
IV・C・キ・tJS，擁s’nla一如扁riwith・histozY叶申V如0・thetJK，Francepr叫er  
CotLPtries，in■FtlrOPe：AnnualnumberpotentiallyinfbctedandvCJDage皿tis  
preSe叫血血eblood 

ThemodcJconsidereddm句OrPOtentialsouiccsofvCJDin飴ctionforUSplasmatlonors・Themost  
likelycauseofvCJDisdietbryexposureofdonorstotheBSEagentthroughtheconsumptionofBSE－  
contaminatedbecfduringtraveltoacounhywhereBSEwasprpsentinthecattlepopulation・  
Accordingly，血≠qeatest・TiskofBSEexpostLreintheUKlikdyoccuriedduri7）gtheperiod如m1980  
tO1996．The－BSE三eXpOSurerisklforFrancewaslikelylow訂thanthatoftheUKand址dypresent  
sincc1980．Also，・0thercountriesinEllrOpelikelyposedantvenlowerriskthan於飢CeOfhman  

CXPOSumtO．theBSE’agentsincc1980．Gencrally，becauseofthehigherprevalence10fBSE■intheUK  

indlelatc1980sandearly－tO－mid－1990sandthehigherocclmenCeOfvCJDinthetJKhLman  
population－＆l肛Cntly162casesasofAngust2006）；USddnorswhotravcledtotheUK丘om19紬  
through1996arelikelyathigherriskfbrvCJDi血tionthandonorswhotraveledtoothcr’EtlrOPe  
cotm扇csinthesanetim¢Period．Thismodeluse＄thedonc甲tOfrelativerisktoestimatethevCJD  

ri並ミ（andprevalencり血r8donorpopulation－aValupoflis・uSedfortheUKandthisisequaltothe  
VC3D卵Valen＄C．RelatiγeriskisusdtocomparCthcrisk・Ofothcrregionsto・that10ftheUK－zmdis  

estim鱒6db卵edtonLhctors印Chas孔mOlntOfcodamiふatedL血ed，PCrCCntageOfmeat丘omtheUK，  

Ⅷnberof・CaSCSLOfBSヱ，VCJD，CtC．hsubsqucrrtsectionsonestimdidgriskfordonors・thattraveled  

toFranCe，FrzmceisasstlmedltOhaveareladvcrisk．ofO．05，？incetheyrcccivcdabout5％oftheirbeef  

ad飴edsupply丘omtheUKandalsohaverq）OrtCddomesdcal1yLaCquiredvCJDc舶eS・  

TbepotentialvCJDriskhcedbyUSplasmadonorsexposed：tOVCJDduriJlgtrWCIorrc＄idenceinthe  
UK（Since1980）isassum頭・inthcmodeltobeproportionaltothctimcadonorspcntintheUK＠r  
FrancヲOrOthercohntriesinE肌PC），andalsoafumionoftheageofthedonor・andyeaTOftravel・  

I）uratlOnOf・traVelisan，indicatorofpossibleexposureandweassumcdthattheprobabilityofexposure  

WaSPrOPOr（ionaltothetimespentintheUK丘om）980－1996．Thelongerthedurationoftravel，the  

highertheriskofhumanexposurelotheBSEagent．ThemagnitudeofpossibJecxposuretothcBSE  
agentisaJsoinflucncedbyLhc甲eCificye平Oftravcl．Thcriskisthchighestwhentrave］100kplace  

dmingthepeakdfBSEepidemicin1992・TheFDAriskassessmentgroupedp，lasmadonorsbasedoモ 

age・des血ation，d血融ion卿dyearoftr？Ve！，CStimat？dthenymberofdonors，prObabilityofan  

individualbeipgi殖≠t9d，an4potential画mber．ofin軸eddono†S勧eachgroyp・・職印，numbersof  

ihLttteddohors丘omallgroupswgesurrmedtoarriveata叩Stimateofthetotalnumberofpotential  
VCJDinfecteddonorsintheUSthatmayconbibuteto・rvmplasmapooIs・ThevCJI）agentmayonly  
bepresentinthebloodofanin免ctedpersonduringthelasthalfofdlCdisease．Accordingly，theFDA  

risk甲SC早戸誓甲t90nSideredonlythos早VCJDinfecteddQnPT李鵬10WeTe血the．lasthalfincubationperiod  

？f血edi畠≒甲eisb？ingcapableofpqssiblytrrsmittin紳ed桓aseltqOthprsthroughtheir、函平a  
doh如ions．   

TheFDAriskas？甲！m印t？Yaluatesthee蝕ctiY甲e！SOfcurr甲tgqOgraP叫de叫ppli9yln、reducing ，J′．  

中本k6咋JDh甲畠ふissi6n山肌ghpi義ワaderiv吋e≠：c＊ehtpo呵d嘩垣■ih4iYi血alswithhistory  
Oflo71gt9叩，tr？VelinBSEq）idemicarpasslnCe19叩，PT9Vidin錮baJrierfordonors・POten血11y  

iふ長bied，thds占鮨ctive吋loweringthevcmprevalenceintheusdonorpppulationbyaneStimated  
90％ormore・However，theremayberesidualriskassociatedwithdonorswhodonotmeetcriterjafbr  

donordeftrral，OrWhomeetthosecriteria，but鮎Itobedefbdedduetolimitationsofthedonor  

SCreemingprocess・AlthoughcurrentpolicydefersUSdonorsthatreceivedtransfusionswhileintheUK  
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OrFrancesince1980，theFDAriskassessmentdidnotestimatethepotentialvCJDriskfbrthese  
donors．  

