
ApPENDⅨA  

A一IV・C・4・ProbabilitythataUSpl？SmadonationpotentiaIlycontainedvCJDageJlt  
a血bngi11●dona偵ons  

Variable：PrP鱒YC皿i）－Probal）ilityadonationofSotmePlasmacoTLtainedvCJDagent  

Variable：DN，－AmualunitsofSourcePlasnausedtomakepdFVⅢ（CalculatedinA－Ⅳ・B・1）  

Pr（皿軋∽吋）＝加ふ丁∫用Ⅳ∫  （軋C叫  

V＆riab）e：PrPNYuD，R）－Probabilityadonationofrecoveredplasm蕪OntaincdvCJDagent・  

V＆riabIe： 

COllectedintheUS（CalchlatedinA－Ⅳ．B／2）．   

叫nⅣ、00＿貞）＝かⅣ瓜。＿月／かⅣ月  叩．C．4句  

A－IV．c．5．ProbabilityofaSourceorrecoveredplasmapooIpotentialIycotItaininga  
VCJDdona伽叫S）   

A－ⅠⅤ・C．5・a．ProbabilitythataplasmapoolmaycontahaspeciLicnumberofvCJD  

donations 

As寧umptionusedinthemodel：Consistentwithmanufhctmingpractic6sinwhich；cohhinglingofSource  
andrecoveredplasmaistncommon，theriskagess叩entCOnSideredplamapooIstoconsistemirelyof  

OnlySourc8Pl血’donatio血SOrOnlyrecoveredrnasnaddnations．  

Variab）e：〝，C叫。。l－DesignatednumberofvCJDdonors・inaslngleplasmapool・  

坤ptionused血themodel；ThemLmberofvCJDdonationslinasinglevCJDpooIcouldbeO，・1，2，3  

・Or’裾b叫becauseofthe・ldwprevalenceofvCJDTrmStOfthe・timetherewouldbqOVCJDdonationsina  

pool  ・   

Varねble；恥－S近eofSo叫p00ト（dono叫001）   

坤蝕emodel：BasedoninfbrmationprovidedtotheFDAbypdFVⅢmanvfhcttm，an  

individual卿mapo坤甲y甲ntain6，000to‥60，000donors．、A・Statisticaldis扇bution・rePreSenting  

thevariationinthesi2X，（numberofdonationsperpool）ofplasmapooIsusedinthe 

PdFVTuwasgeneratedbycombininginfomationonpooIsizewithinfbrmationopthe・PerCentageOf  
m示kふshareforseveralindividualpdFVⅢprodhcts．  

VariabJe：PrplyuLWRvoLqProbabihtyaSoふplasmapooIcontainingp嘩′inlbcteddohadons  
（恥C肌DムTP。。J＝0，1，2，4）－aredeteminedbydensiウ丘equencyofDR，。。トSatX〒恥C］D＿DR，，。。l  
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Vari＆ble：DnooLJ－Sizeofrecoveredplasmapool（donors旬001）  

Datahsedinthemodel：Basedoninformation＆ommamfhcturers，individualSotmPlas甲pOOlmay  

00ntah6，qOOto60，000donors．  

Va車bic：P，Plyw朋州－ProbibihtyaSodrceplasmapooIcontainingnvc肌DNb。。Linftcteddonadons  

（板ふ叫加東，1，2，4）一肌det血dbyd孤S和録印もmcyoH）R叩トSatX『ぬMR叩1  

Variahle：D叫。。L＿R－Sizeofrecoveredplasmapool（donors／pool） ‘  

p車叫極毎10ninformadonproヤ享d申toth？FDAbypdFVHmanufac叫ers，an  

individualrecov6re毎1ashi？’園Thaycohtain150iOOOto360，000donors，AswithSotmPlasmapooIs  
describdal”Ve，aぬti誠caldisdbutiohrepresentingthivariationinthedze（numberofdonationsper  

