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APPENDIX A 

Sqpplemental，teChmicalinfbrmationfbrtheFl）ARiskAssessment   

Thesectionsinthisappendixprovideadditionaltechnicalinfbmationanddetai1sofdataandmodeling  
approachesusedinspecificsections（butnotallsections）ofSectionⅣ・Theheadingandnumberingof  
eachrsectio71．．inthisappendixmimrsthesectionsin“SectionrV．ExposureAssessment”portionofthe  

dskassessment．   

A－IV．A．EstimatioJ10fvCJDPrevalencejntheUnitedKingdom（Modlllel）   

A－rv．A．3．Estimationofage－SPeCificvCJI）ptevalencebasedontheagedistribtltion  

OfdiagnosedvCJDcasesintheUX 

CasesofvCJDoccurinrelativelyyotmgi11dividuals（medianageof28yeam）comparedtoclassicCJD．  

Bloodandplasmadonorsareusuallyattheage18－40，am？ngWhomthevCJI）prevalencewquldbe  

exp＆tbd’・tObehigherthantheprevalencFanOnggeneralpopulation・Becauseagespecificrates・6f  

donationandvCJDinfectionwouldlikelyhavealargee脆ctonth占点nalriskestimatetheFDAmodel  
Ca托fhllychractcrizes鱒eagesp？Ci丘cprevalenceofvCJPanddonationrate・ThoughouttheFDA  
model，ageLSPet漬cvCJDpIやilencehtesarecalculatedforeach伽eyearagegrOuPbeginmngatage  

group’of■10：－14yrs，15－19車Sandsoon－andappliedinestimatingvCJDriskandprevalence如 

r由ideムts’OfdiffbrentgeographicreglOnSandtheUSbloodandplasmadonorswhotraveledtothose  
reglOnS．ThepeTCentageOfrqortedvCJDcasesbyageisshowninTab）eA⊥4．3．Tbemodelassumesthat  
dleage－SPeCi丘cperCenti畠eandprevalenceofincubatingasymPtOmaticcasesreflec事Sthesameage－  
speciBcrtrendasLbi 

TableAJI．3．ReportedvCJDca去esitItheUKandpercentoftJSSourceP）asm且andblood  

（recoveredphsJna）donorsbyagegroups  

▲rt亡r011p   く1tI  】¢－IJ  lゝ  18－  ユー・   ユ～・   31ト   35－   40－  4～－  50■  5ふ  仏  鱒・  ＞丁（〉  

lタ  l，  王1   王，   ユ4   ）タ   」H   1，   54   5，  糾  ‘少   

R印Orttd  

YCJD8■5亡蓼in  

UK（tIlr仙帥  ○   
5   コ7  32   30   22   13   5   5   0   5   

ユ003）▲  （3．4％）  （18・4％）   （ユー・8％）  （20．4％）  （川・9％）  （8．g％）  （3，4％）  （2％）  （）・4％）  （0％）   （3．4％）   

（％）  

Agc 
diさIribtltloi  

01USSour亡e  0   0  t2％  29二I％  Ⅰ4．1％  】4．1％  9．‘％  9．‘％  5．8％  5．8％  0％  槻  0％  0％   

P】■Sm▲  

d叩○－－（叫b   

旬事  
dhldbu暮Ion  

○†US別00d  0   0  5％  13％   8％   10％  12％  13うi  12％  11％  7％  4％  5％  0％   
伊恍01椚d  
pl▲5m■）  

donorlt 

▲l王ilt（〉nゼJ8エ2004  

－plas欄PokinllのpeUdcs心soci丑山on（血07．2005）・Wh訂ed紬W亡reOrg肌izdhbroaderagegro叩WeaIl∝akddonorequ誹yamong5Ⅷ版5y飴r  
agC卯Up5  

‘1）a也provided10FDAbyWesbtinヱ002  
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SomeofthegeneralvariablesfbrgeneratingagespeciBcestimates丘omthemoddaredescribedbelow・   