A＄！tlmPtion・uSedinthemodel：VCJDriskfbrtheUSplasmadonorpopulationisasumoftherisk  
丘oma11exposuresources・   

AsstlmPtiotluSedinthemodel：TheFDAriskassessmentassumedvCJDagentlSpreSentinthe  

Plasmaofinftctedpersononlyinthelasthalfoftheinc豆bationperiodofthedisease，basedonamimal  

StddiesonvCJDin血ctivityofblood．   

AssutnptioDtlSedinthemode］：ThemeanincubationperiodforvCJDis14years，andthemedian  

incubationperiodis13years．   

TheUnited，KngdomhasthehighestnumberofreportedBSEandvCJDcasesintheworld．USplasma  

donorsthattraveledtotheUKdming1980－1996areCOnSideredatriskofexposuretothcBSEagent  
andpossiblyin危ctedwithvCJD・DonorsthattraveledtoFranceandothercotLntriesin’Europeare  
assumedtobeatslgni負cantlylowerrisksincethcBSEepidemicinthosereg10nS蜘asmaJlytlmeS  
smal1erthanintheUK．nispar（Ofthemodelfurthercharacterizestheplasmadonorsofea血age  

groupwhohavehistoryoftravelorresidencetotheUK（fbr≧3months丘om1980－1ら96），andFranCe  

OrOthcrcountriesinEurope（for≧5yrssince1980），bydurationandcalendaryearoftravel，eStimated  
thenⅦnberofpotentialdonorswhomaybeinfbcted，and‘numberofdonorwhomaybeinthelasthalf  

illCubationperiod（prionemid）atyear2002．   

IV・C・1・a・USplasmadonorswithhistoryoftraveltotheUK：Numberofdonors  
POtenti盆11yinfbctedandvCJDagentispresentintheblood  

ThisportionofthemodelcalculatesthepotentialvCJDriskforUSplasmadonorswhotraveledtothe  

UKsince1980andestimatesthepotentialnumberofdonorswithvCJDagent，PreSentintheirbloodand  

donatedtopla去mapooIsusedtomanu血cturepdFVⅢ．Forbloodandplasmadonorswithahistoryof  

traveltotheUKFDAguidance（2002）currentlyr∝？mmendsthatbloodandp！asmacollectioncenters  
“・・・・deftr－bloodLandplasmadonors’vjhohavetraveledorresidedintheU．K．fbracqmulativeperiodof  

30rmOreTnOnthsbetween1980aridtheenddf1996・”Th与deftrr？1policyl享kelyelimimtesmuch  
approximately90％ofthepot申tialrセCJDrisk争亨SOCiatedwithdonortraveltoBSEcountrieswhenthe  
diseasewaspresent・Themod這Iincorpofatesthee脆ctivene去softhede氏汀alpolicymreducingrisk．  
However，■r9SidualvCJDriskr禦aini丘omtwbsburces・OnesotlrCiincludespotentialriskassociated  

withdef如ablddonorsthatcontihuetodbhatebecauseoflimitationsinthedonoTSCreenlngPrOCeSS・  

Thqsecohdpotentialsource’isas菖odiatedwithdonorswithahistoryoftravelthat－islessthanthe  
defbrrablebe云od（bloodorplasmadonorswithahistoryoflessthan3monthioftravel 

hadditiontotheefftctiv？neSSOrdeftrralpolicies，theresidualriskofvCJD．infbctioninUSdonorsis  

CalculatedbasedontheproportionoftimespentihtheUKbyリSdonorscomparedtoaUKresident  
WhoseriskiseqtlivalenttotheUKvCJDprevalence．Additionally，thehlOdelconsidersfhctorssuchas  

Calendaryearoftravel，ageOfdonor，tyPeOfdonation（Sourceorrecoveredplasma），POSSible  

incubationperiodofthedisease，andwhethervCJDagentispresentinthebloodofavCJDin氏cted  

donor・TheoutcomeofthisportionofthemodelpredictsthenumberofUSplasmadonorswhowere  
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POtentiallyinftcted‘withvCJDdl戒ngtraveltotheUK（SeeTablel）・Themodelalsopredictsthe  

numberofdonorstllatPOtendal）yhaveagentpresentintheirplasmathatmaypossiblydo71atetOplasma  

POOIsusedtomanuafhcturepdFVIⅢintheUS・   

Additionaltechnical・informationanddctai1sonthemodelcalculationsofpotentialvCJDIjskand 

modeliI唱aPPrOaChesareprovidedinAppendixAanddescribedinsectiozISinA－IV．C．  

IV・C・1・b・EstimationofthentumberofUSpIa叩adonors．withaPistoryof  

extendedtraveltoFraJICePOtentialIyinLbctedandvCJDagentispresentinthe  

bl00d  

TheFDAri或assessmeQtmOdelassumeSthatthelikelysourceforvCJDriskinUSplasmadonors  
associatedwiththos早一donorswhqhaveahistoryoftraveltothetJK丘om・1980－1996，OrtraVelto  
FranCCOrOthercoun桓CSinEuropesincc1980．Presumablythe伊eateStVCJDriskTeSideswithtravel  

tothetjKsincetheBS玉qpideztlicwassevcralordersofma91itudelargerandthemberofvCJD  
CaSeSgreaterthanQatof甲IyOthercountryorreglOn．However，doJlOrSWhotraveledtoFranceare  

POteZltial1yatriskbut血atriskislikclysigni丘cantly1lowerthanthatofthcUK．Francclikelyimported  