POOl）ofplasmapooIsusedinthemanufacぬreofpdFVHI■wasgeneraled．   

Ammt）tiotIStlSeditIthe 

usi喝auniformdi頭巾叩如恥・r甲giAg鮎m150，000to360，000donadonsperpool（Figtqe4－3）－  

representingtherangギofpo61血esusedbymamfhcttmof－PdFmThemiformdistributionprovided  
thcbest点tfortherangeofpossiblerecoveredplasmapooIsiz那thatmaybeusedin也eUSto  
mam血clurepd下VI¶・  

Variable：PTPl，WDWProbibilityarecoveredplasmapooIcontainingn砿仏一LWinfected  

donations（T．vmn町。。t司，1，2，4＞arcdeterminedbydensityfrequencyofDRp。。ほatX『lvc仙DR．p。。l  

A－Ⅳ・C・5・b・ProbabilityaplasmapoolmaypotentiallycontainavCJDdonation（S）   

Variable：Prh・C月）ザ00揖］｝robabilityofaSotLrCePlasmapooIcontainingoneormorevCJDdonations  

Pr（γCの＿卯鴫）＝トP巾v。肌釧＿叩搭ニ0）  町C．5＿1）   

Variable：丹h・C7Dザ00FR），ProbabilityofarecoveredplasmapobltontaimingoneormorevCJD  

donations 

Pr（γ叩＿ク007月）＝トP巾、00一釧一匹′月＝0）  （Ⅳ．C．5・Z）   

Variable：Prh・C7DTPOOLl－TheProbabilitythataplasmapool（includingSourceandrecoveredplasma  
POOIs）containedoneormor？VCJDdonations－ThedistributionforpooIsize（Orntderofdonationsper  
POOl）incorporatedinformatlOnOnPOOIsize．  
Variable：Percs－PercentageofSourcePlasmapooIsusedtomam血cturepdFVIⅡintheUS   

Variab）e：PercR－PercentageofrecoveredplasmapooIsusedtomanufacturepdFVITIintheUS  

su声g！StthatapproximatelyJrofpdFVIHproductswere  tioI】uSedintbemodel：Estimates  As5um   

made丘omSourcePlasma，and  eremade庁omrecoveredplasmよ  
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Theprobabilityofeithcra・VCJDdonitiohbeingpresentinaSowcdPlasmapoblisrepresentedby・the・  

・pOOl  

distdbution（Ⅹ1，X2；Pl，p2）r甲reSentStWOdiscretevaluesfortheprdb逼Iitiisthatapoolムay00ntaina  

l  

at－                                                                                ■’J  

■′′rノ  

。1  

（includingsourceandrecoveredplasma  
peme山agesムf血8呵Ot沖e50fplamapodls  払r  

蒜aやゎC炒少〃ん心血g伽血screte  t？m埜epdFV汀IIPrh，uD－POOL）issamPled丘omPrh，CTD・PO坤  

distribhtion：  

叩．， 坤∽一夕叫相加呼（坤∽画紳仰岬坤竹彗轡ノ  う  

蒜γ∽－ダム如血（岬ヰふ・岬毎ふ■■？ 

A一rv．D．Annualtotal皿umberofallplasmapooIsaJ）dnumberofplasmapooIs  

POtendallycontainin！aVCJDdonati叩thatareuSedtomakepdmⅡinthetJS   

A－IV．D．1．AtLnuaIamountofpdFVlr［distributedindthetJS   

Variable：rUFV）lJ－Amualnuzhberofal1mitsofhumanPdFVIⅡmanufhcturedanddistributedintheUS．  

millionunits  D＆t＆t）SedinthemodeI：BasedoJldataprovidedtoFDAfrommanuLhcttuers，atOtalp  

OfpdFVmwasmadeanddistributedintheUS．   

Variable：Percs－Representstheper？enやgeOfpdFVIHassunedinthemodeltobemad6年Om辿墜  
迦由（s読e誠Ⅴ加地1etふdhA一Ⅳ．一c／5．b．）  

Variab）e：PercR－Rq）reSentSthcpercentageofpdFVⅢassumedinth；modeltobe－made加mrccovered  

