・g．ahealthcareproviderspecializinginhemophilia，and／oraHemophilia  
TreatmentCenterisagoodwaytoleamaboutanynewinformationasitbecomesavailab（e・   

Additionallnbrmation：  

・BetweenDecember2003andApri］2007，therehavebeenfourreportsofpeople．aJ＝ntheUK，WhoprobabIyacquiredthe  
vCJDagentthroughredbJoodce‖tTanSfusions．Thishasincreasedconcernaboutthepotentia［transmissionofvCJDby  
bloodproducts，ParticuLarlythosemadefromUKblooddonors・NoneofthereportedcasesiTWOIYedanypねsma－derfved  
p仲山cち血c山dわgpd丹比   
・However，becauseofthefindingthatredbloodce‖scantransmitvCJD．FDAusedacomputermode＝oconductarisk  
assessmenttotrytoestinlatethepossib7eriskthatmightoccurfromtheUKinvestigationafpdFXl・   
・TheactualriskofacqulnngVCJDjsunknownandislikelytobesma‖．BecausesonlUChisunknownaboutvCJDandits  
preva［ence．theriskassessmentperformedbyFDAhasaIotofuncertainty．makingitimpossibletoprecjselyestimatethe  
riskofvCJDingeneral，Ortheactua（risktoindividua（FXldeficientpatients・ThereisnotestyetavaiJabletodetectvCJDin  
healthydonorsorrecIPjents．TheUSPublicHealthServicebelievestheriskofvCJDis（ike［ytobesma＝・Therehavebeen  
noreportsofvCJDinpatientsusinganyplasma－derivedbloodproductintheUKoranywhereeIseintheworId・   
・Atthistime，PHSdoesnotbe（ievetherejsaneedforUKpdFXlrecIPlentStOinformtheirsurgeonsordentjstsaboutthe  
recipient’spotentia［exposuretovCJD．Afso．thereisnorecommendationforsurgeonsanddentiststotakeanyspecial  
precautionsbasedonsuchpotentialexposures．Thisbe＝efisbasedontheveryIargedegreeofuncertaintyintheFDArisk  
assessnlentandTtheJackofknowncasesofvCJDtransmittedbyp7asma－derivedc（ottingfactorproductsintheUK，Where  
rjskisconsideredgreatest．oranywhereeJseintheworld・A（so，relativeIyfewpatientswereexposedtothepdFXIproductin  
theUScomparedtothenumberofrecIPlentSOfp（asma－de「ivedclottingfactors，OfwhichpdFXlisonlyoneofmany，inthe  
UK．   

・VCJDoriginallycamefromadiseaseincatttecalled〟madcowdisease”orBSE（bovinespong汀ornlenCePha［opathy）・  
Transmissiono＝heBSEagenttohumans，1eadingtovCJD，isbelievedtooccurprlmarilyfromeatingbeefandbeef  
productscontaminatedwiththeBSEagent・BothBSEandvCJDareinvariabIyfatalbraindiseaseswithincubationperiods  
typicatlymeasuredinyea「s・   

・Frorn1995throughAp用2007．202individua（swithvCJDwerereportedworldwide．with165intheUnitedKingdom（UK）．  
andthreeintheUnitedStates．TwooftheindividualsintheUnitedStateshadlivedintheUKfrom1980－1996duringakey  
exposureperiodtotheBSEagent．ThethjrdUSindividualwithvCJDmost（ikeIyacquiredtheinfectioninSaudiArabia・The  
reportedincidenceofvCJDintheUK，basedondiseaseonset，Peakedin1999andhasbeendec（inJngthereafter・lnthe  
UK．wheremostcasesofvCJDhaveoccurred．thecurrentriskofacquJmgVCJDfTOmeatingbeefandbeefproducts  

appears to be negligible. 

・Moreinfornlation．aboutvCJDisavaiJabJeonthesegovernrnentwebsites：  
－Deriv  ロA：ヤotenぬ＝岬  

o  Centers碑  
SDep∂d叩en†ofAgバ蝕I山re   

・lnformationarsornaybeobtainedfromthesenon－gOVe「nmentSOUrCeS：  

o CornmitteeofTenThousand  

o HernophiliaFederationofAmerica  

O Nationa＝」emophiliaFoundationand／0「HAND（  

O WorZdFederationofHemophilia  

Updated二May30，2007  
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11）A／しt5ヒt（．QuestionsandAnswersonVariantCruetZ鈷1dt－JakobDisease（vCJD）andFactorXI（FXI）  