BSE－COn画natedfeedmaterial＄inthe19＄Osand、1990sandapproximately5％▼Ofitsbeefwas  

SuPPliedby坤eUKatthctimeofitsBSEqpidemic．Todate，Francchasr印Orted20cascsofvCJD  

SuPPOrtingthenotionthatth6remaybevCJDin飴ctionriskforUSdQnCrrSthatmayhavetraveledtoor  
residedinFranCeSincc1980．  

¶1eFDAriskass6SSmentmOdelinco7POrateSin血rmationfr0血cuzrczlt騨idanCeforgeographicdonor  
deferralsforvCJD（FDA2002）toestimatepotentialvCJDriskLbrdonorswithahistoryoftravdto  
COtmtheswhcreBS玉hasoccurred・FDAguidance（2002）indicat郎thatfordonorswithahistoryof  
travcltoFrance‘W6nOWreCOZ7menddeLtrTalofbloodandplasrnadonqrswitha九istoryof50rmOre  
yearsofcuptllativercsidcnce：Or中●avelinFrapce車ce1980・”Thjs‾p9Ztippof．themodelcalculatesthe  
POte血tialresidualUSVCJDriskbasedonthees占mat4．YCJp．pr㌣alencegnoz？gUS割鱒轡don？rSWho  

trwtledtoFran由since1980add‾donatedtopla平a二P661畠壷ed車中如miepdFV7P・Theresidua卜  
VCJDriskincludesriskassociatedwithdon？rSWho4らn⇒ttp占？！もriteriatfbrqon¢r 

， 

du占tolimitationsofthed6norspreenmBPrOCeSS・Themodelc？nSiders血ctorssuchasdtmtionof  
trave事，Cal叫aryeaLrOftravel，’ageofdonor，tyP？0極頑ohE（Soや占orrecoYCr4plasma），POSSible  

incubatio叩eriodofthddise甲e，andvhethervCJD喝e中tisPreSentin払ebloodpfavCJD如ftcted 二r  

donor・Theodtcomもofthisportionofthepodelbredictsth占正面berofUS．phs車donor？PQtentially  

inLbctedwithvCJDandresultsare’showninTabl占4・4／The－壷od占1goes・onto叩dictthenumberof  

donors扇thahistoTyOftraveltoFranceinftc！ed壷血vcJD血im？yPOtential）yhaセeagentpresentin  

theirbloodatthetimeofdonation．   

Additiona）tedhnicaldetailsonthemodelca）culationsofpoterltialvCJDrisk如donorswithahistory  
OftravcltoFr如木棚befoundinAppendixA－insectionsundetA－Ⅳ．C．1．b．  
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IV．C．1．c．・Number10fUSplasmadonorswithahistoryoftraveltocountriesin  

Europe（OtherthantheUKandFraDCe）potentiallyinfectedandvCJDagentis  
presentintbeblood   

TheFDAriska5SeSSmentinodelincorporatesinLbrmation舟omcurrentguidanceforgeographicdonor  
d占ftrralsfbrvCJD伊DA2002）inestima血gpotentialvCJDriskforrdonorswithahistoryoftravelto  

COhntrieswhereBSEhasoccurTed．ThemodelquantiAespotentialresidualvCJDriskforUSplasma  
donors．ThemodelassumesthattheresidualvCJDrisklikelyoridnateshmtwosources，OneSOtm  
OfpotentialriskisassociatedwithdonorswithdeferrableTiskthatcontinuetodonateduetolimitations  
inthedonorscreerungprDC郎S．Thesecondsou∫CeOfvCJDriskisassociatedwithdonorswithahistory  

OftraNelthatwaslesithzmthedeftrral）1eperiodO）looddonorsLwithahistoryoflessth叫5yearsof  
甲VeltoEubpe）・FDA釦idance（2002）indicat6sthatfbrdon6rswithahistoryoftraveltocounbiesin  

Europe（OtherthantheUK）‘旭ecumtrecorrLmend鵬on 
bloodcomppnents丘omdonorswithahistoryof50r血oreye訂SOfresidenceortravelinEwope  
OtltSidedftheUFT・Furthermore，fordonorswithahistoryoftraveltoco甲triesinEurope（0therthan  

也らUKahdFr飢Ce）theFDAguidante伊DA：2002）states“．・．Wedonotre00rrmendthatyoudefer  

SDtmerPlasmadonors血ohavelivedortraveledinEumpefor50rmOre．yearS”・   

TheFDAriskaLSSeSSmentmOdelrenectsFDAguidanCeforvCJDdeferralofSotLrCePlasmaand  
recoveredplasmadonors■rBecausetheguidancerecommendatiohsforeachtypeofplasmaγere  
difftrentthemddelesdhatedthepotentialvCJDriskasfo1lows：   

・Recovertdt）1asmadon占rs－theFDAriskassessmentcalCuJatedthepotentialvCJDriskbecause  
deferralwa去reco血m色ndedfordonorswi也ahistoryof50rmOreyearSOfresidenceortravelto  
COuntriesinEurope（OLherlhaJltheUK）   

● S6urc6PQ－theFDAriskassessmentdid旦Ot血IculakthepotentialvCJDrisk  
becausedefetralwasnot・reCOmmendedfordonorswithahistoryof50rmOreyearSOf  
residenceortraveltocountriesinEurope（0therthantheUKandFranCe）．   

ThelermいcountriesinEurope”asusedinthisportionoftheriskassessmentisdefincdasa11countTies  

inEwope（0therthantheUKandFranCe）．ThcUKandFranCeBSEriskisaLSSumedtobehigherthan  

thatofothercountriesinEurope，thereforethepotentialdonorvCJDriskfordonorswithahistoryof  
residenceortraveltotheUKandFr2LnCedescribedinsectionsⅣ．C．1．a．aLndⅣ．C，1．b．（andsectionsin  

