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A－IV・G・2・PdmIIutiuzationandannualexposureofseverevonWiIlebrind  
di＄eaSepatients   

TheCDCandsixstateHemophiliaSurvei11anCeSystemprq）eCtCOnducted丘om1993－1998didnot  
includepatientswithvWD．WeassuふedthatvWDpatientswithseverediseasewouldlargelyuseHumate  
Pproductonlyfor血ctorreplacementtreatment．AsearChofrecordsintheHemophiliaSuⅣeillance  

Syst甲Prqjcctdatarevealedatotalof58recordsthatindicatedHumatePhadbeenused，am0？gWhich，8  

recordsindic如espatientshaddevelopedinhibitor，Which訂eCOnSidereduncoⅡⅡnOnamOngVWDpatients  

andwereexcludedfromanalysis．Amongthe58records，35were丘omAdults（≧15yrsofage）and23  
recordswere丘omy？ungPerSOnS（＜15yrsbfage）・Recordsforeachagegroupwere血地ergroupedby  

Clinicaltreatmentuslngeitheraprophylaxisorepisodictreatmentreglmen．Datawereinitiallyanalyzed  
individual1yusingthestatisticalpackage‘TMP”（SAShstitute，Cary，NC）togeneratedescriptive  

St車Stics鱒dstatisticaldishibution（S）fbreachpatienttreatmentgroupthatbestreflectedth6V傘ationin  

PdFVⅢutilization二TheGeneralizedBetadistdbutionwasidenti鮎dasthebest負ttothepdFVⅢ  

utilizadondata（BLSdeteminedbyusingthesoftwareBestFit（PalisadeCorp，NY）adwasuseasthe  

lnPutdistributionfbrpdFⅥⅢusagebyindividualvWDpatientsinthemodel．Grq）hicalr甲reSentations  

OftheoriginaldataandtheLttedGeneralizedBetadis扇butionsareshowninAppendixC．TableA－4．6・  

SⅥmmariz甲PdFVⅡIusagedata丘omCDCsponsoredstudyandtheinputdisbibutiongeneratedbasedon  
thcdata．FDAuseddataintheCDCandsixstat＄HemophiliaSurveillanCeSystemprqicctconducted  
from1993－1998toestimateFVⅢutilizationbyal1vWDpatients．Thedatarepresentonlyasampleofa11  

POSSiblevWDpadentswithseverediseaseintheUS・FDAestimatedthattherpwereappro丈imately250  
padehtsintheUS料ithType3vWD．Tocalculatethetotalnumberofpatientsineachagegroupand  
treatmentreglmengrO叩Wea句ustedthe58patientpopulationtoequalatotalof250patientsby  
mltiplカngthepati印tpOPu坤ion．ineachgroupbyafact9rOf4・3（250／58＝h4・3）・Theutilizationdata  

forpatientsineachtreatmentreglmeninthesamplepopuladonwereusedintheriskassessmentmodelto  
generateoutput＄fortheamualexposuretovCJDforallvWDfbrAdult（＞15yrsofage）andYoung仁15  
yrsofage）perSOnSintheUSaInOngClinicaltreatmentgroupsofprophylaxisandepisodic．  

rr乱bleAA．6・AnnualllSageOfJ）dFⅥⅠIbyindividuaIseverevWDpatiet）t－dataandinput  

distrihtionWendedtol）pdatetheinEbrmatioIiinthistable－basedonnewcalculationsforatotal  
O158e且S錯（previ川Slyitwa550c且5eS）  

OrighalInputData   

Troatmont  
Per亡en暮Or  

Rogimon   10ta】  Mean  ，5％CI   

popl11且ポ0Il  
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Adult  
P15y門OI■亡d  

P叫呵佃鹿  17   訊 
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（15570，  
606699）  
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（13年1， 0・58551・相打 温）86923 26。66。）  

V訂iさble：∫りq－AnmalusagcofpdFVHIbyindividualvWDpadentofaspeci丘cc鱒Calgroup（iu／yr，  

p耶On）   

V＆riable：tt7k－Vialsizc（rU／vial）   

Assbmt）tioJ”iedhthemodel：Wea∬umedthatequalmnib耶Ofvialsineachofthrecdi脆rent  
PaCkagesizes（250，500，1000rU／vial）訂Cdistributedonthemarket．  