Questions and Answers 

VariantCruetzfeldt－JakobDisease（VCJD）andFactorXf（PdFXl）（  

lndex  

Q．WhatisvCJDandhowisitspread？  

A．VariantCreutzfeldt－Jakobdisease，OrVCJD，isaveryrare，fataldiseasethatcaninfectapersonformany  
yearsbeforemakingthemsickbydestroyingbraincells・Eatjngbeefandbcefproductscontaminatedwiththe   
infectiousagentofbovinespongifomencephalopathy（BSE）isthemaincauseofvCJD．  

MostcasesofvCJDhaveoccurredintheUnitedKingdom（UK）．lndividuaJsintheUKareatagreaterriskforthis  
rarediseasethanareindividuaIse（sewherebecauseoftheprevioushigherriskofpotentialexposureto  
COntaminatedbeefintheUKdiet．From1995throughApri12007therehavebeen202individualswpithvCJD  
reportedworIdwide，1650fthemintheUK．lntheUnitedStates（US），therehavebeenthreerepo止edcasesof  

VCJD．TwooftheseindividualshadlivedintheUKduring1980－1996．akeyexposureperiodtotheBSEagent．  
ThethirdUSindjvidua］withvCJDprobablyacquiredtheinfectjoninSaudiArabia．  

ThereportedincidenceofvCJDintheUK，basedondiseaseOnSet．Peakedin1999anddeclinedthereafter．ln  
theUK．wheremostcasesofvCJDhaveoccurred．thecurrentriskofacquiringvCJDfromeatingbeefandbeef  
PrOductsappearstobeneg（igible．  

OnJythreecasesofBSEhavebeenfoundinUScattfe．andsafeguardsareinp（acetohefppreventinfectedbeef  
PrOductsfromenteringourfoodsupply・ThesesafeguardsjncJuderestrictinglmPOrtationofcattleandbeef  
PrOductsfroma（mosta”countrieswithBSE，aSUrVei11anceprograrntodetectBSEintheUS．prohibitingtheuse  
Ofhigh－riskanimaJJerivedproteinsincattIefeed，PrOhibitingrneatfromsickcattIetobeusedforhuman  
COnSumPtion，andrequ（nngtheremova（ofhigh－riskmaterialsfromca「cassesofcattIeoverace止ainage．  

WhilevCJDispnmari］yduetoeatinginfectedbeefandbeefproducts，fourpeopJeintheUKbecameinfected  
WiththevCJDagentafterreceivingredbloodce11sfromthreedonorswhoIaterdeveIopedvCJD．Threeofthered  
b（00dcel暮recipientsdeve10Pedtypica（VCJDanddiedfromthedisease．AfourthdjedofanunrelatediJlnessbut  
hadevidenceofinfection．Todate，therehavebeennoreportsofvCJDtransmissionbycIosepersonaIcontact   
（SUChasbeinginthesameroomwithsomeonewhohasvCJD，hugging．kissing，Orhavingsexualrefations）．   

Q．HowdoesvCJDdifferfromCreutzfeldt－Jakobdisease（CJD）？  

A．BothvCJDandCJDcauseprogressivedegenerationofthebrair＝eadingtodeath．However，thevariant  
form－neVerSeenbefore1994・－uSUaIlyaffectspersonsmuchyoungerthanotherformsofCJD．UnJikeCJD，  
VCJDhasbeenacquiredbyfoodexposureandtransmittedbybroodtransfusion．vCJDa‡sohassomewhat  
differentdinica（symptoms．a10ngerSurVivafafteronsetofjllness（themajorityofi＝nesseslastingmorethanone  
year）．andproducesacharacteristicabnormatityinbraintissueca（1edqfloridplaquesqrarelyifeverseenjnthe  
Otherforms．   

Q．lsitknownthatpdFXIcantransmitvCJD？  

A．No．However．pdFXlismadefromp‡asma．PIasrnaistheljquidpartofbloodremaimnga代erthecerlsare  
removed．Anima［studiesshowthatifbJoodcarriesthevCJDagent，SOCantheunprocessedp（asma．  

ManufacturingstepsusedinnlakingpdFXlhavebeenshowntohelpremoveinfectiousagents，includingagents  
SimiJartothatcauslngVCJD．ThemanufacturlngStePSmayreduceoreliminatemostriskevenifavCJP－infected  
donorcontributedptasma．   