AppendixA－undersectionsA－Ⅳ・C・1・a．andA－Ⅳ．C．l．b．），reSPeCtively，Of血isdocunent．Also，US  

donorswithahistory10fresidenceonUSmilitarybasesinEuropemayhaveahigherpotentialvCJD  

risksotheirriskwasQalct11ated！eParatelyandisdescribedinsectionⅣ．C．1，d． 

Thi亭POrtiqnofthepQdelcalculatesthevCJDprevalence，OrnumberofUSblooddonorswhotraveled  
toother，C9unbiesjn．Europe（0therthantheUKandFfanCe）since1980andwerepotential1yinLtcted  

withvCJDanddonatedtorecoveredplasmapool亭uSedtomanu血cturepdFVⅢ．Recoveredplasmais  

Plqsmathatissq）aratedor‘厄covered’’丘omaunitofwholebloodsoona允erthebloodiscollected．  

Them？d？1con亘dersfacIorssuch且Sdurationoftravel，Calendaryearoftravel，ageOfdonor，tyPeOf  

donation，P？SSibleincubationperiodof・thedisease，andwhethervCJDagentispresentinthebloodofa  

VCJI）inftcteddonor・TheoutcomeofthisportionofthemodelpredictsthenumberofUSblood  
（recoveredplasma）donorswhoarepotential1yi血tedwithvCJDandhaveagentpresentintheir  
pla5ma・  
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TheThodelassumes－thatone！ofth色mostlikdysourte畠■fbrvCJDriskin’US■plasmadonorsisassociated  

withlthosedohorswhoノh如eahistofyoftraveltotheUK丘om1980－1996；aJldFranCeandother  
COtm扇esinEuropesince1980．TextinsubsequentsectionsofthisdocⅥmentwi11spcci丘cal1ydiscuss  

thepotentialvCJDin危ctionriskforUSplasmadonorswithahistoryoftraveltocountriesinEurope  
（other申antheUKandFrancc）軍incc1980・ 

UKsince1980・ShcetheBSEqpidemicwasseveralordersofma伊itudel平gerandthenumberofvCJD  
casesgr？ate；申甲th鱒0極yohercpun町Orregiop．Franceislikelyats卸i鮎antlylower云skthan  

the．UK叫・the亘skisstilllikelybighqthanthevCJDrisk？f－0thercoun扇esinEurppe，Therehavc  

been20casesofvCJDrqportedinFranceasOfAugust2006．  

Doporswho．travcledtoothercouzltriesin、Buropc（0therthantheUKorFrance）arcpotcntial1yatrisk  
butthatriskislik寧1y声igni点c孤tlylowerthanthatoftheUK，andFranCe．ManyEurppeancotmtdes  

（0th？rthan．theVKandFrance）1ikelyimportcdB亭E－COntaminatedfeedmaterialsinthe1980sand  

1990sand．叩PrOXimatelyl．5％oftheirbeefmayhavebeenimported舟omtheUKatthetimeofits  
BSEepidemic・Thep？tendal血rBSEcxpostqetodonorswhotravcledtoorresidedinothercotm扇亡妄こ  
inEtmp？，l叩Oisible・▼Hencqtheremayb占avcJI）i臆ction．riskforblooddonorswhomayhave  

traveledtoorresidedinaEuropeanCOuntry（0thcrthantheUKandFr孤Ce）Lbrperiodsgrealerthan5  
yearssince1980・ThccurrentUSvCJDgeo伊aPhicde食rralpolicydefersblooddonorswithahistory  
Df叫VelorresidenceinacovntryinEurppe（otherthantheUKandFranpe）for5yearsormoresince  
1960・芦0岬PePlaLSmadono甲．Wbrcsided阜nacoynbyinEwope（oglerthanthe．UKandFranCe）arenot  

deferred丘omdonation．BecauseSotmP！am且donorsbrenotdeLbrred丘omdonation，．theirriskisnot  

CStimatedbythemodel・Thereforc，thisportionofthcmodelonlyestinatespotcntialvCJDriskforUS  

適whotrav去Iedlふcou血esinEurope（0ふerthanthe 

Additionalt∝hnicaldetailson払emodelcalculadonsofpotentialvCJDriskfordonorswithahistory  
oftraveltocouhtriesin’Europc匝therthantheUKandFranc占）canbefbtmdinAppendixArin  
se血onsunderA＿Ⅳ．C．l．c．   

Ⅳ・C・l・・d・NumberoftJSplasmadonorsdep）oyedbythemi1itaryintheUKor  
OthcrcouJ）triesiJIEuropeandpotentjaHyi山℃ctedwithvCJD  

TheFDAriskassessmentmodelincorporatesinformation丘omctmtguidanceforgeographicdonor  
）   

de危rrals血rvCJD肝DA2002）inestimatingpotentialvCJDriskfbidonorswithahi如oryoftravclto  
COuntrieswhereBSBhasoccurred・TheFDAguidance（2002）indicatesthatfordonorswithahistoryof  
SCrvicconUSmilitarybasesinEtmpe”wero∽mmendthatyoushouldindefinjtelydeftrctmtand  
fomerUSmi1itarypersome），Civiiimmi1itarypersomel，andtheirdqpendentswhowerestationedat  

