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Mostlikplyvalqe＝10，95thperceptile≦30，・andMaxirpqmvalue＝1，OqOi．v．ID50．Givm  
thepossiblepametcTS，Statisticaldis扇butionswerehttedtothe・Select？dJP町a叩eterSuSlng  

BestFitpartofthe＠砧skProfbssionalso食warepackage（paIisadeCorporation；New  

Of（2，12，  

．  

maximumbfO．1andl，000，reSPeCtively，PrOvidedthebestBt．   

Conclusionsfrom・SeV寧ralr甲鱒C！lgrOUPSarriv？atSOm声Wh？tSimilarestimatqsforthe   

qu叫ityof亘亘tivitythatmightbe、PTeS？ntinthcwhol叫190dofhiceandhふsters．   

Using争，mOyS早甲Odelan叫um墾CJD．Brownetp！（1999）foundaran甲homP・5to15   
mou？Pi・C・，IUpermiwhichwe甲S叩申toberotlgh1yeq頑Ⅴ？lc鱒t．tOlltO39i，C，ID50  

（a？S画g？1inear申Se－reSPO鱒efbrinf桓ivity）・An阜一鱒Ctio甲unitistheらuantifyof  

ipfectiYitya寧SOCiatedwith亭，1qO％▲PrPbd）ilityofi撼頑on．inrecipientsandrough1y  
・equat寧StOtWOⅡ）50mits（1TU＝2ID50）．Br9wneia］（．！998，1999）cqnd鱒tedexperiments   

todetc鱒inethpinfecdvityofb嘩COatmaterial孤d．plagna・but・nOtred，t）loo¢．cells．   

Ass甲垂g．軸tredblood申1s∫鱒血叩PfOXimately25％qfthein危ctivity？fwho享eblood，   

then匝einfectivitypre＄enthw匝1ebloo亘．coul叫qestirrlatedtobeintherangeOf   
approよihately10・i．c．ID，。aP42Qi．c．D5。，perPl．CerveP4kovaetaL（2003）foundlevelsas   
highaLS20－30in免cti叩Sdosesperml（40－60こi■C・D50，－Per・mi）associatedvithbufB，COat   

andplasmaduringlnCubatingandsymptomaticsthgesofthedisease．Redbloodcellswere   

notfoundto・beinfectious・TranSfusionofbloodproducts・PSingthehamsterscraplemOdel   

by・RohwersuBgeStShatadditiqnofinfecdvitylevelsderivedforindividualblood   
COmp9nentSγOuldgen？r？tCati呵forwholebloodofapproximately2to20i．c．D50hl．   

SurnmarizingtheaboveliterattFCLitseemsthattherangeOfrepoTtedvaluesforin氏ctivity   
ranged丘omO・5toashighas30i・C．D50Withthepossibilitythatattimestheinfbctivity  

presentin・bloodmayexceed血isranBe． 

AsstumPtionllSedinthemode）：Wh01ebloodcollectedfromavCJD－in血ctedindividual   

CanVaryfrompersontopersoninthequimtityofinfectivityitconta血s．．nemodeluseda  

logno血中戸I撼sticaldis坤vti6ntqrq）reSPらttheYadal）ilityapd血肉頑ntyofthequantity 1  

0finLtttivityint｝lodd・Itvis率季hmedthatwholeblood丘oma？inftctedper？On  
POtential1ycarfiesi血in坤umムfO・1i・C・ID50Perml，a5やL‘percentil占of2i．と．ID5。Perml，a  
mediumOf12i・C・D50P甲ml，a95th！perC与Ptileof30i・C・ID50P9rmland？甲aXimumOf  
l，000．－i・？・IPiop＄r血Atte甲＊t？i4en鱒丹qDinfecd叫ii！ers：iphumヰbioodhavenot  

beensucc亘畠品l，butthe密申ysens享tivity桓vCJD叶坤｛亘din車重由．imqd＊islimited   
仲ruCeeta1200laJldWadsworthetL7］2001）．Wadswortheto］eslimaledalimi10r  
SenSitivitybf血utl，000ID50hnlbytheirassaymeaningthatinftctedt？1podco坤ining  

lessthan1，000ID50WOuldnothaveelicitedinlbctionordiseaseintheiranimalmodel，   

henceinftcdvitywouldnothavebeendetected（Wadsworth，2001）．  

rv・E・1・Quantity．bf．一寸UDr？gentPreSent‘inatdonatiふn．ofasppqiPc40nOr  
potendauyinfbctedw血vcJD  