Variable：吼－AnnualnunibcrofpdFVHvialsusedbyindividualpatient（dals伽，PerSOn）  

Assumptio”SedjnthemodeI：Wcas？umCdindividualpa！ientsusedpdFVIr［productsofthesame  
．packagcsizcthroughoutwi10lcyearperiodof2002forwhichthcmodelwasrun．  

撤砿＝几㌦／〃w  （Ⅳ．．2－1） 

V且riablc：伽t－AmualnumberofplasmapoolusedtomakepdFVm（calculatedinA－IV．D．2．b．）．  

Variale：動叫ん∽一ふIValmt沌rOfvCJDpl甲maP？01usedtomakepdFVIE（calculatidinA－  

Ⅳ．D．2．c．）   

Variable：‰，。u－PercentagcpdFVmvialscontainingvCJDagent  

Variable：VbL，W－AmualnumberofpdFVHvialsusedbyindivid血1patient（vials／yr，PerSOn）   

析αJ，∽＝吼×Pe和昭。＿血′  （Ⅳ．G・2－2）   

Variable：ん－Quantityofin危ctivityinthepdFVIIIproductmadefromaspeci丘cinfbctedpool（iv．Dp  

PerItJ）（calculatedinIV．F．）  
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Variable：lvrAmualexposureofindividualvWDpatientstovCJDthroughuseofpdFVm．（i．v．ID50／yr，  

person）  

′〝＝署′UX几㌦－  
・J－l  

（Ⅳ・G・2－3）  
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I）RAFTISStJESUMMARY  

TRANSMISSI丑LE＄PONGIFORMENCEPEALOPATHIES  
ADVISORYCOMMITTEE（TSEAC）MEETING  

December15I2006  
SilverSpring，Maryland   

TopicII： ExperimentalC］earanceofTiansmissib］eSpongifbrmEncephalopathy  
CrSE）InftctivityinPlムsma－derivedFactorVIIl（PdFVIII）Products   

Issue：FDAseekstheCommittee，sadviceonwhetheraminimumTSEagentreductionfhctor，  

demonstratedinlaboratory－basedexperimentalmodels，WOuldenhancevCJDsafttyofthe  

products．   

BackgroundandRationale  

Alth？ughvariantCreutzftidt－Jakob（VCJD）traムsmissionby，Plasmaderivativeshasnot  

beenreported，Plasma舟omexperimentalanimalshasbeenshowntocontainTSEinfねtivity，and  

humanbloodtrans蝕sionshaveprobablytransmittedvCJDintheUK．ResultsfromtheFDA  

riskassessmen！mode）forpotentialexposuretothevCJDagentthroughthe山seofU・S・licensed  
pdFVIIIproductsindicatethatamqjorfhctorinreducingthepotentialriskofsuchexposureis  
theamountofTSEagentclearancethatoccursduringmanufacturing（Attachmentl）．TSE  

Clearanceinpl鱒SmaprOductshasbeenstudiedbymanymanufacturersonavoluntalγbasis．On  
Februalγ20，2003，theTSEACvotedthatFDAshouldconsiderlabelingclaimsfbrTSE  

ClearanCeWhenmanufhcturershavesubmittedclearancestudiesusingviralvalidation－Sty1e  
methodsaJldmodelTSEspikingagents．Todate，FDAhasapprovedJabelingcJaimsforTSE  
Cl甲ranCefbrtwoIGIVproductsandanAntithrombin111product・Theseapprovalswerebased  
uponviralvalidation－Stylestudiesusingbmin－derivedspikesfbrinputinftctivity，andbioassays  

asar甲d－Out．VariousotherstudiesofpdFVIIIproductsthathavebeenperfbrmedby  

manufacturerswere′repOrtedto 

AttheSeptember18，2006meeting，theCommitteediscussedTSEclearancestudymethods（1）  

（Sum叩ary，Attachment3）．Mostmembersthoughtthatitwouldbeprematuretostandardize  

TSEclearqncestudies・Exo号enOuS（“spiking”）mOdelsfbrTSEclearanceweredeemedmore  
ftasiblethanexperimentsuslngPlasmaofinftctedanimalsbecal）SeOflogisticalconstraintson  
theendogenpu＄mOdel・1TheCommitteeagreedthatexogenqusclearapcestudieshave  
limitations，ParticularlyduetolackofcertaintyaboutthefbrmoftheTSEagentin・blood．  