Plasma（sameasvariableusedinA－Ⅳ・C・5．b・）  

VariabJ占：fUFVm．STT71etOtalannualnumberofunitsofpdFVJIImade如m＄9uT9ePkLSma叫is  

reprcsentcdbytheequation‥   

刀り′仰＿∫＝′ぴr仰×♪e汀，  （ⅠⅤ・D・ト1）  

VariabIe：rUFVm・R－Theto榊annualnumberofmitsofpdFVmmade丘omrecoveredplasmaandis  
rcprcsentedbylhecquation：  

Jぴ′卿一月＝′リアWXPerc月  （Ⅳ．D，1－2）  
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ArIV．D．L2，An叩altotal叩mb＿erpfa11plasmapooIsusedtomakepdFVIIIand  

plasmapooIswithvCJDagent   

netotalnumberofplasmapooIsusedtomakepdFVIIIintheUSeachyearcanbeback－Calculatedfrom  
the’td血hurhb汝ofuitsdfhman・Plasma－derivedpdFVIIIdisbibtrtedinthe、射SLJeaChyeaT．Basedon  
血飴rihatioふ1d6scribedinequersecdons，itwasassumed．thatapproximat毒JL．ofthetotalpdFVIⅡ  
supplydistribut6dannual1yintheUSismanufactured＆omSourcePlasmaand’■■iomrccovered  
PlasmapooIs・hformadononpooIsize（numberofdonors），aVeragenumberofdonadonsperdonor，Si21e  

Ofi姐iヤidualrecoveredplasmadonations（200mls）azldSotmePlasmadonations（700mis）wereusedto  
first’detehineLtheamountOfplasmapresentinapool．Then，ddaontheaverageカdd・OfpdFVⅢper  

literofplasma（187IU），WaSusedtocalculatethetotalnumberofSo町Ceandrccoveredplasmapo？1sand  

thefesultswerestmedtodetenninethetotalntmberofplasmapooIsusedtomam払cturepdFWIin  
theUSeachyear・netOtal・number（OrPerCentagC）ofpla血apooIspotentiallycontainingvCJDagent  

WaSdetermin塁dinthemodclbasedonpooIsizeandtheprobabilitythatapooicontainedavCJDagent．   

A－IV・D．2・a．AmoubtPlasmaperpooI   

Variabie：DNvっ－VolumeofsinglelエnitSourcePlasma（mi）．   

Variable：DRp。。トs－NuJnberdonorsperSourcePlasmapool（samevariableasusedinA－Ⅳ．C．5）．  

Variable：FreqDN－S功verage丘equencyofdonations丘omasingleSourcePl甲madonorthat云ムntribute  

SoⅦrPePla？maforpdFVⅢmanufacture（SameVariableasusedinA－Ⅳ．C．3）．   

Variable：Vp。。トS－VolumeofaSourcePlasmapool（ml），  

㌔脚トぶ＝β点呼ト∫×伽曾釧－∫×皿町＿∫（Ⅳ・D・2－1）  

Vari＆ble：DNY－R－Volumeofsingleunitrecoveredplasma（ml）．  

V＆riよblc：DRp80トR－Numberdonorsperrecoveredplasmapool（SameVariableasuse？inA－Ⅳ・C・5・肇・）  

’Variable：FreqDN二s‥Average丘equencyofdonationsfromaslnglerecoveredplasmadonorthat  
COntributerecoveredplasmafofpdFVⅢmanuhctwe（SameVariablea！uSedinA－Ⅳ・C・3） 

V＆riable：Vp。。）－S－VolumeOfarecoveredplasmapool（ml）  

㌦ト月＝♪尺卿′＿月×丹e9釧＿RX叫＿月（Ⅳ・D・2－2）  

A－Ⅳ・D・2・b・AnnualnumberofplasmapooIsusedtomanufacturepdFVIⅡinthe  
United States 
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Va最よble：rUFVlu＿S－Amual皿itsdfpdFVⅢmidefromS6血ceplasma（calcdatedinA－Ⅳ．D・l）・   