Variable：昭e－AgeofvCJDcasesin5－yCarhcremcnts   

Variat）1c：VCJD肌rh，d－RcportedvCJDcasesintheUXby5－yearagegrOupS（through2003）begiming  
at10－14yrs，15－19yrsandsoon．   

DatausediA仙eⅡ10deI：DataonthevCJDcasesintheUKwasdcrived丘omHiltonetal．（2004）．The  
dataincludescas田山mughthcendof2003．  

Ⅴぬbk：助長即妙Pα血ge祀m∽田a仙tdbye血相岬サム10一4料5－1タ叩・う  
andsoom   

地建WeassumeeaChoffouragegroups，55－59yrs，60－64yrs，65－69yrsand  
70－74yrs，COn出bdessameptrcentageinvCJDcas隠  

Forthe叫（Bve－yP河age 
． 

pcrcenta写eSfor紹Ch．groupweidenti丘ed卑VerqPOrtedcases（SPeCiもcally，叫甲r甲Orted 
SPeCi鱒preva）甲CC伊OuPin豆ShbwninHiltonetal・＠004）forpeisoqsa写Cd55－74yrsandtY6casesof  
blbod’trpsfusiopvCJD（each＞64yrsofaBe）（uewelyn2O94？Pedcn？005））in申e55－74yragerange・  
The茄vecasesinthc55－74yroldagegroupareshowninTableA－43二Lweassumedanaveragcofl・25  
CaSeSforeachofthefotLragegrOuPS丘omtheagesof55－74yrsanddividedbythetotalmJmberofvCJD  
CaSeSforalIagegroupstog申thepcrcenlageofcasesforeachofLhefoursubagegroups，55－59yrs，60－  

64yち65－69y相加迫70－74ys．   

nepercentageofvCJDcaseshtheUKfromeachagegroupISrePreSentedbytheequatioh‥  

肋間叩，＝（vα‰（岬｝′γα‰（聯，）xl00％  岬・ん1－1）  

聯＝小一  

ラ 

A－IV．A・3．a．EstimatingtheUKvCJDprevalencepredictedbyepidemi0logical  

叫OdeIing（C］arkeandGhani2005）fbreachagegrollP   

VariabIe：VCJD血－2002－PredicfedclinicalvCJDcasesintheUK舟om2002a鮎rw訂d（cases）・Preqicted  

Clinlcalcases丘om2002a鮎rwardinclude32vCJDcasesdiagnosedin2002and2003and79（95％CIof  
lO－190）futurecasesbetween2004aJld2080predictedbyClarkeandGh弧i（2005），Whichdv占atotalof  

lO2cases（95％CI：42－222cases）after2002．   

Variable：Ap－VC7DhcqI－NumberofasymptOmaticvCJDinftctedindividuals丘■OmaSPeCi丘cage  
伊Ouplnyear2002．  

」野川一γC炒侮り＝γC彷∫んαヱ〃の肋′Cy∽毎d  qV・A・ヱ」）  
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Variable：Prev＾叩－VuDh7gql－PrevalenceofasymptomaticvCJDinfbctedindividualsintheUKbyage  
謬OupS（cases／million）．   

TheprevalenceofasymptOmaticvCJDcasesintheUKbyagegroupISeStimatedusingtheequation：   

動勒小一γC仰向〃＝J即研一祀鞠〝動別間励  （lV・A・2－5）  

A－IV．A．3．b．EstimatingtheUKvCJDprevalencederivedn■Omtissuest）rVeillance  

伽reacbagegroup   

Fortherisk裏薩essmentmodelweconvertedthe3in12，674presumptlVCpOSitivcratctoanaveragerate  
OfvCJDintheUKpopulation・Oflin4，225一（andusedthel／20，300・tOl／1，450at95％CI；PrOpOrtions  
WぼeCOnVertedfromthe95％CIreportedbyHiltonetal（2004））二Demographicinformationofreported  
VCJDcases（TableAA．3）indicatedthattheyoungerPOPulation（20－29yrsofag可thatwasdeliberately  