However，Shou）danexogenousmodeldenlOnStratethataprocesssteporseriesofstepsachieves  

arelativelylowlog10reduttionofspikedTSEin危ctivity，aStudyusユngalargeVOIumeof  

endogenot）Slyinftctedplasmamightstillbeuse餌todetermin＄WhetherornottheJow  
demonstratedleve）ofexoge110uSmOdelclearancesti‖offtred占bmepotentialbene貞t．Inthese  

SCaled－downendogendusmodelclearanceexperiments，itwou】dbeespeciallylmPOrtanttOteSt  

mostifnotallofthefinalprodt）Ct uSmganimalsandroutesofinoculationknowntobehighly  
SenSitivefbrdetectinginfヒctivity．A】thoughthelogsofinftctivityremovedwi11hotbe・large  

COmParedwithanexogenousspikingexperiment，therelevanceoftheendogenousexperimentto  

IconstraintsincludelowdynamicrangeofclearancethatcaT）bedemonstrated，SCaleoftheexperiment，numberof  
assaya11imalsrequired，and］engthyincubationtimes．  
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thehumansituationmightbegreater．ni5isbecausethefbmlOfTSEinfもctivityinthebloodof  

aninftctedanh71alismorelike）ytoresemb］ethatfour）dinhumanblood，aSCOmParedtobrainor  

sp）eenderivedspikingmaterial．B占dauseoftheverysma）1am9untSOfagent）ikelytobepresent  

inendogenous］yTSE－in危ctedbfood，anyfailufe、ofcomp］eteTSEclearanCe．WOuIdbehighly  
Signi丘cant．  

OnSeptember18，2006，theCo叩mitteewasaskedtocommentwhetheraminimumTSE  

reduction魚ctor，demonstratedusinghl占ⅩOgenO山smddelinscaled－downmanufhcturlng  

experiments，mightserveas？naPPrOpriatestandardfbrdemonstratingvCJDsafetyofpdFVlIT  

products．TheTSEAC・WaSalsdaskedtocommentonⅥ血atactions．FDAmightconsiderifsuch  
aminimumTSEreductionfactor、Vetenムtachieve4・medis占ussionwas廿efもrredtothecurrent  

meetir）gSOthattheCommitteecouldrespondinthecontextofrecent）ycomp）etedFDArisk  
assessments．  

Discus5ion  

Todetenninealike）yappropriatethreshold）evelofTSEclearanceforpdFVIII，tWb  

Separatelinesofevidenceshouldbeconsidered：theamountofcleaJuCeneededtoassurethat  
infectivityisr叩OVed（basedonamountofstartinginftctivityinp）asma），andtheimpactof  

ClearanceresuItsonthepdFVIIIriskassessmeht．  
Inthesomewhatsimi）arCaSeOfviralc］earancevalidationstudies，tyPicalresultsaccepted  

byFDAinsupportoflabelc］aimsusual1ydemons廿atedat）east4log7OOfc）earancebyeachof  
twomechanisticallydissimilar（Orthogonal）steps．2InthecaseofTSEs，theamountofinfectivity  
inbloodorplasmaofexperimentallyinfectedanima］shasbeenestimatedas2－30intraderebral  

infectiousunits（i・C■IU）hnLt（2－4）．AnIUisthequantityofinfbctivityassociatedwithalOO％  

probabilityofinftctioninrecipients．AnID50istheamountofinftctivityassociatedwitha50％  

PrObabi）ityofir）fectioninrecipient畠．TYlereforelIUl＝21D50．Theamountofinftcti）ityinthe  
bloodlofBSE－iT愈ctedandscrapie－inftctedruminantsandintheb）00dofvCJD－in危ctedperSOnS  
isunknown．IfvCJDinfectivitylevelsinhumanb）00daresimilartothosefbundinrodentb）00d  