Variable：Y．YtTAvcrageyieldofpdFVIIl（IU／Lplasma）   

麺些血t）tionⅦSedinthemodel：BasedonthedataprovidedbyW下H（199B）AndFDA－CBER（2003）we  
警StTledreragF函1dofpdFVlu（includinghighpurityandintermediatedpuritypdFVIlI）being1871U  
pα一Iit訂p18Ⅲlむ■ご 

metotalnumberofSotmPlasmapooIsad・reCOVeredplampooIsusedeach・year・hman血turin＄  
USpdFmaTeCalculdcdsq）aratelyinthemodel・Estimates鮎meachtypeofp90larcthen§umedto  
画aぬblvdue氏汀dlpodk・  

Variable：PooJs血alnumbcrSourcePlasmapooluscdtomakepdFVIII   

劫叫＝鮎〃〝d（（′q／㌔）／（㌦山／1000））（Ⅳ・D・2－3）   

VAriable：IUⅣtlトR－AmuallmitsofpdFVlⅡmade丘omrecoveredplasma（calculatedinA－Ⅳ．D．1．）．   

Variable：PooIRrAmualnumberofrecoveredplasmapooIsusedtomakepdFVIII   

伽o才一＝鮎〝扉（（′び貞／㌔）／（㌦d＿貞／1000）） （Ⅳ・D・2－4）   

Fin血1y，thenumberofpossibleSourceazldrecoveredplasmapooIsaresuTrmedtogeneratethetotal  

nuzdberofplasmapooIsusedinthemanu血ctureofpdFVmintheUS．   

Vari＆bJe：PooトAmualtotalnumberofplasmapoolusedtomakepdFVIII   

アb〃J＝劫∂ち＋劫0ん  （Ⅳ・D・2－5）  

んⅣ・P・・2・C・A叫numbervCJDpIasmap？OIsuseやt？maPuLhctur叩岬Ⅷin 
theUnitedStat由  

う  

Amalnumber・OfvCJDpooIsisexpectcdtobelowbecausethcUSvCJDprcvalence，eVenamOng  

donorsthattravcIcdtotheUK，FranceorothercountriesinEwopesince1980，islikelyverylowand  

PreS山nablyvaries丘omyeartoyear・Abinomialdi寧申bution（n，，P）isusedto．renectPevariatippinthe  

numbcrofYCJDpooJspresentinaslngleyear．Abinomialdisbibutionisusual1yusedwhenthenumber  
Ofpositiveobservationsb）orinthiscasethemberofvCJDcontainingpooIsisverylowcomparedto  

tbetotalnunberorpooIs（n）．   

Varjable：凸巾CLDザ00u－ProbabilityofaSourcePlasmapooIcontainlngvCJDagent   

Variable：PooJYCJD・S－AmualnumberSourcePlasmapooIsthatcontainvCJDagentu＄edtomike  
pdFVIII  

A－7（i  

250   



BENE2006－025  

PLPPENDM A 

PooJ瓜。＿∫＝β卸刑fdJ（タロ屯Pr（vCの⊥ク0ロブ∫）（Ⅳ・D・2－6）   

Variab）e：Prh・CJDTPOOFR）－ProbabilityofarecovcredplasmapooIcontainingvCJDagent   

VaiiibIe：PooIYC恥R－AmalnumberofrecoveredplasmapooIsthatcontainvCJDagentusedtomake l  

pdFVIH   

アロ8ん払＿R＝β加om血J（ぞ80㌦Pr（γC皿一夕0∂7月）（Ⅳ・D・2－7）   

Variab）e：PooIYCJD－AmualtotalplasmapooIsthatcontainsvCJDagentusedtomakepdFVIⅡ・   

鞄帆00＝タロ8ん∽＿∫＋PooJ、（迎＿月 （Ⅳ・D・2－8）  

A－IV．D．3．PercentageofpooIspotential1ycontainingvCJDagent  

Variab】e：PercYCJDふp。。l－PercentageSourcePlasmapooIsusedtomakepdFVⅡIthatcontainsvCJD  

donations 

Pα（：瓜。＿∫＿押d〒（几戒心M／加重）×100％  （Ⅳ・D・3－1）  

Variable：PercYCJD－R－P。。［一PercentagerecoveredplasmapooIsusedtomakepdFVIIIthatcontains  
vCJD donations 