Q．WhatistheJikelihoodthatapatientwhoreceivedpdFX］couldhavebeconleinfectedwithvCJD？  

A．TheUSPHSbelievestheriskofdeve！opingvCJDinfectionfrompdFXJislikeIytobesmarLManyunknowns  
PreVentUSfrornaccu（atelydeterminIngtheriskusingacomputermode］，andwebe（ievetheriskisJikerytobe  
Sma11erthanthemodelingpredicts．Hovvever，Wedonotknowthiswithcertainty．Rightno叫thereisnotest  
avaiIabletodetectvCJDinblooddonorsorrecIPlentS．ThereisnowayofknowIngWhetherapersonisinfectedif  
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FDA／CBER－QuestionsandAnswersonVariantCruetZ鈷1dt－JakobDisease（vCJD）andFactorXI（FXI）  

theydonotshowsymptomsofthedjsease・  

AtthistimeFDA．CDC．andNIHarenotawareofanycasesofvCJDhavingbeenrepo正edwoTldwideinpatients  
re00TVlngPlasma－derivedcJothgfactors．incJudingpdFXl・ThisincIudespatjentswhohavereceived，OVeraJong  
Periodoftjme，］argeamountsofcJo仕ingfactorproductsmanufacturedfrompJasmadonatjonsfromtheUK．where  
theriskofvCJDishighest．  

f  

Q．WhydidFDAdoavCJDriskassessmentforpdFXTmadefromUKp［as叩a？  

A．WeconductedariskassessmentonpdFXlbecauseitwasmadefromplasmaobtainedfromdonorsintheUK．  
TheUKpopulation，incJudingUKprasrnadonors，isataconsiderablyhigherriskforvCJDthanlheUSpopulation  
duetoeatingfoodpotentia［JycontaminatedwiththeBSEagent．althoughtheestimatesofriskvarywideIy．We  
be（ievethatpdFX＝stheonlyptasmaproductusedintheUSthatwasmanufacturedfromUKdonorp［asma  
CO（TectedduringtheBSEepidemic．Note，however．thatplasmapooIsusedtomanufacturethepdFXIproduct  
infusedinthelLJSdidnotcontaindonationsfromindividua［s 

noknown｛implicated■  

Q．WhyisFDAinformingpatients，healthcareproviders，andthepLJblicaboutvCJDandpdFXJnow？  

A．TheFDAhasrecentfycompleteditsrjskassessment．andwethinkitjsjmportantthatapersonwhoreceived  
PdFXlbeawareoftheresuTtsoftheriskassessmentandhaveanopportunitytodiscussanyquestionsw肘1a  
Suitablehealthcareprovider．  

Thefirstcaseofprobab［evCJDinfectiontransmittedbytransfusidnofredbJoodceJIsintheUKwasreportedin  
Decernber2003andthesecondcaseinJuly2004．TheseeventspromptedUKauthoritiesin2004，tO  

COmmUnicatethepotentia川skofvCJDtorecipientsofclottingfactorsandsomeotherp［asmaderivedproducts．  
FDAinitiateditsriskassessmentforpdFXlin2004，andpresentedadra什totheTransmissibleSpongiform  
EncepharopathiesAdvisoryCommittee（TSEAC）inFebruary2005（dra  
SJides）．SincethenFDA．withscientificadvicefromtheTSEACinOctober2005，andotherexperLs．hasfurther  
re甫nedtheriskassessmentandriskcommunicationmateria（s．Resuftsofth阜S坤  
av感Iable．  

FDA，CDC，NIH，andtheO代ceofPublicHealthandScience（OPHS）oftheUSDepartmentofHealthand  
HumanServices，Withadvicefrompatientadvocacygroupsandcommunicationexperts，havenowdeveloped  
keymessagepointsandcommunicatjonmaterialstoaccurate［yconveythepossib（erisktopatjents，heaIthcare  
PrOViders，andotherswhornayhaveaninterest・  

Q．ShouldpatientsinforTTltheirpnrnaryheaJthcareproYidersaboutapossiblevCJDexposurefromUKpdFXl？  

A．AdvisingyourprimaTyheaIthcareprovider（e－g．，afamiIyphysician，internist．b100ddiseasespecialist．etc．）  
aboutyourhistoryofhavingreceivedthepdFXIproductmightbebeneficialinthatyourprovidercankeepyou  
jnformedaboutnewinformationasitbecomesavailab［e．interpretjtssignificance，andadviseyouaboutfurther  
appropriateactjonsinthefutuTe．However．sharingyourpersonalheaIthinformatjonisyourchoice．  