OVCrSampledinthisstudymayhavebeenmoresusceptibletothedisease．ThevCJDprevalenceamOng  
UKdonorsmight，．therefore，beover－repreSentedbytheprevalenceof20－29yearsagegroupderivedfrom  

thestmei11anCeStudy・Amigthesensitivityandspecincityofthetes血gmethodislOO％，the  

estimatedrateoflin4，225tranSlatesrough］ytoavCJDprevalenceof237casespermi11ion（95％CI：49  
叫692casespmi11ion）foral1agegroups・7beauthors但ihonetal2005）indicatedthatapproximately  

60％ofthesamplestested（丘om7，600patients）came舟ompatients20－29yearSOfage．Amongthe20－29  

yearoldgroupwecalculatedavCJDprevalenceofapproximately400casespermi11ionforwhichwe  
aLSSumeda95％CIoflOO－1200casespermi11ion．   

WethenderivedtheprevalencesfortheremainderoftheUKdonorpopulationbydeterminingthe  
PrOPOrtionaldi脆rencebetweenthevCJDprevalencefromthedssuestudygroupandthenumberof  
actualreportedvCJDcasesfordonorsinthe20－29yeaJLSagegrOuP．T山sproportionwasthenappliedto  

theremammgagegroupsinthedisbibutionofreportedvCJDcasestodeterrninetheprevalencefbreach  
agegroup．BymultiplyingoureXhapolatedvCJDprevalenceforincubatingcasesbythetotaldonor  
popdationwetvcreJabletoes血atethenumberofpossibleincubatingvCJDcasesineachUSdonorage  
伊OuP．Weassumedthataplasmapoolusedtomam血cturepdFVmproductintheUSintheyear2002  

COnSisted6，000to360，000donations，aJldseveraldonationsinthepoollikelycame舟omthesamedonor．  

Tbeestimatedprevalencewasthenusedtogen訂ateVariablesandparametersrepresentingthepotential  

numberofvCJDdono云ordonatinsthatmightbepresentinaplasmapool．  

VariabIe：Prev4p一明0．3qIPrevalenceofasymPtO叩aticvCJDinLtctedindividualsintheUK20－30  
ye訂01dage伊Oup（c鮎eS血山hon）   

AssumDtionsusedinthemodel：ThevCJDinftctiousagentispresentinthebloodoftheindividual  
WhenthetheaccumulationofprionpTOteincanbedetectedinlymPhoreticulartissue．PrevalenceofvCJD  
asymPtOmaticindividualsintheUK20－30yearoldagegroupislikelytobe400caseshnilliQn，95％  
CI＝100－1200caseshnillion．ThevaluesfoithisvariablewereestimatedfromtheHiltonetalstudies  

（2000，2002，2004）．  

Variab）e：Pqp，L勒q，PopulationiムtheUKbyagegroups（Thousands）．  
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Dat坤l：nCdataforUKpopulationweresourced鮎mUK苫OVemmentStatistid（UK  
NationalStatistics，2005）．Wh訂eUKdatawereorganizedinbroadercategoriesoflOto15yemw占  