PαC瓜。一月＿叩′＝（劫叫∽一月げ00J月）×100％ （Ⅳ・D・3－2）   

V且riabJe：Perc，CJDi”。I一月verallpercentageplasmapooIsusedtomakepdFVⅡIthatcontainsvCJD  

donations  

A－IV・E・ModuIe2：．EstimationofQuantityofvCJDagetltinaplasmapoolthat  

COntainsCadonationfromadonorpotentialIyinfbctedwithvCJD  

A－IV・E・1・QuantityofvCJDa写entPreSentinadonationofaspecificdonor 
pot占ntiil）yinfbit占dwithvCJD  

Vari坤1e：Ibl－Representsthei・C・D50preSentin叫ebloodofindividualin食cteddonor（ID5Jml）inthe  

lasthalfoftheincubationperiodofvCJD．  
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AsstImptioⅡuSedinthemodeI：WholebloodcollectedfromavCJD－inLbctedindividual’czmvary丘om  

PerSOntOPerSO71inthequantityofinLbctivityitcontains．Themodelusedalognormalstatistical  

distributiontoreprescntthevariabilityandtmcettainty：Ofthequandtyofi血dvityinblood．1twas  

assumedthatwholeblood丘omanin免ctedpersonpotentiallycぬricsaminimumofO．1i．c．ID50Perml，a  

5也pcrcentileof2i・C・D50Per血，amedianOf12i・C・D50PCr皿1，a95thpercentileof30i・C・D50Perml  
祖damaximumofl，000i．c．D5。Permi．Aitcmptsto■id6ntifyvCJDinfectivitytit耶ir；huniapblood  
havenotbeenst）CCeSSful，buttheassaysensi血ityforvCJD－invitroandinanimalmodelsislirhitcd  
＠hlCeeta12001andWadswortheEaL2001）．Wadsworthetalestimatedalimitofsensitivityofabout  
l，000Ⅱ）50hlbytheirassaymeaningthatinfectedbloodcontaininglessthahl，000ID50WOuldnothave  

elicitedinfectionordiseaseinthcir弧imalmodel，hencein危ctivitywouldnothavebeendetected  

（Wadswor恥2001）．  

Variable：ちLj・耶－Per？ent（％）i・VJD50SaSSOCiatedwithp）asma  

y 

謁ぅ  

■hamster－SheepscraplemOdilshowedthalappro吏imately58％ofinLtctivityin・WhoIcbloodis  
鮎SOCiatdwitbplasma．   

AsstlmptiotLtISedihtbemodel：memOdelassumesthat58％ofin免ctivityisassociatedwithplasma．  

AssumptiotLt）SeditLthemodel：Expostmtoin知tivitybythei．v．routeisbetw恍nlandlOtimesless  

e氏cientatcausinginLtctionthanintroductionviatheintracerdbralroute・Usingavalueoflfortheratio  

OfthelowcrboundoftheefRciencylSaCOnSerVativecstimateandasstmes血attheoreticallytherewQuld  
benodi蝕rencebetweenthec伍ciencyininitiatinginfectionbetwecnthei．c．andi．v．routes．  

Varj8blc：恥Volumeofonemitofplasma，dependingonplasmatype（卑ameaSDNv＿SuSediねヰーⅣ．  

D・2forSourcePlasma，SameaSDNv－RuSedinA－Ⅳ．D．2．forrecoveredplasma）  

Variable：h肝QuantityofvCJDagentinonedonationofinfectedplasma（iJv．ID5。hnI）  

J釦＝ん×叫×ん＿♪e汀×4v＿ね  （Ⅳ．E．ト1）  

んⅠⅤ・E・2・quan叫Of咋乃agentinaplasmapooleontaining・adonad。n打om  

donorpotendallyinfbctedwithvCJD  

＿J Variable：DnR－Numberofd云nations丘omaninLbctedplasmadonor，W匝hvariesbasedontypeof  
pla5madonated．  

AssⅥm  舶onu5edintbemodel：We  assumedindividualinfbctedSourcePlasmadonormo如IikelyglVe  
Onationstoapool，withmini止血mofl，maXimumof12donations．hdividualjn危ctedrecbvered  

asmadonorsmostlikelyglVeOnlyonedonationtoapool・  
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Variat）1e：み。9t・hitialin免ctivitylnaninftctedplasmapoplisrepresentedbythe6quation：   