OrP）asma，・thenef托ctiveclearancemightnecessitateareductionofinftctivitybyatleast4）og］0，  
pIusanadditionalmarginofsafety．Calculationsofpathogenreductionarebaseduponremoval  

Oftheab去olt）te・amOunt・Ofinftctivity，ratherthanupon’inftctivityconchtration．Forexample，a  

plasmaunitbf800mlthatcontainedinfectivityof2－301Uhnlwouldcontainl，600－24，000IU  

（3．2二4．4）og，。）．3AprecisemarginofsafetyforTSEcIearancestudiesisdimcu）ttospecify，  
givencurrentlimitationsintestmethodologyanduncertaintiesaboutthemaximuminftctivity  
titersin‘blbodbfasymptomatic’vCJD－infbcteddonors．Invita］studies，anadditionilmarginof 

Sa危tythatassuresc）earanceofat）east2－3log10mOrethanthehighestanticipatedtitersofthe  
Vira）pathogenhaso鮎Jlb占enconsideredprudent．  

ThepdFVllIriskassessmentprovidesadditiona）infonnatiopaboutTSEcJearanceand  

riskofvCJDexposuTe．Therjskassessmenfwasperfbnlledusing］ogmclearglCeSOf2－3，4－6，  
and7－9・ThelevelofriskishigMyimpactedbytheamountofclearan 
manufhcturlng．Forexample，aSSumlngahigherpreYaJenceofvCJDbase亘．ohtheUKtissue  

survey，aPatientwithseverehemophiliaAwhohasnoinhibitorsandisonepisodict；eatment  

withpdFVIllisestimatedtohaveapotentialmeanannualriskofvCJDoflin159ifexposedto  

＿う  

．．）   

2EstimatedmaximumleveJsofviremiarange＆om104to107fbrenve］0pedvirusese．g．HⅣ－1，HCV，andHBV（5L  
and斤01nlO5to】O10fbrnon－enVeIopedviruSeS，HAV（6）andB19（7）virus．  
3p］asmaco］IectionvolumesrecommendedbyFDAare625－＄00mL，dependinguponthedonor，sweiBht  
（蜘：〟www．fda．EOV／bern）Jdmem／‖0492．pdf）．  

20r10  FINALDRAFT18NOVO（；  

262  



BENE2006－025  

叩rOductwith2－3log10†CJDreduction，】inlO5，000ifexp？Sedtoaproductwith4－6JoglO  

vcJDreduction，andlinllOOmiIlionifexp9Sedtoaproductwith7－9）og10VCJDreduction  
（Aha云hhieムtl）．AssumingalowerprevalenceofvCJDbasedohthenumberofcasesthathave  

OCCurredandareprqleCtedtooccurintheUK，aPatieTltwithseverehemophi］iaAwhohasno  

inhibitors叩disonepisodictreatmentwithpdFVIHisestimatedtohaveapotentialmeanannual  
riskofvCJDoflin2l，500ifexposedtoaproductwith2－3log10VCJDreduction，1in9．4  

mi11ionjfexposedtoaproductwith4－6log10VCJDreduction，aJldlin3．2bi11ionifexposedto  

aproductwith．7－9log10VCJDreduction（Attachmentl）  

InsplteOfthelimitationsofclearancestudiesar）dtheuncertaintiesofriskassessrnent，a  

SCient浦ca）】y－basedopinionaboutmeaningfhlclearanceofinftctivitywouldprovideause免Il  

interimtargettoassesspdFVIIIsafヒty．FDAisconsideringwhatlevelofcleArance，  

demonstratedinawe11－designedscaled－downstudyuslnganeXOgenOuSSPikingrnodel，might  

provideasufncientassuranceofsafbtywithrespecttoTSEs．  

QuestionsfbrtheCommittee：  

l・Basedonavailablescient前cknowledge，PleasediscusswhetheraminimumTSEagent  
reductionfactor，defnonStratedusinganexpgenous（SPiking）modelinscaled－down  
manufacturingexperiments，WOuldenhance vCJDsafttyoftheproducts．   