ThissectionofriskassessmentestimatedquantltyOfvCJDagentineachvCJDplasma  

poolthatmaybeusedtomakepdFVIⅡ QuzLntityofinLtctiousagentpresentinplasma  
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POOIsmayvarydependingonnumberofin氏ctedJdonationsinthepoolandthevolumeof  
eachinfヒcteddonation．   

Variable：IbI－Rtpr¢SentSthei．c．D5dpr由占ntinthebloodofindividualinfbcteddonor  
（D5bhnl）inth占1asthalfoftheincd）ationperi6dofvCJD． 

AssuⅢPtionusedihthemodcl：Wholebloodco11ected丘omavCJD－infbctedindividual  
Can’vary血）mPerSOntOPerSOninthe4uandtyofinfbctivityitcontains．Themodeluseda  

logno血d岳taIisticaldistribudontorepies血tthe寸ariibilityandlmCertaintyofthequantity  

ofin氏c伽ityinblbod．ItwisassⅦnedth如伽心01eblobd▲＆omanin食ctedperson  

potentiallycarriesamimi7h血nofO・li・C・ID5dPerml，a5也pcrcentileof2i・C・D50Perml，a  
medi血bf12i・C：D50Permi，a95dtpcrcehtileof30i・t・D50p訂miauldamaximtmof  
l，000i・q・D50Perml・Attemptstoidenti＆lVqJD 

notbeen印CCcssful，butthcassay畠ensitivityfbrvCJDihvitroandinanimalmodelsis  
limited7BruCeela］2001andWadswoithdaZ2001）．Wadswor血eta［estim争tedalimitof  

SenSidvitybfabotltl・，000Ⅱ）5Jmlby－theirassaymcanin豆th如infectedbloodcdntaining  

lessrthanl，000IDiowouldlnOthaverbhcited血f由ti血brdiseaseintheiranimalmddcl，  
hcnceinftctivitywou）dnothavdb∝Ildetected（Wadsworth，2001）．  

VAriable：ちtp－Percent・（％）i・V・ID50S由sociatedwithplasma   

Studi由in血imalmodelshave血0wnthatgreaterthan50％oftranSmissiblespongiLbrm  
Cn8申halopathyagentpresentinwholebloodisassociitedwithplasma．Experimentsby  

GregorieEaZ・（2004）usingahamster－She申SCraPiemodelshowcdthatapproximately  

58％ofinfectivityinwholebloodisassociatもdwithplasma．   

AsstImPtionuseditltbetnodel：Themodelassdmesthat58％ofinfectivitylSaSSOCiated  
Wi血plasma．  

Studitswithmot）Se－ad叩teds9r叩Ieagehtsuggestthatthei．v．routeofadministrationis  

approximatelylOt如eslesse伍cientinpaustnginfectionthan申eintracer  

of 
i ミ㌻∋  

m如rialsintransmittinginfectidn．B長edondistus串onandadvice丘0品tbeFDA  
TranSihissiもIeA’spbngiform叫qphalop垂云AdvisoTyCdmittee（TSEAC，2  
ran串e？fF伍cfencyofthei・V・rOut？（Ve子守uSthei・C・rO坤）wa畠as畠umeやinthemodeltc  

平河坤岬n也evalu8SOrlandlO． 

AssumptionusedinthemodcJ：Exposure・tOin免ctivitybythei．v．routeisbetwecnland  
lOdmeslesse戊cientatcauslnginfectionthanintroductionviatheintracerebralroute．  