才知′＝†β〝×上沙J以  （Ⅳ．E．ユ▼1）  

A－IV．F．Estimatio血Ofthe・POtentialquantityofvCJDagentinpdFVIIIprodllCtS  

manhfhcturムd丘om・pOOl（S）potentiallycontainingavCJDdonatiotl  
ユ  

TheFDAmodelemployedthreestratiiicationsofclearanCe：   
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Eachofthe岳elevelsofd甲an？？WaSmOdcldsqparately・Mostoftheresultsampresentedforthe4－6  
log！ 
assessment．  

Assu血t）tiotLStLSCdinthemodel：ThemodelasstLmedtherearepotentiallythreelevelsofreducdonthat  

maybeachieved：a’lowerlevelofreductiotl（arangeof2－3loglO）－rePreSentedbyuniformdis扇bution（2，  
3），nlediumlevelofreduction（arangeOf4－6logs，mOStlikely，5loglO＞representedbytriangul訂  
distribution（4，声，6）andhigherIevelofreduction（arangeOf7－9loglO，mOStlikely，loglO）－repreSentedby  

扇angulardistribution（7，8，9）．  

VariabJe：h。r・hitialin危ctivityinaspeciBcin危ctedplasmapool（CalculatedinA－Ⅳ．B・2）  

Variable：RL．g－PotentiallogreductionininLt占tivityduringprocessing  

Variable：Lh。tJp－Remaunngi血tivitylnaSPeCi丘cin免ctedplasmapoolaRerprocesslng  

∫肋卜郎＝′加′10月叫  （Ⅳ・ト1）  

Variable：DRh。；S近eofplasmapool（numberofdonors座001）．   

AssumDtiontlSedinthemodel：ThesizeoftheplasmapooIsusedinmanufacttmngwasassunedtovary  

丘ompooltopool・hthisriskassessmentmodel，tWOdifrtrentgeneraldistributionswereusedto  

r甲reSePtfr明りenCydistributionofsizesofSourceandrecoveredplasmapoolbasedonthedataprovided  
bypdFVmmanufacture長．  

Datat）Sedinthemodel‥lmfbmlationforSourcePlasmapooIsizewasco11ectedbytheFDA丘om  
PdFmImanufacturers．ThesizeofSourcePhpooIsranged丘om6，000donorsperpoolto60，000  
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d。n。rSPe，P。。Iwithmeano血onaミionsperpool．Thedisdbutionwasgeneratedbasedonthe  
pooIsizedahprovidedbypdFmmanufhcturersandthemad’et血訂eOftheprodudtsbasedon  
informations叩Pliedannual1ytotheFDAbyman血turerS・M血erssuppliedFDAwith  
informationontheaveragenumberofdonationsfrqmindividualsinthepool・   

DatatweditLthemodel：hformationforrewveredp血pooIsizeswasco11ectedbytheFDAfrom  
▲．J丁． pdFVmm血bfkttdTerS．●Ⅵksi2MffecoveredplasmapoorTanged丘om150POOJo360POO・donationsper  
pool．Thedisbibudonwas．generatedbasedonthepool或㌍4ataprp、申申bypdFVH輌and  
thema＝ketsharcoftheproducts．Manufhcturerssupp王edFDAwithinformationontheaveragenumberof  
donationsfromindividualsinlhepool．  

Variab）e：DNbRJ吋－Averagenumberofdonationsfromindividualdonorsinthepool  

A＄SumDtio叫tl＄edit）themodel：DataontheaveragenullberofdonationsperdonorperpooIwere  ミ  

Ofdonationsperdonorwasonlyl．  

Va血ble：月ⅣrVolumeor▲One血to丹1弧nちd印印血gonplam加e匝rSow00Pl鱒ma，禦e鮎  

恥闇dhんⅣ．D．2，濯0Verdplm，S弧e甲皿Ⅳ川髄dhA－Ⅳ．D．2．）  

VariAble：YF．7〝－YieldofpdFVIIl（IU几plasma）   

A肌mPtioDILSediJ）thcmodeJ：BasedonthedataprovidedbytheWorldFederationofHemophilia  
（2004）weassum由pdFVmyield，VariesfrompooliopoolwithminimumOf120，mOStlikelyof187and  
maximumOf250IUperlitcrplasma．   