BuropeanbasesFbr6monthsormoreduringthetimeperiodsoutlined¢nthedocument）”．  

ncmodelquantiAespotentialresidualvCJDriskfordeferrabledonorpopuJations・TheresidualvCJD  
dsklikelyincludestwopossiblcsotmofrisk．’Oneso∬CeOfriskisassociatedwithdonorswith  

deferrableriskthatcontinuetodonatebecauseoflimitadonsinthedonorscreerurLgPrdcess∴Asecond  

POSSiblesou托¢Ofriskisassociatedwithdonorswhohaveahistoryoftravelthatislessth血the  
dehmbleperiod（blooddonorswithahistoryoflessthan5yeNSOftraveltoEurope）．Forthe  

PuJPOSeSOfthisriskassessmentweassumedthatexposuretotheBSEagentandpotentialvCJD  
i血tionofmi1itarypersonnelordependentsmayhaveoccurredduringtheirdep）0ymenttOUSmilitary  
basesintheUK，FranCeaJldotherEuropeanCOuntriesd血ngtheperiod倉om1980through1996，  

血oughconsumptionofBSEcontaninatedbeefprocuredforuseonUSmilitarybases舟omtheUX．  
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ExposureviaUKbeeflikelyvariedbutthemodelassumeslhatupto35％ofbeefconsumedonmi1itary  
basesinEuropecamefromtheUKThemodelassumesthatapproximately2％ofUSbloodandplasma  
do甲丁戸may．bav苧beqnTrtilitqry・PilitaTy叫！yor叫eirdqpendentspostedtoUSmilitarybasesinthe  

tJKorelscwheTeinEur？pCfrom19801hrpugh1996汀SEAC，2002）・ItwasfurtheTaSSumedthatlhe  
avemg6d申1bi血enti）eriodwas2years・虫tda血sedaねon血ilitaryserviceofplasmadonorswasnot  
avai1able，theriskassessmentuseddataavai1dble云nmi1itarydeploymentbywholeblooddonors．   

AdditionaltechnicaldetailsonthemodelcalculationsofpotentialvCJDriskfordonorswithahistory  
ofmilitaけServiceincbuntriesinEuropecanb6foundiz）AppendixA－insectior）SunderA－Ⅳ．C．1．d．  

IV．C．1．e．AnnualnumberofUSplasmadonorswhohave・beenEuroblood  

recipients   

E町Obloodiswholebloodthatwascollectedatseveraldi脆rentcollectioncentersinEtLrOPeand  

血ippedtoandusedbytransfusioncentersintheUmitcdStates．Thepracticewasstoppedin2002with  

theimpIcmehtationofgeographicvCJDd虎rrals．ThebloddwasusedlargelyonintheNewYorkCity  

metropolitan訂eaandpossiblyinotherareasontheeastcoastoftheUS   

Themodelassumedthatatotalofl；2％ofUSblooddonorsmayhavereceivedEuroblood（TSEAC，  

2002）．・ToourknowledgetherearenospeciGcdataavai1ablefbrplasmadonors，therefore，datafor  
blooddonorswasusedinthisriskassessment．  

J  

AssumptioJ）uSedinthemodel：AllinfbctedEurobloodreclplentShavevCJDagentpresentintheir  
bloodandplasma（prionemic）  

IV・C・1・LTotalnumbera11p）asmadonorswhomaypotentiallybeinftctedwith  
VCJDthroughallsourcesofexposureandvCJDagetltispresentintheblood  

ナhisportionofthemodelsumSthetotalnumberofallpotentialUSdonorsthalmayhavebeeninftcted  
withvCJDfromdiffbrentsotms・nemOdelestimatesthetotalnumberofallplasmadonorswhomay  
beinfbctedwithvCJDduringext？ndedresidence，traVe10rmilitaryserviceintheU軋France，OrOther  

甲unbiesofEurope，PotentialvCJDriskisalsoestimatedfordonorsthatmayhavereceived  

Europblood・FprthermOre，themodelestimatesthenumberoftotalUSdonorspotentiallyinfectedwith  

VCJDandhaveagentpresentintheirplasma．  

Variable：DRYCJD．Pn－Totalannualnumberof建USplasmadonorspotential1yinhctedwithvCJD  

withtheagentpresentirLbloodandplasma（prionemic）in2902  

か月砿旺一助＝β軋∽＿∫＿夕月＋エ状，00＿貞一血  （Ⅳ，C，l、りト   

Additionaltechnicalin血mationanddetailsofanalysesandmodelingapproachesforestimatlng  
POtentialvCJDinthemodelareprovidedinAppendixAundersectionA－rv．C．1．  
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IV・C・2・Å叩u鐘］刑血bert）fねl）USp）血中adoporsrpot叫i？llyinfbctedwithvCJD  

agentpres血tintheblobdandwho車yn6tbbdefbrredb吏甲申i6p甲irescreenlng l   

Novalidatedtestiscurrentlyavai1abletodetectthepre！enCeOfvCJDagentinbloodorpIasma・The  
donorquestionnaire，admimisteredtoal1blooddonors・Canbeused10 

． 

othercoun扇esinEuropewi1ereBSEwasknow山0云ccur．h1999血占FDAimplem占山edadonor  
deLbrralpolicyaimedatreducingth早POtendalriskofdonationsfromthosepotential）yexposedtothe  

BSEagentd血ngextcndedtravcltotheUKFranceandothercounbiesofEurope・Cumntpolicies  
伊DA2002）dcEbrbloodandplasmadonors：   

・′diagnosedwithvCJDorother血rmsofCJD  
・atinGreaSedriskLbrCJD，e．g．thedonorshavereceivedadwamatertranSplant，Orhuman   