Usingavalu？Oflfortheratioo印1elowerboundof・theeLRciencylSaQOnSerVative  
estimdteandassumeSthatthedfetica11ythekwdu］dbenodi飴rencebetweenthec爪ciency  
ininitiatingin危ctionbetweenthei．c．andi．v．rotlteS．  
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IV．E．2．QuantityofvCJDag印tinaplasmapooIcontainingadonation  

fromdonor－POtential］yinfbctedwithvCJD 

ThequantityofvCJDagentpotenti扇1ypresentinadonationfromaUSdonorinfbctedwith  
VCJD前11bedilutedoutinaplasmal）OOlamongplam丘omthousandsofother  
donations・This＄由tioncalculdtesthequhdtyofagentpotential1ypresentinaplasmapool  

potentiallycontaimingadonationthatcontainedvCJDagent．   

AssumDtiontLSedinthemode］：Weassumedonlyoneinfbcteddonorperplasmapool，  

becauebasedonthe℃alculdioninsecdonⅣ．C．5．仇eprevalenceofvCJDintheUSis  

VerylowandthechanceapoolinvoIvesmultipledonations丘omvCJDinfecteddonorsis  
smau．   

Variable：DNDR－Numberofdonations負・Omaninfectedplasmadonor，Which竜山es  

basedontypeofplasmadonated．  

tiotltl＄edinthemodel：WeassumedindividualinfbctdSourceI）1asmadonor  Assum   

mostlikely伊Ve  dbnations▲tOaPOOl，Withminimumofl，maXimumOf12donations．  
hdividualinftctedrecoveredplasmadonorsmobtlikelygiveonlyonedonationtoapool．   

VariabIe：み伽が払itialinftctivityinaninLbctedplasmapoolisrepresentedbythe  

閂u如ion：   

J伽－＝J釦×p〃以  （Ⅳ且ユー1）   

Module3：ReductioninthequantityofvCJDagentduringmanufhctureof  

pdFVm   

Theplasmaseparatedfromwholebloodisaproteinrich，StraW－COloredliquidthatconhins  

FuII，anumberofotherclottingねctors，immuneBlobulins，Smalbuminandanumber  

Ofo血erproteins・hdividualproteins，SuChasFVⅢ，Canbepuri五edbydividingor  

fractionatingtheplasmaintoitsγ叫OuSPrOteincomponents・Fractionationstepsmay  

includealcohoIprecipitation，Sizeexclusion，afnnitychromatography，etC．Thequantityof  

VCJDagentptesentipplasma－derivqdproductsmaybereducedthroughremovalofthe  

agentduringthefractionationproce去s．Althoughthequantityofagentmaybesi騨iBcantly  
reduced，itmaynotbeentirelyeliminated．   

CommOnviralinactivationproceduressuchasheating，SOIvent－detergenttreatment，and  

UVirradiationhav¢1ittleefftcton叫equantityofTSEinftctivitypresentinplasmaand  
Pl鱒maderivative？・鱒OWeVer，SeVeralresearchstudiessuggestthatTSEin氏ctivityin  

Plasmamayb9．Partial1yrqmovedduripgthefractionationprocess・Theplasma  

fractionationproc6dures，WhichinayremovevcJDin良ctivity，areStmarizedinTabIe  

4・6・G・eeetal・2000；Stenlandetal．2002；Foster2004；Foster，etal．2004）．  
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Forasp由i毛tpdFVm－pIもductiuStiallyonlyoneortwoproce5smg‘stqpshavcbecnsfudied  

forpotentialreductionofinfecdvity．Experimental・desi騨iS・Of也esestudiesare‘nOt  

Standardiヱed；there血re，Studyr6Sultsarenotdirectlycomparable．hbrdertoachieveahigh  

COnCentratioIIOfvCJDinfeGtiYity▼inimidalm？terials，manyStPdiesysedvC‡Din危cted  
brai聾匝申Ogenate▲aS・SPikingm＊＊al，Qchmaynot．mimi90ephysi鱒lふrml・？f  

inftcti甲S早gentin血c叫od．CoQ去ide＊g伽tmcerta叫yinthedegre寧Ofreductionthat  

CanbeachievedduringvariouspdFVIIImanuぬcturingprocesses，叫isriska！SeSSment  

modelsthreelevelsofpotqltialreductionininfectivity，2「3loglO，4－6loglOand7－9loglO．  

Tablモ．4．‘Re血etわn血亡10r（R円01如t偵○岬和正prod頭止血   
Ra¢don慮ion  RF  R¢免rences   

h加治血res  （IogIOID50）  

CⅣOS印訂adon   0－l   伊ost町gJ〃J2000；Fm由a2002；LeegJβJ2002）   

Gencr出血ctionadon  
3％PEG   l－3  伊m由a2¢02；k¢ddJ2002）   
11．5％PEG   2－4   伊m由a2002）   
叫（OH）3 1．7   伊ost訂・d8J．2（〉00） 