Varjab）e：ん－QuantityofinfectivityinthepdFVIrproductmade丘omaspeci丘cinfectedpool（i．v．ID50  

per・It刀  

ん＝（J血卜郎ぺp月蝕′×即転＿。曙X上）〃γ））×1000／ちん （Ⅳ・F－2）  

A－Ⅳ．G・FVIIIutil血偵onbyIIAand′YWDpa偵entsa皿dpotentiaIexposu叩tO仙e  

VCJDagentthroughuseofhumanpdFVIII  

A－IV・G・1．FVIIIutilizationandpotential－eXPOSure－tOthevCJD？gentthroughuse  

Ofhumanplasma－derivedFVIIIbysevereHApatients   

Thisriskassessmentprovidesoutputsthatestimatetheannualexposureforseveralpatientsubpopulations  
WithSevereHAdiseasefoipatientsinthefo1lowlngClinicaltreatmtntgroups：  

・Prophylaxis－Noinhibitor  
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・Prophylaiis－Withizihibitor  

・Prophyl鱒is－Withinhibitorandimmtmetolerance  

・Ep‘is6dic－Noi血ibitor  

・Episodic－Wi払ihhibitor  

Tbe血dycollected・atOtalof17，848records；eachrecordrepresentingasingleyearofmedicaldatafora  
singleHApatient．Thecompreh飢Sivestudyco11ectedstandardizedinformationonpatientdemographics，  

cli頭caltfeahintandputcomedata．Patientmedicalrecordswereobtained丘omtreatmentsitesincluding：  
hemophiliatreatmentcentersPTCs），hospitals，Clinics，Physician’so瓜ces！home－CareagenCiesさnurSing  
homes，pnSOninfimaries，anddispensersof血ctorconcentrates・nedata，al）StraCtedfrommedical  

records，tdbulatedal1recorded血ctorconcentrateutilizationprescribedbyquantity，tyPe，purPOSe（e・g・，  

prophyl奴is，tftatmentofacutebleeds，OrimmunCtOlerancetherapy）andtotalquandtyusedpercalendar  

year・Amopgalltherecordscollectedinthestudy丘om1993－1998，1，993wcre丘omHApatientswith  
se寸erediseaselth誠・hadbeenttreatcdwith・bumanpdFVTIrandtherecordswerefurther伊OuPed・into負ve  

clinicaltreatmentsubcategoriesbasedontreatmentre伊men，including：PrOPhylaxis，nOinhibitor；  

PrOPhylaxIS，Withinhibitor；PrOPhylaxis，withinhibitorandirrmunetOlerance；ePisodic，nOi血ibitor；and  

episodic，Withinhibitor・DatafromeachoftheBvesd）POpulatiohswereanalyz？dindividual1yusingthe  

Statisticalpackage“JMP”（SAShstitute，CaTy，NC）togenerateinitiatdescriptivestatistitsand  
disbibutidnst〉fpdFVIⅡusage’bytheHAIpatients．・Thedata｝COntalmngamalp鱒ⅤⅡIlutilizadon 

in血matiohfor’Patientsineachofthefivetreatmentgroupswere旭eranalyzedusinBBestFitso食ware  

げalisadeCorp，NewYotk）togenerateastatisticaldistribution（S）foreachpaticnttreatmentgroupthat  

best・reflectedthevariation；inpdFVⅡⅠ血1izadon．Overal1，theGeneralizedBetadistributionprovidedthe  

rnostreasonibleandconsistentAt．forthepdrvⅢutilizadondataamOngallofthepatienttreatment  

grotlPS．TbeGeneralizedBttadistributionswerethenusedinthemodeltoapproximatetheqdistribudon  
OfutilizadonofpdFVIIIinbachofthe丘velHApaticntsl血populations．FDAtJSedtheonglnalpatient  

datatonotonlygeneratestatisticaldistributionsLbreachpatienttreatmentsubpopulation■FDAalsoused  

theorigihaldatatoidentifytheminimumandmaximumdosagesusedbypatientsineachspeci丘c  
treatments豆bcategoryandtrunCatedeachdistributionusingthesevalues．Graphicalrepresentationsofthe  