PituitaryJ6rivedgodhormone；thedonorshaveblo9drelativ甲diagnoscdwith′CJD   

・withahistoryofa3rmonthorlonger叫Velkesidency二periodintheUKbetween1980－96   
・with？histozyofa5－yearOrlongeT・traVel血謁idencyperiodinFrancc．since1980・   

・CurrentOrLbrmerUSmihtary．persomel，・Civi1ianmi1itarypcrso皿el，andtheirdq）endents  

residedinNordlem五uropefor6months‥OrmOrCbetween1980－90，OrreSidedinmilitarybases  
CIsewhcrcinEumpefor6monthsormore丘om1980101996   

・rCCeivcdatransfusionofbloodorbloodcomponentsintheUKsince1980   
・iTticctedbovineinsulinsince19＄Ounlessit；isconhnedth？tittiectedbovineinsulinwasnot  

madea食訂1980丘omUKca枕1らand   

● Wholeblooddonorswitha5－yearOrlon草ertraVelkesidencyperiodinEurope（0therthanthe  
U喝Sinc¢lタ8d  

DeftrralofdonorswithahistoryoftraveltoBSEcounbiesisane粒cti）etoolforeliminadng  
SignificantportionofpotentialvCJDriskinUSdonors．Themodelincorporatesin血rmationonthe  
e脆ctivenessofUSdefbrTalpoliciesinreducingpotentialvCJDriskandpot？ntialvCJDprevalencein  
thdUSdonotpopulatidn．   

AssumptiozLaboutvariable：BasedonadvicefromtheTSEACattheOctober31，2005meeting，the  

FDAmodelassumed、85i99％ofpotentialvCJDinfetteddbnorsw血Idhavebe占h●d坤rred－j中tpriorto  
’′  

donation． 
－ 

Assun）PtioJl＆boutvariabIe：ModelincludespotentialrecovetedplasmadonorswithvCJDagent  
PreSentinbloodandJPlasma（prionemic）●thathave’16ng・t9Thtravelhistoryt－oth6UKG：3◆坤）；FranCee  

5yrs），andEuropee5yrs）；andhistoryofmi1itarydeplo）血ent，mi1imiydeb■tndentorrelatdtravelor  
residenceinEu∫Ope．   

There≠sapdssibilitythatsomeindividualsthattraveledtotheUK，France，11andothercouh最古sin  

Eumpesince19＄Ostayedforperiodsoftimethitwire’ghorterthanthedeferralperibd，WereeXPOSedto  

BSEagent，孤dwereinLtctedwithvCJDt Theseindividualsrepresentasou∫CeOfresidualrisk－Orthe  

remainingriska鮎rinterventions（inthiscasedonordefbrralpolicies）areapplied．Thesectibnbelow  

addressesthecalculationofresidua】riskfbrnon－deferredatriskdonorsthattraveledforperiodsoftime  

thatwereshorterthanrecommendedguidelines．  
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Thet9talnumberof迎USplasmadonofspotentid11シin鈷ctedwithvCJDwithagentpresentinblood  
an9pla殖拍車nqnic）tbatplay－notbeq鱒汀edbyqdestionnairescre中ngwasdeterminedby  

surnmin塵’the由血atesgenerit6dforも0thSourceandrecoveredplasmadonorsthatmay嘩  

bycurrentscreenlngprOCedwes・   

Speciactechnicalinformationanddetailsofanalysesandmodehgapproachesinestimatingthe  

efrtctiveness｛Ofdonordeferralpoliciesinreducing▼POtentidvCJDriskinUSdonorsareprovidedin  
阜さpendixÅundersectionA－ⅠⅤ．C．2．   

ModdResult5：  

ThelargestsourceofpotentialvCJDriskinUSplasmadonorsISPreSumablyassociatedwithdonors  
Who鱒VeledtoorresidedforextendedperiodsoftimeintheUK，FranCeandothercountriesofEurope  

Since19！0・ThesedonorsmightbeexposedtotheBSEagentincontarninatedbeefproductsand  
inftcted11毎払vCJDduringtravelandresidencedbroad．0therpopulationsintheUSatpotentialriskfbr  

VCJDincludeUSmi1itarydeployedforextendedperiodsoftimeintheUKorothercountriesofEtmpe  
andindividu4lsintheUSwhoreceived叫odcollectedinEurope（‘TEuroblood”）．Theprevalenceof  

BSEintheUScattlepopulationisverylowandthereforether占isaverylowprobabihtythatdomesdc  
dietaryexposuretotheBSEagentwouldgiverisetohumanVCJDcases．Becadseofthisverylow  
PreValence，riskviaUSdomesticdietaryexposurewasassumedtobenegligibleinthemodel．   

TheFDAFVIⅡriskassessmentmodelusestheconceptofrelativerisktoseml－quantitativelyes丘mate  
theYCJDriskfofusplasmadonorswithahistoryoftraveltotheUK，FranCeandothercounbiesof  

EtLrOpeSlnCe1980・ReladveriskisthevCJDri＆inapopulationrelativetotheUKvCJDrelativerisk  
ofl（orlOO％），WhichisequaltotheprevalenceofvCJDintheUK Elementsusedinthemodelto  

calculatevCm）riskfortravekrsincludetraveldestination（U軋Franceorothercoun扇e＄OfEurope），  

dtmtionoftravel，SpeCi丘cye2LrOftravel，andageofdonor．TheestimatedvCJDriskforal1potential  

routeswassummedtogeneratethetotalmeanPredictednunberofpotentialvCJD－infectedplasma  
donorsintheUS・Becauseofcu汀entPOlicies，abloodorplasmadonorpotential1yi血tcdwithvCJD  

hasahighprobability（85％－99％chance）ofbeingde危汀ed丘omdonation．Since2002FDAhas  
recorrmendedthatindividualswhoresidedintheUKforaperiodpf3monthsormorefrom1980to  