、bn既Cbmg9  2．7－■3．5  ぜ0鱒α如才20do；＿e耶印加0Va如i2002）  

伊05terβJ〃J2000）   

Membrane丘1tration   口  

hlmlmOpW述G如ion   ・4．4－6．3   呼05teち・W七1cheJαJノ2000；CeⅣen止0VagJdJ2002）   

IV・E・3・ModeJresults：Estimitesofth寧PerVialvCJDinfbctionriskLbr  
USmanu伽turcdpdFVIII（Module3）  

ThemcanpotentialriskofvCJDinfectionperl，000rUvialofUSmanuLhcturdpdFVⅢ  

is・ShowninTab）e4・7・The血eanpotentialpervialvCJD、riskpcryearisla血icdonoftwo  

血ctors：   

1）PercentagcofpdFVⅡⅠvhlscontAningvCJDagentand，   

2）Quantityofagent（ilV・D50）prestnti血ea血ual・   

IfvCJDagentwerepresentinUSplasmapooIs，theriskasse＄SmentmOdelassumedthat  

theqtlantityofagcntwaslikelyreduc6d－bymidu鮎bri鴫prDIc申甲u草加oproduce  

puri鮎dpdFVⅢ・Basedldh＝cumntlyavailable℃ⅩperimehtLalsthdits；一itisegtidatedthat  
PdFⅥⅡノpfod申よ‘pote血allyhave4lo如（Or・1如00fbld）br亘？車m由一factdrihgprocess  

reductionofthevCJDagent二’TabJe4・7血ows’iidtehtiaⅢsksassodatedq宣ithprqducts 

attalnlnga4・6loglOlevelofreductidnduri喝 

， 

withequa畢1ikelihoodintovialsizesof250，500，1，000aJldl，500intemationalmits（IU）．  
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物vねル仁炒r紋・肋血ぬdo〃わwgr亘f血やわがCdJ川0滋Jα血αf亘ク肌励ce〆  

～ノ．8inl，000，000仰rkeaTZdGhani．2005）・＿Thepervialri亭kprovidesノqrL甲timateofthe  

potentialvCJDinfecdonriskforal，000IUvialofpdFVⅢ．productmanufhcturedfrom  

PlasⅡ鱒CO11∝tCdfropUSdonors・Themodqlge鱒呵ed6Sdmatesofpervialriskusingthe  

iowcrprevalenccestimatc伽sedonCねrkea孟Ghani2005）andresこ1tsaIeShown  

TabIe4．7．Basedonthelowerprevalenceestimatetheさveragepercentofplasmapool岳  

CO血taining’thevCJDagentisestimatedtobeO．027％．AssumlngaCleamceof4－6log10  

themodelestimatesth8t餌eaver？gequantityofi・V・ID50Pervialis3・59Ⅹ10－5forvials  
PrOduced丘omacontaminatedpool．Thisresultcanbeinterpretedtomeanthatonlylin  

55，7†！9vial！Tnade丘omacontaninatedpooIwouldcontainaninLbctiousdoseofvCJD・ 1；7ミ・ご  
Combining：ltheseestimatesyieldsanavemgerisk・pervi扇of）in210million．  

Altematively，thiscouldbetakentomeanthatapatiehtwouldneedtoinfuse210mi11ion  
vialsbfproductbeforeaccumulatingonefu11in危ctiohsdbseofvCJD・   

Atth誌lowerprevalenceestimate，therei岳alQWerPrObabilitythatplasmapooIscontAna  

donati境涯omadondr・POtential1yinLbctedwithvCJD，・and・1aPdFVⅢvialwouldbemuch  

lesslikelytocontainvCJDagedt．Al也o11ghtheprobal）ility（0．027％）islower，them  
quantib，OfYqJDagent（ivD5q）andriskofe羊pOSuretOVCJDagent（1in55，710）pervial  