Origin弧dataandthe・BttedGen芦ralizedpetadi如bl事tionsareshowni鱒ヰPPendixC・Wealsoprovidea ÷ノ■一■J  

SummaryOfthepdFVlIIusagedata倉omtheCDCsponsoredsixstatestudy，andalsostmarizethe  
lnPutGeneralizedBetadis扇b山ionsgqlerated両theachsubsetofdatainTal）leA－4．5・  

TableA4・5・AnnllalusageofpdFVHIt）yindividuaIHApatientswithseveredisease－dataaJ）dinptIt  

distribution  

OriginalData   

Tr8atmOnt  ln川b暮tor  

Roglmon  Status   n  M亡an   95％CI   

坤句／由井怨   Nolnh】bltor   t汀8   
18Ju041U   （1ユ574一  

518丁目1   
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l．4糾0 ■  古．ユ8‘1l  ∴¢㈱，． …000）  100523  （20058． 44TtはOI   

0．8782・  5．508l  （10∝〉00， 2∝伽00）  558700  （｝323も 15明朗明   

0．988ユ  ▲10．‘○   汎  
l㈱00） 

852TO  t411ュ．  
244鱒叫   

¢三00．．  
0．‘950 ■  3．‘‡王2。   l∝伽叫 ▲・：†l：  

肘掛IlnNbib－  

け！78l   P859．  
N01汀甘nリn8  83  937480  

T010raれC8  

Ⅵli仇暮nl一朗tor  

●2   
5占9707   （14315，  

肌用htm†nUnO  3222ヰ71）   

T血向n亡○  

No  
叩   9糾－，   P抑】．  

h付出br   345仙q 

匂ぬ○臆  
W柑l 

151  1‘9T10   伊○！汐．  
h帽山一or  8357ユタ）  

Variable：勒－Å皿maltlSageOfpdFVITby’indivi血alHApatieptofa甲eCi丘cclinicalgroup（rU／yr，  
p∝SOn）  

Ⅴ孔ri且ble：仇J－Vialsize（几〝扇al）  

AsstLmDtiotLqSeditL・the＝mOdel：We－aSSumedtherewereequalnunibg！Ofvialsfoi・eaChofthefour  
di恥rcntpackagesi2：CS（250，500，1000aLnd1500rUfvial）thataredistributedintheUS．  

VariabIc：：㈲Tb，⊥AmualnumbcrofpdFYlⅡvialsusedbyindividualpatient（vials／yr，PerSOn）  
lr  

J ！ AssumptionrItISedinthemodeI：WcassumedindividualpatientusespdFVⅡIproductsofthesame  
P由女卑geSizethroughoutthcwholeyearperiodOf2002forwhichthemodelwasrun．  

靴転■＝〟汁／几㌦′  ・．（Ⅳ．G∴トl）  

Variable：hot－Annualn血berofplasmapooIvscdtonakepqFVⅡⅠ（CAIc山atpdinA一Ⅳ・D・2・b・）  
ト トト  

Variablc：加oL，CfD－ÅnnualnumberbfvCJDplasmaboorusedtonlket）dFVIr（（CalculatcdinA一  

Ⅳ．p．2．c．） 

Vari且t）1e：此rc，C伽。u－PercentagepdFVmvialscontainingvCJDagent  
l  

VarjabIe：汚qL，CID－AmualnumberofpdFVⅢIvialsusedbyindividualpatient（vials／yr，PerSdn）   

nαJ，∽＝侮ら∫×アe化、00一融  （Ⅳ・G・1－2）   

Variable：ん－QuantityofinfbctivityinthepdFVⅢproductrha4c＆omaspeci鱒，Linfbctedpool（i・V・D50  

p6rIU）（calculatedin■Ⅳ．円  

VarIe：I，，－AmualexposuretovCJDthroughuseofpdFVIII（i．v．D，血pe，S。n）  
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