1996，OrreSidedinFranceorothercountriesof伽ropeforaperiodof5yearsormoresince1980be  

de危汀edfromdonatingbloodorplaLSma・ThemodelassumeSthedeftrralpolicyintheUSis  

approximately85％to99％e脆ctiveinreducingthevCJDrisk血rbloodandplasma－derivedproducts・  
Table4・4（beloY）showsresultsfromthemodelpredictingthemeannumberperye訂Ofpotential  
VCJD－inftcteddonorsandthenumberofpotentiaivCJDdonorswhoarelikelynotdeferred丘om  
donationanddonatetoplasmapooIsusedtomanu魚cturepdFVⅢ／   

AlthoughLiti守1ikelythatmostwouldbedeftrredbythecurrentpolicy，SOmePlasmadonorspotentially  

inLbctedwithvCJDmaynotbedeぬTedandmaydonatetoplasmapooIsused’inthもmanufhctureof  
pdFVm・TotalingtheestimatednumberofUSdonorspotentiallyinfbctedwith↓cJD勇eldsameanof  
甲DrOXimatelvO・01donorsperyearbasedJOn甲1culationsvslngaVCJDcase－basedepidemiological  

modelestimatedprevalenceof～1・8in1，009iOOO（Cl読eandGhani200芋），OrameanOfaDDrOXimatelv  

l・160donorsperyearuslngCalculationsbasedbnatissuesamplesurvei11anCeStudy）jeldinga  

PreValenceestimateoflin4，225（Hiltoneta12004）汀ab）e4．4）．  
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T叫e4・4、MQdeIResuIts：AJlnualN叩beroft）SpJ？S甲adoqors：PrC4ictedわymodeltobe けンヽ；■ll  

● 1ノlノ、・  

mcanvalucisshoⅥiabovewiththe5thand95thpercehtilcsinpirenthesesbdow．Thetotal  
numberofvCJDdonorsforeachprevalenceestimatehasbeenroundedtonearest’decimalplace・  

Ⅳ脚血frYC∫Dd“lOr事  

仇ββj∫   仇仇叩7  
NOTD椚mED  

¢n亡晩¢dγ＝C漸ning）  （ト0）b   （ト0）ト   
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（0－2）   （ト¢）b   
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伸一り  

■▼hさ－－  95■匹柁l仰）鵬h亡鵬〟■mm朋d血爪州…mh循th叶血鵬鵬指√l㌍d伯山酎叩頭仙叫川場部％00所ぬⅦ拍t鵬．ん：∝鵬叩l弟机e－一里nねk  
伴11帽l㊥卿●伯1劇化y廿けm鵬d血IdlddlHn仇lきdt柚叫㈹l■tI鱒Sl00％d鵬¶汀把． b 
Fα一5れさnd鰐一叩∩柚1剛一dO■嘲一柳Vdy・伽鵬d●S鵬l郎鵬伽■1●餌t90机一画印＝－叫帥抽…如Ⅳ仇A伽瓜D叩両脚α．鵬“卯恒  
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rv．D．ApnllaltptallPerCentageOfal）plasmapobIspotentiallycontaining  

aVCJDdonationthatare！uSedto▼makepdmHitltheUS  

肋血J■月g∫〟JねJ  

nepercentagesofsourceorrecoveredplasmapooIs，pOt甲tial1ycontalnmgVCJDagent，  

usd、tOmanufacturepdFVⅢⅠindleUSw＆eestimatedbythemodel．Them再0rityof  
pdFVnIismanu血ctured血）mLSotLrCePlasmaandtheminorityhmrecoveredlPlasma．  

Manu魚cturersprovidedinLbrmation－tOFDAontheapproximaterangeandaveragenumber  
Ofdonationspcrplasmapo（）1．whidhwascombinedwithinfomationonmarketsharetO  

developtwoaggregatestatisticaldistribudons，OneeaChrepresentingdonationsforsource  

andforrecoveredplasmapooIs．Thedisbibutionswereusedtopredictthenumberof  
donationspersowceorrecoYer申．plasmapodlinlthemodel・Themodelusedinfbrmation 

on・th；numberofdonationsperpoolbytype（eithersol汀CeOrre90Vered），COmbinedwith  

esti癒tedカeldofpdFVⅢperPOOl，andesdmatedthetotalnumberofplasmapooIsused  

tomanu血血LrePdFVⅢproductsdistributed’intheUSin2002．   

Asagcn鱒alcomment，thenumberofdonadonsperplasmapoolinfluencesthepotential  

exposureriskforinkequentrecipientsofplasmaderivatives．ThetlSeOffbwerdonations  

andsmallerplasmapool＄duringmanufacturingwouldresultinalowerp冒rCentageOf  
Plasma，pOOIspotential1ycontainingvCJDagcntandpotential1yexposea）owerpercentage  