n。。el  

o叫喚遍i益gthel？WPr．breva血ce由dmat占トl．・8berTni！1iop）arefroniloto●0，meaniLg  
thatthe］chanceofaninfbcteddonordona丘ngtoaplasma，POOIwouldbclanin＆equent  
event．6reaterthan99％ofthe止me（OnaVerage）themodelLeStimatestherisktobezero  
because 

modelpre申ctsthat，OnaVerage，0．027％ofthetimetheexpostuetovCJDmaybegreater  

也anえerd．   

允rγ由JvCJDr由た月田〟ぬム郎edo乃力な力gr∫〝Ⅳef肋〃C叩れ叩ね〝Ce即Jf椚dJeグノ如才，フ2∫  

Piltpn，．et寧Z2004）・Thepervialriskpmv車desanestipateofthepotentialvCJDinfection  

riskforal，000rUvi卑lofpdFVIIIproductmanufactured丘omplasmacollccted舟omUS  

donots．Themodelgeneratedestimatesofpervialriskusingthehigherp王evalenceest血ate  

（Hilton，etal2004）andresultsareshowninTable4．7．Vsingthehigherprevalencc  

estimatetheaveragcpercentofpl鱒maPOOIscontaining，thevCJDaBentisestimatedtobe  

2・41％・Assu皿g．aCleNanCeOf4－6loglOtheplOd寧Iestimatesthatth寧aVerag？ 

， 

beir＊erpreted・tOnleanthatQnlylLin55，71Ovid15’hade丘omaconta血i血ted▼POOIwould 、J’’＼  

COntainaninftctiousdoseoflVCJD・Combiningthtseestimates．カマ1ds甲争Yerageriskper  
vialoflin2・3mi11ion・Altematively†thiscouldbetakentomeanthatapatientwould  
needtoinfuse2，3mi11ionvialsofproductbeforeaccumulatingonefu11in丘ctiousdoseof  

VCJD・ABain，althoughtheprobability（2・41％）ishigheratthehigherprevalence，themean  

quantityofvCJDagent（ivD50）andriskofexposuretovCJDagent（1in55，710）pervial  

derived丘omapooIcontainingaslnglevCJDdonationwouldlikelybeuna脆ctedby  
prevalence．  
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T鵬Ie4．■7Å山川崩■Pfidi血dp鱒Ⅴね1vCJDIn鎚ction鮎岳k血rUSManu伽tured  
pqFVⅡⅠ■伽mMbdd：  

・Resullsforl，000IUvial  

・Ass血edmanufacturingprocess’reducdohdf4－6log10，and  

i Twodi脆renttJKvCJDprevalencdestimates．  

4」6JLoglO・RoduG伽n 

鵬○叫Outpulわr  ‘Modo暮，0山tp血ねr  
LOWERvCJDCa£OPr●YatOnC00＄t】mat00f  HI6日ERvCJD一暮“ね甜○打Provaloncoba＄■don  

－1．8Inl，000，別）0  ○さUmatopI  
心的Odon  1In4．225  

ClarkandGhani（2005）  byHilゎん占t如2004）   

Typo9†  ー ＝ ▲・t ■一  蝉●v－D卿■  仙脚叩Ot●n蜘t  P●mn飴8●  旦幽叫D紳■  
PI■Sma  R〝llYIil■W肋  l山IVl■l●  FV州鵬■l●■l仙  p●rYl■l●   

P00I  
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仙．51∫18■＿ 1 
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2こ5¢xlO■   
11n800 9．12％   2．56xlO－● RoGOVOrOd  010％  

（0－ヰ0：17叫 
1ln8．8m＝ion  

（0－0％）d   伯．13xlO・丁＿ ； ●・  

to．0′  伯：1ixlα丁＿ 8＿12xlO－l一   P．1In¢13．M）  

2．41％  
（0－10％）  

1in2．3 m‖Ion   

（0．1in155．000）  

●鵬抑一・“Ⅲb加血相鵬叫叩沌・－D■脚l  

叫岬血  
豆血血tp飢ふl叩・仙＄鵬h沌JD・岬111・・鴨脚叩馴め両l‰頑ywxlo利如九‘如n占－1一朗示血l恥I  
㌦ゆ劇坤輔品一帖抽椚心血血諭正論前山品山勘血血涙溢ふ騨示示㌫ふ血両舟由れふ血相州帆l．血研d吋y．  