allocaledpopulationequal】yamongsmal）er5yearagegroups．   

Variable：句研一VFmpo朝一ThenumberofasymptOmadcvCJDin危ctedindividualsinthe20－30yr－  

0）dUKagegroup．Thisvariableisrepresentedbytheequation：   

A砂朋一γ∽〝因り＝伽，C叩似りズ物∽叩れ神  町A叫  

y卑dible：郎川一γCmLb．d－NumbemfasymPtOmaticvCJDinfectedindividualsintheUKbyagc  

騨0ⅥpS  

叩 

）  

Tbenumbqofas叩ptOmicvCJD 
・血mowhg．閂朋滋on：   

」即朝一yC′p如く戸A叩桝－γCJp仰りり梅′C岬揖扉  岬ふ1ユ）  

V訂iabIe：Prev＾研一．・C仲卸d－PrevalenceofasymptOmaticvCJDin氏ctedindividualsintheUKbyage  

伊OupS（ca5eS血山1ion）．   

Thcpreva）cnceofasymPtOmaticvCJDcasesintheUKbyagegroupISeStimatedbythcequation：  

毎＿砿〃叩叩〃三」叩－，α勒㌦呼∽侮り  町ふ叫  

A－IV・乱EstimationofvCJDPevalenceinUSP）asmaDonrSandPlasmaPooIs Lう  
・（Module2）   

A－IV・B・1・a・Annua）USplasmadonor＄andcharaCteri2：atio血byage  

A－rV・B・1・t）・SourcePlasmacollectioninthetJt）itedStates：CharacterizedbydoⅡOrage  

Variablc：Dn－AmualnumberofSoep】asmaunitsusedtomakepdFVIH．  

AsstLmDtiontJSedinthemodel：Itwasassumedrthat，OnaVerage，3．3mi11ionmitsofSourcePlasma  

WereuSedineathyeartomakepdVⅡⅠ．Itwas、血ー山er由血edthatthereisAlO％血darddtviationin  

thenumberofSourcePlasmaunitsusedtomak占、pdFmLbranygivenyear．   

Dat＆uSeditlthemodel：TheaJmualnumberofSourcePlasmaunitswasbackcalculatedbasedonamual  
mitsofpdVⅢproductmade丘omSourcePlasma，theaverageカeldofpdFVIn（187mitsperliter  
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plasma）andaver？geVOlu甲eOfsingleunitofSourcePlasma（700mlperunit）・Theinfbrmationonannual  
mitsofpdFVIIlmadefromphsmacollectedintheUS，カeldof免ctorVⅢandunitvolumeofplasma  

WereCOllectedfrompdFVHmglp如h汀erS．   

Variable：LusrAnnualmmberofdonorswhocontributeSourcePlasmaformanufactureofpdFVm・   

AssumDtionusedinthemodel：Itwasassumedthatthereareapproximatelylmi1honSourcePlasma  

donorsintheUSeachyear・Itwas負∬血erassumedthatSourcePlasmafromanyindividualdonormaybe  
usedtomakepdFVHI．Thcrefore，WeCaiculatedthattherewereapproximatelylmilliondonorswho  

COn扇bptedSourcePlasmafbr仇emanufheofpdFVIII・ItwasfurtherassumedthatdlereCOuldbea  
lO％standarddeviationin，then11mberofdonorsin一anyglVenyear．   

Variable：Agc－AgeinformationforUSplasmadonorswasgroupedinatwoyearincrementfor18－19  
yearsoldbeca那ethemodclaLSSumedthat18wasthemimimumageofdonation・Theremgnlng  
POPplationwasgroupedby5－yearipcremepts－including20－24yrsold，25－29yrspold，andsoon   

Variable：DR輌4－nePerCeniageofSourcePlasmadonors丘omagivenagegroup．  

Datauseditlthemふdel：DikributionofUSSotmPlasma・donorsbyagewasobtainedfromthePlasma  
Prot亘nTherapeuticsAssociation（2005）・Wheredata（PPTA，2005）wereorganizedinbroaderagegrotlPS  

OflOyearsor15yeaqs，Wegenerated5－yearageSubgroupsbyalloca血gthepercentageequalIyamOng  

甲Cbs血許0叩・  

Va品ble：DRhb84－TbeannualSo肌ePlasmadonorsbyagegroup去whocontributeplasmaforpdFVm  
manufkturingisrepresentedbytheeqtntion：   
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A－IV・B・1・C・Recoveredplasmacollectioninthet］nitedStates：Charact打i2＝edbydonorage  