OfinfrequentrecipientstovCJD（ifprcsent）．Frequentrecipicntsofplasma－derived  

PrOductswouldlikelyfaceasimi1arlevelofriskofpotentialvCJD6XPOSureWhetherlarge  

OrSmal1nunlbersofdonationsperplasmapoolareusedinmanufhcturing・   

エowerUだvCのクrgⅦJe〃Ceα〟椚βreす～J．β加ノ，ββ即00伽∫gdo乃Cねr短d乃dG鳥β〃圭  

2005）・ThelowerprcvalenceestimateusedintheFDAmodelsuggestedthatanaVerageOf  
O・027％ofallUSplasmapooIsusedtomanu血cturepdFVIIIintheyear2002potential1y  
COntaineddleVCJDagent（bottom，Table4．5）．Thelowerdisease，PreValenceisassociated  

withmodelresultsp軸ictinga・milChlov（erPerCentageOfphsqlaPOOIspotentially  

COntalnlngVCJDagent・hLact，OnaVerage＞99・9％ofthetimep）】aS幣P叫S・WOuldbe  

PredictednottocontainadonationfromavCJDinEtcteddonor．bnlyanaVerageO．10％  

recoveredplasmapooIswouldbepredictedbythemodeltocontainavCJDdonationfrom  

aUSdonorinany．glYeny甲・Qfinterestat．OelpwerpreYal印Ce，themodelpredictsthat  

theoccurrenceofarecoYeredp！asふapqpIwithavCJD40nationwouldbeinfreqyent（as  
indi云at㌫by5thand95thpercentilevaluesムfO）；OCGurring（asestimatedbythemodel），ata  
rateoflinlOOyears・Alsoatthelowerprevalence，aVCJDdonationinaSotlrCePlasma  

POOIwouldbepredictedtobeevenmorein丘・equentandpredictedbythemodeltooccurat  
arateorliI1200years．  

均がeru紆γC甲ヤ柁頑e乃Ce即血dfgダハ〃4プ2J・鱒準0月 

′ 

plasmapooIsb岳占dtd：mahufa血td’pdFVHIi7i20O2伽占ret）r占dict占dbythemodeltoLcdntain  
VCJDagent（Table4・5）TItshouldbenotedthatftwerrecoveredplasmapooIsthazISource  

Plasmapoo］sareusedinthe、USahual1ytoproducepdFVIIl．AIso，reCOVeredplasma  

pooIscontainthelargestmmberofplasmadonations・SincetecoveredplasmapooIs  
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Cbntain血中morc’dmitidnsthanSourcePla血a匝blsthi址61ihbodthatarecovered  

plasmapool血aylCOd義naidohation如m、an；individualpotentiallyihSbcted・withvCJDis  
COnSideral）1yhigherthaJlforaSou℃ePlasmapool．UsingthehigherUKvCJDprevalence  

eslimatc，themodelpredictsthatonaverage，9．12％ofrecoveredpooIsandO．96％of  

So也℃ePlasmapooIspotential1ycontainvCJDagent・  
メ 

Table4．5・AnzltIalPcrceJltage・OftJSPl＆Sm虚Poo）sPdt血tial1y・COAtainingavCJD  

Donation．▼Results血）mmOdcllinclude・0nly也oseUSplasmapooIsusedarmual1yto  

manu払cbrepdFVIⅡ．  

・Results・PrOvidedfortwodi脆rmttJKvCJDprevalenceestimates，  

M？d01P叫Putねr  
LOWER｝CJDCisoやrovalonci  
OS心mat00ト1．8hl，000カ00 

ba＄Odon   
Cl叫anq？hani‾（♀005ト 

．叩p（わIOutputIor  
HIGHERvCJDlhIoGtion  

ProYalon¢○、ba書OdonostImat00f  
・1Inヰ．エ5  

一吋．り幣り・etat（2004）  

＄ourco  Ro血v扉Od   
lMe訓1  M由n 

（5廿－・▲95仇p8呵－ （5れ一、95やp釘げ   

Sdurce  

M由h  
伊－95th）；－   

Perげ   

R¢COYOrOd  
Mean  

伊－95㌔脚げ   

Porcontp00ls  
potintl州y¢Ont鋤血叩  

VCJDagont   

Avora甲POrCOntP00lさ  
POtOntla岬¢Ont■Intng   

、YCJDa00nト  

0．01％  0．10％  

（0－0％）b  （0－0％）b  

0．g6％  

（0－5．由％）  

9．12％  

（0－40．17％）  

0．027％  2．41％  
（0－0％）b  ・（0－10％）  

■侮れ9が卿：仰）椚鵬鵬n中一■鵬相加爪一加地仙－Ohe叩鷹山腫劇tu叫仇○00i仰罰ふ伊仙脚・∧血瑚y．  

甲州響佃机畑鵬鱒岬鱒血坤仙川鵬如細劇甲山軸鱒d●血dhl叫■tb齢l訊dl鵬¶l甲1 b 
蝕a・♂㌧品山誠一両独血鵬dO■鵬0．一画y．仙川Ⅶ鵬㍍鯛ふIts仙加○‖恥t00…岬V川rd陶Ib・鵬油b椚．血卿心D  

叫血相－○叫…阿州画仙h叩叫附加拙叫印岬血●山側川場恒別仙相加  

Additionaltee肋icaldetailsonthecalculatioヰdfth古画ualtdtalpercentagcofal1plasma  

POOIspotentidlycontainihga†vcJDdohaddn・that血七◆もsedto血akcpdFVIIIinAtheUSare  

PrOvidedinAppendixAinscctionsunderA－Ⅳ．Dこ  

IV・E・Module2：Est坤ationofQuantityofvCJPa写entinap）asmapoo） 一  

thatc血tainiム．doJlati壷一正ふm．aLdphorp0mitialIyinLbctedwithLVCJD  

JI● 由as’edonlimitedav云ila）1占‘■data，（se9below），FDAbeli占v毎hattheq叩tityofiniヒcbvity  
PreSentinblpod丘■OmaVCJDinfねtedindividualini．v；D50islikelyrepresentedbya  

i2，  distributionw地thefo1lowlngdlaraCteristics：MinimumValue＝  
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