伽叩れ血：鞭や叫byれ川鵬d′仙dW．山仙川叫血町中坤呵申叫喚呵叫ち釧鵬伽鱒二 
和一5・。nd由・蒜脚鮎腑血Joi肌．職坪畑呵打細れ血山坤Ⅷt6抽†α仙釦鵬岬m暮一由画b鵬d曲別．A伽心D  
卵叫㈹．血m劇伽Iby●《コロln仙血相b■珂F州Ipl■洞叫サ〃l仙即叩■ndnw●鵬れgO％d画FVlllpr鵬Jdlots†d山崎丹仇Idnd‖光  
画dモdloCOnbh仙D■Pe11L  
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IV．・F．EstimationofthepotentialミquantityofvCJD鱒geniinpdFVⅡI  

prOductsmanufhcturedfrompool（S）potential）ycontaitli皿gaVCJD  
don－ation   

This岳ectionoftherisk盆ssessmentmode15eachinたctedplasmapooltoestimatethe  

potentialreductionininfectivityforeachpoolduringmanufacturingprocessing，andto  

estimate也eqllantityofanyremaininginfectivity（Ⅰ，V，ID50S）inthepdFVⅡIproductmade  

倉omeachpool．   

Thele）elsofreductionofvCJDagentabhieveddmingmanufhcturingandprocesslng  

Vari由amongthepdFVⅡIproductsonthemarket．Toourknowledge，thetotallevelof 

reductioninvCJDagentachievedduringmanufacturingぬranypdFVⅢproductonthe  
m訂k由isnotkn0wn．However，thelcvelsofTSEc）earance皿dreducdonfbrsomeofthe  
indiY申ual丘actionationstq）S（OrSimi1arStePS）usedin血emanufactureofsomもpdFVⅢ  

produ6tsisknown．BasedonTSE・Cleafhcestudiesinthepublishedliterature・狐d  
manl血cttLrerS，dataavai1ableto・theFDA，’FDAstaffbelievethattheplasma」d占rived  

prOductsc山Tentlyonthemazkbtemploymhm魚clmingprocessesthatachieveaclearanCe  
OfvCJDagentof4loglOOr■greaterinthefinalpdFⅥⅡprodutt．TheFDAmodelemployed  

threestratiBcationsofclearanCe：   
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・EachoftheselevelsofclearanCeWaSmOdeledseparately・Mostoftheresultsarepresented   
forthe4－6loglOTeductionduringman血tt汀ePrOCeSSlngintheri正characteri2：ation  

－L SeCtion（SectionV．）ofthisriskBLSSeSSment．  

Modl11e4：FVIIIutilizationandannualexposure   

βαC短叩〟乃d  

Pa血t岳withhemophiliaAロ仏）hav云●血inh壱rited－reCeSSive，SeX－1inkedbleeding  

disorderthata脆cts叩PrOXimately14，000individual亭intheUnitedStates 

． 

diseasewhouseplasma－derivedprodddts．nLebloodofa脆ctedindividualscohtains  

functional1yab血Ormalor坤中坤Iy）dwcontehtrationsofFVInFVIIIisaproteinin  

blood■pl癒mathatispartbfthbt，loodcoagulationphthwayand・iscriticalfotthenormal  

Clb独i如fblood・Inthecaseofseveredisease，FVⅢis＜l％ofnQrmal．Amongseverely  

a脆ctedpersons，SPOhaneousblltediniorbl占edihgatthesittofaniduryorajointis  
COnmlOnandcanleadtoseveredisdbilityordeathwithouttreatment・Thecomplicationsof  
HAcanbepreventedbyappropnateclinicalmanagementandtreatmentwithpdFVHor  

recombinantFVIIIproducts．  
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TraditidnaユIy；HApatihtsweretreaIcdwith・fhctorconcenkatesonlywi1enbleeding  

OCCurr由，Whichiscalled印isodiGbreatmenLCurrently，theadopdon・Ofaprevent濾veform  

OftreatmentorprophylaxistherapylSln¢reaSlng．Prophylactictherapyre飴rstp・treatment  
reglmenSthatseektopreventbleedingeventswithregularin蝕sionsofclottingfhctor  