Q．DopatientswhoreceivedUKpdFXJneedtodoanythingspecia（whenseekingdentaJorsurgicalcare？  

A．Atthistime，theUSPHSdoesnotbelievethatUKpdFXlrec（PlentSneedtoinformtheirsurgeonsordentists  
abou＝hepotentia］exposuretovCJD．AIso，theUSPHSdoesnotrecommendthatsurgeonsanddentiststake  
anyspeciaJprecautionswithpatientswhohadsuchpotentiaJexposures．Thisbe］iefisbasedontheverylarge  
degreeofuncertaintyintheFDAriskassessment，andthelackofknowncasesofvCJDtran主mittedby  
P（asma－derived「ClottingfactorproductsintheUK．whereriskisconsideredgreatest．oranywhereelseinthe  
WOrld．AIso，thereweTerefativelyfewpatientsexposedtothepdFXIproduc＝ntheUScomparedtothelarge  
numberofrecipJentSOfpIasma－derivedc‡ottingfactors，OfwhichpdFXlison（yoneofmany．intheUK．  

lntheUK：Publichea肘1aUthoritiesnotifiedrecIPlentSOfplasma－derivedproducts．suchaspdFX［．thattheymay  
haveanincreasedriskofvCJDinadditiontotheirriskfrorneatingpotentiallycontaminatedUKbeefproducts．  
TheUKheaIthauthoTitiesaskedpatjentstoinformtheirsurgeonsanddentistsabouttheirpotentiaJexposureasa  
Pub（ichealthprecautionintendedtoprevenlpossiblesecondaryspreadofthediseasefromdentaJandsurgfCaJ  
instruments．TheUSPHS，incIudingtheFDA，CDC，andNfH，doesnotbelievethatsuchno輔cationsare  
necessaryintheUS．Thisbefiefisbasedonthevery［argedegreeofuncertajntyintheFDAriskassessment．and  
OnthelackofknowncasesofvCJDtransmittedbypJasma－derivedclottingfactorproductsintheUKoranywhere  

elsejntheworId．Giventhisinformation，thePHSbe［ievesthatthereisnoneedtoafterthestandardcurrent  

PraCtices．  

PHSagencieswilIcontinuetomonitorandreevafuatethesituationasnewinformationbecomesavailable・  

Q．WhatcanrecipientsofpdFX［dowiththisinformation？  

A．Whilenonewactionsarerecommendednow，yOuCanStayinformedbykeeplngincontactwithyourprlmary  
physicianand／0raSPeCiaJistinbreedingdisorders．suchasahemophjJiaspecialistataHemophi（iaTr6atment  
Center．Suchcontactwi＝helpyoutoIearnaboutanynewscientificadvancesinthisfieldsuchastestingand  
diagnosis，andalsotomonitoryourgeneralhealth・  

Q．WhatareHemophiliaTreatmentCenters，andwherecanJfindoutaboutthem？  

A－HemophiJjaTreatrnentCenters（HTC）areanetworkoffede「alJyfundedc9mPrehensivecarec‡inicsthat  
PrOmOtethemanagement，treatnlent．andpreventionofcomp［JCationsexpenencedbypersonswithhemophilia  
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；DA／CBER－QuestionsandAnswersonVariantCruetZfbldt－JakobDisease（vcJD）andFactorXI（FXI）  

andotherhereditarybreedingdisorders．  

Youcanfindinfornla心OnaboutHTC’sat：  

1・CDCinfbmlationalDOStirM－CDntaininclinformatbnaboL＾fhel  
Hm  
2．CDCbdirectorvoffederalfv－fundedHTCIs  
3．RegionalHTCwebsitesareaboagoodpbceforinformation   

Q．Wherecanf再ndmoreinformationaboutvCJDandpdFX（？  

A．Youcanfindadd出ona（informatbnat：  

FDA  

1・．FDA抽  
2．BIoodP化  

PdFXlfromthe  

RegionalHTCwebsites  

PatientOrganizations：  

CommitteeofTenThousand  

Hemophi”aFederationofAmerica  
NationalHemophitiaFoundationand／orHAND］  
WorldFederatjonofHemophiJia   

QuestionstoFDArnaybeaddressedthroughtheOfficeofCommunication，Training，andManufacturersAssistance  
（OCTMA），atl－800－835－4709．oroctma＠cber・fda・gOV・  

Updated：May30，2007  
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