Varjablc：Dm－Armyal甲itsofrecoveredphLSmauSedtomakepdFV鱒  

Assumt｝tionusedinthemodel：Itwasassumedthatapprox血a｛elyl，800，000umitsofr∝0寸eredplaLSrna  

areusedtomakepdFVHamual1y・Thisestimationwasgeneratedbybackcalculatiohbeginningwiththe  
totalquantityofpdFVHlmanufacturedintheUS．1twasfurtherass皿IedthattherewasalO％standard  

deviationin払enumberofunitsforanyglVenyear・  

Ditausedin－the血d烏l±Thearm叫numberoftotal血itsofpdFⅥ甘叩ふ血ctured鮎preふvered  

plaiiha■Cbllectedid’血古Us◆h，aSedhlatedbybackcalculation．Thecalculationwasbasedorrthetotal  

quantityof孤nualunitsofpdVⅢproductmade丘omrecoveredplasmacollectedintheUS∴wecan  
餌仇erestimatethenunberofdonationsusedtomakethepdFVHI丘omrecoveredplasmausing  
estimatesintheliten山refortheaverageカeldofpdFVⅢ187mitsperliterofplasma押肝H，2004）and  

averagevolumeofsingleunitofrecoveredplasma（200mlperunit）．TheinformationonaJlnualunitsof  

pdFVIIImadefねmplasmacollectedintheUSwascollected丘omさdVⅢmanufhct∬erS，  

A－5  
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APPENDIX A 

Variable：DNpLr・Eb4－Thepercemigeofbloodunitsdonatedbyagivenagc寧Oup・  
－1  

Datausedinthemodel：Distributionofbloodunitsbydonoragegroup・drisdbtainedfromWestatdata  
PrOYi4edtoFDAin2002Patashown申A－4・3）・  

Vari坤：D％－AnnヰmitsoffeCOYeredphsma．usedtomakepdFVHbyqonor？e．甲uP                                      i  

乃Ⅳ虎（呼）＝吼×机卜叩（岬） 岬．8．叫 

Variable：L％－Amualnumberofdonorsbyagegroupwhocontribhttrtcoveredplasmathatis  
usedfbrmaLnufもcturcofpdFVJII  

Asstlht｝tioh’tISdinth寧叩Odel：由chudtofrecoveredplasmausedtoふakepdFVⅢcomesfrom  
di飴rmtdono這rTb亘占fore，nⅧmもerofdonors鮎managegroupequalslthenumbcrofdonations倉om  

地雨age伊Oup．   

TheBLmualnuzhberofrecoveredplasmadonorsbyagcgroupwascalculat6dusin阜theequation：   

月収貞（叩）芦月〃虞（騨ト 
（Ⅳ・山一2）   

Variable：DRR－neamitotalofpotentialrecoveredplasmadonors血oconbibutetheplasmathatis  
u琴dfbrmanu＊tureofpdFVIII，Whichwasestimatedinthcm9del戚率thesumma？on血ncdon：  

70－7●  

∂月々＝ ∑月収呵騨）  岬．払3）  

噂作用－1，  

A－IV・B・2・Totall血smaldonorsanddoJ）ations－brmanuLhctureofpdFVIIIinthe  
US   

VariabIe：DR7b（－Theannualtotalofpotentialplasmadonorswhocohtribde‘plasmaforpdFVIII  
manufacturingiscstimatedbysunmingthenumberofSourcePlasmadonorsaJ）drecoveredpJasma  

donors▲andisrq）reSentedbyther？qbatio血‥  

皿㌦＝エ鳴＋叫 qv．8封）  

VariabJe：DNTbL－Thean甲altotalofpotentialplasm号units・uSedtomak叩曹VIIIis9Stlmatedby  
Sum甲gthehumbei6fSourcePlasmad6natibnsandrecpveredplasmalddnAti6ns：andisrepT甲＄ntedby  
山eequation：  

一   

札＝耶＋利 帥・8彗）  

A－rV・C；Estimationoftherprobabilitythatra！P）asmaApooImaycoJ）tainadonatjon  
fromaninfbcteddonorthatcontainsvCJI）agent  

A－6  
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