COn6entration．Prqphylactictr9atmentgreallydecreasesthelikelihoodofadversedYentS  
SuChasjoint・hcmordlage，．ande的cdvelypr9VentCdthc．4evelppmentofchronicjoint  

arthropathyanddisahility，butrequircshighcruseムfrvⅡIpro4uqtglan印ispdiQtr早atment．  

PatientswithvWDhaveaninherited，nOn－SeXli癒edbleedingdisorderassociat  
abnormalplatpletadhesiQp・CauSedby．4e五ciencyinlVOnWillcbmdFactor（VWF）ac寧vity：  

FDAc＄dmat6dthatthercarcapproximatcly250padentsinth6・USwithseverevWDwho  
tpeplasmaL－derivedp鱒ducts．MucosalbleedingiscorrmoninpatientswithvWDdueto  

theplateletadhesiondisorder．hsomecascs．theremaybe卑de5ciencyinFVⅢ鱒Well・  

PatientswithseverevVDcanexperiencepersistentbleedingintojointsresultinglnPaln，  
deg甲占fationofjoints，SWel血gandlossofr甲geOfmotionsimi1artopatientswithHA・  

Mi）dfomlSOfvWDareo赴entreatedsuccessfu11シwithdesqopressinbutmore－S占Ⅵre  

foz7rLSOfthedisease・uSua！lynec？SSitatctreatmentwithcpagulationfhctorconcentratesthat  
COntainbothvWFandFVⅢ．Padents．whoneedyWFmustuseplasmaJeriYedsotLrCeSOf  

FVⅢwhichcontainvWF．Nor∝OmbinantvWFiscu汀entlyavailable．  

ⅠⅤ・G．mIu鵬1iヱ久也onbyⅡAandvWDpatien也andpote皿tial  

expo＄llretOthevCJDagentthroughuseofhumatIPdFVⅡI   

nepotentialexpostJreOfanindividualHAorvWDpatientorpatientLPOPulationwith  

SeVerediseasetothevCJDagentthroughuscofpdFVIIIwasestimatedinthemodelbased  

On也e：  

● tdtalquantityofpdFVHIusedperyear，and  

・POtentialquantityofvCJDlagentPredictedinthepdFVIIIproduct．  

IV・G・1・FVIIItltili2：atioJ）aJldpotentialexposure！othevCJDagent  
throughtISeOfhu甲anPIa＄ma－deriYedFVTIIbysevereⅡAp叫印tS  

ne甲andtyofpdFV町utili＄占dbyanipdividyalpatientisdq）endentontheseYedtyofthe  
dise＃血dthetre去tmeムtrcg・men・Pl益ma－derivedFⅥⅡutilizationandthe寧iヱeOfeachof  
theseYereHAclinicaltrea血entsubpopulationshT9reJFStim如edusing申【a丘oml争．Centers J’  
fbrDispase申n叫（CDC）sppn声Ored！tud巾y6声tateSby鱒甲10phiIiaAp頑叫華、如m  
1993－1998・T最sri声kassessmentpi9Vid寧SOytPutSthatqstimatetheamual＝eXPO？urefbr  
SeVCraJpati印tSPbpopu坤ionswithS寧Vere且Adisea声eforpatientsinthefouowingclinical †  

b℃a血Ient伊OupS：  

・Prophylaxis－Noinl1ibitor  

● Prophylaxis－Withinhibitor  

● Prophylaxis－Withinl1ibitorandimmunetOleranCe  

46  

146   



BENE2006－025  

・Episodic－Noinhibitor  

・Episodic－Withinhibitor   

Becausepbtientswithsevere・HAlaTelikelytotLSehigherquantitiesofpdFVⅢproductwe  

reasonedthattheywouldbeatpotential1ygreaterrisk，thanthosewithmoderateormi1d  
hemophilia，ifthevCJDagentwerepresentinUSmazlufhcturedpro血ct・   

Astmaryoftheutilizadondatausedforthemodelareprovidedlinthetablebelow・  
Addi血naltcchnicaldetai1softheanalysisofFVⅡIutilizationforthispopulationare  
describedinsectionA－Ⅳ．G．ofAppendixA．  

T虞bIe－4・8・AntlualtlSageOfpdmIbyindividualⅡApatieAtSwithseveredisease－  

datat＆nd・inptLtdistriblltiotL  

I山一utdistribⅦtiom   

Troitm●nl 
R印蔓m9n   1nhIbltor   n  （mim，  Me▲n  ，5％CI  

No】鵬血州or  57t  

㈹hln摘出lor  

No lmmune 押印旬血頭  ○ユ  
TobrallC8  

W肋IllN餌tor  

¢2  

Ⅵ仇hl爪nヽunlI  （l∝伽0， 2（旧∝柑0）  5鍾T00  （亭323も 15020▲3）   
T01閑nC8  

No  
948 （0，   り●ユユ．  

lnhib批〉r  10∝附）  852TO           2棚58I  

印ねP鵬c  
With  

1nhi餌10r  1ゴ1  ヰ88008）   
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lV．G．2．pdFVIIIutili2：ationandannuaIexposureofseverevoJI  

Wi11ebrand・di＄ea＄epatients   

TheCDCandsixstateHemophiliaSurvei11anceSystqnprqiectconducted丘om1993－1998  
didnot＝in血depadentswi血vWD．WcasstmdthalvWDp血icntswithsevcredisease  

WOuldlargely▲uSeHumatePproductonlyfor血ctorrq）1accmentb・eatment．AJSearChof  

recordsintheHemophihS町VeillaJIC¢S如tempr房∝tdatarcvealed＆tOtalof5＄・reCOrds  
払出h血は胞＝加matらPhadb禦uSd，弧0喝W鮎cb，8榔0血s血混血Sp血n也払出  

developedinhibitor，WhicharcconsideredtmcommonamongvWDpatiezdsandwere  
CXCluded如mahalysis・Amongthe58records，35were如mAdultse15yrsofa鱒）and  

23・reC6fds▼WCre丘omyotug，PerSOnS（＜15yrsofage）．Recordsibr・eaChaBCgrOuPWere  
血血ぼgrOuPedbychnicaltreatmentuslngCitheraprophylaxis；Ori甲isodictreatment  

r喝Imm．Datawereinitiallyanalyzedindi扇duallyusingthestdisticalpackage‘了Mp’’  

（SAShditute，Cary；NC）鷹Og孤eratedescriptivestatisticsandstatisdcaldisbibu・tion（S）for  

eachpatienttreatmczltgt）uPthatbestre爪ecledthevariationinpdFVIIIutilization．The  

GencralizedBetadis扇btldonwasidentifiedasthebest負ttothcpdFVIIIutilizationdata  

（asdetemincdbyp叫g野SO允wareBe？tFit（瑚isa申Corp；叩Landwasusedasthe  

mputdisbibutionforpdFVIⅡtwagebyindividualvWDpatie血≦intheJnOdel．Graphical  

representationsofdleOriginaldataand申e5ttcdGenerali2：edBetadistributionsareShown  

inAppendixC；Table4．9．stHhmizespdFV叩dsaBe血ta丘pmCDCsponsoredstudy  

andthe血IIddistributiong8nemtedbasedonthedata．FDAtlSeddataintheCDCandsix  
StateHcmophi】iaStmeillanceSystempr可ect00nducted丘om1993－1998toestimateFVm  
utilizadonbyallvWDp鵬ents．T71edatareprescntonlyasampleofallpossiblevWD  

PatientswithscverediseaseindleUS・FDAe＄timatedthatthercwerc叩PrOXimately250  

PadentsindleUSwithTypさ3vWD．Tocalculaiethetotalnumberofpatientsineachage  

goupandtFeatm孤treglmengOupWeaquStCdthe58patientpopulationtoequalatotalof  
250patientsbymultiplyingthepatientpopulationineachgroupbya血ctorof4．3（250／58  

＝～4・3）・・TheutilizadondataforPadentsineachtreahdlt・reii血eninthesample  

POPulationwere▼uSedintherisk？SSeSSmentmOdel．togenbratcoutputsfortheamual  

expostLrCtOVCJDforallvWDforAdult（＞15yr？Ofage）andYoungヒ15yrsofaBe）  
PerSOnSinthcUS1．amOngC血icaltreatmentgTOuPSOfprophylaxisand甲isodic・TYleFVm  

utilizadondata：wereusedtocal血1atethepotentialvCJDriskforvWDpatients；these  

resultsareshowninTables5．2Aand5．2B．  
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