2．IftheCommitteeidentほesaLminimumTSEreductionfhctorthatwouldenhancevCJDsaftty  
WhatactionsshouldFDAconsiderincaseswhenalicensedpdFVIIIhasalowerreduction  
fもctor：  

a・Labelingthatwou］d dif托rentiatethelowerTSEc）earanceproducts舟olTlthehigher  

TSEclearanceproducts；  
b．RecommendingadditionofTSEc）earancestepstothemanufhctt）rlngmethod；  
C・PerfbrmanceofTSEclearanceexperimentsusingendogenousinftctivitymodels；  
d．Anyotheractions？   

Re危rences  

1．September18，2006TSEACtranscripts（TopicI，PageS69－177）：  

httD：〟www．fda．EOV／ohrms／dockets／ac／06／transcriDtS／2006－4240tl．Ddf；accessedll／02／06．   

2，TayIorDM，etal．InftctivityinthebloodofmicewithaBSE－derivedagent．JHospInfもct  
2000；46（l）：78－79．  

3．CervenakovaL，etal．Simi1arlevelsofinftctivityinthebloodofmiceinftctedwithhuman－  

derivedvCJDandGSSstrainsoftransmissibJespongifbrmencephalopathy．Transfusion  
2003；43（12）：1687－】694．  

4．Brown，P，eta】．Furtherstudiesofb】00dinftctivityinanexperimentalmode70ftransmissib）e  
SPOngifbrmencephalopathy，withanexplanationofwhybloodcomponentsdonottransmit  

Creutzft］dt－Jakobdiseaseinhumans．Transfhsion39：l169－78，1999．  
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5．Reportoftr！e7nte（organizationalTaskForceonNudkicÅcidAmp）漬cationTe畠tingofBlood  

Donor？．Nucleicacidamp）incationtesIingofb）00ddonorsfor．transfusion－trahsI血edinftctious  
diseases．TraJISfb畠idri40：143－59，200’0．  

6・Bbwpr，WA，etal・DurationofviremiainHepatitisAvirusirlfヒction・Journa70fInfbctiou畠  

Di畠eases182：12－17，2000．   

7．Brown，KE．DetectionandquantitationofparVOVirusB19．JournalofClinicalVirology31：  

l司，2004．  
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Attachmentl・RangeofPredictedAnnualMeanPotentiaIvCJDriskfbrpdFVl］IperHAPatienトatthree／eveIsofc／earance：7－9Iog70．4－6／og70．and  
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PdFⅥllp「Oduct101s（0†vtats）wouldnolb8Predtd由toconlalnvCJD8genl 
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Attachment2－TSEClearanceStudyResultsfbrpdFVIII，PreSentedbythePlasma  

ProteinTherapeuticsAssociationattheTSEACmeetlngOf9／18／06at  

httT）：〟加ww．fda．EOV／ohnTIS／dockets／ac／06／slides／20064240S17創es／舟ame．htm．  

⑮ppTA  Company A 
Mi■巾I■押Ot由一細叩畑地一也血－M  

Step   MA8c01u椚甘口   Q・S印harosモ亡kom■tO町叩吋   

Spike   Sαa画e劇相知263K   Scrapie血相in263K   

Prepardion   10％br由nh脚○卵洞鵬   10％加dnh01れ喝ende   

P†jondetedionJ   一日am劇erbi08SS8ナ   ーHamsterbioassay   
qu封濾椚血nmdbd  ・We劇¢mbldoⅣ血Ⅷ融on   ▲  －   ● ●   ●l   －＝‖‖●   

N0．di巾depende血mns  
l▲ ●l一lニニ●   0∩モ   

One   

Loprodl沌80呵可，旧“   4．8   3．5   

TOTÅLREPUC¶ON：8．1Iog，JD一。   

うProductislicensedintheUSA  

⑮pFTA  Company B 
H■事R豆旭¶lh■p紬I18血l肋  

3．5％PE¢  他門血Aml叫r  S州㈹P搾CIplt■tlon   
Stop  TOTAし   P作亡脚Ii触れ  C鵬m■tO卯叫げ  ■ndfln■＝円仙帽tlon層   

Sp一也   

PrPお   研   p伊  
263KSα坤e  2田KS叫○   2萬K叫d   

1）Mi血   1）紬t   ■ ●、●  て‖■トr ■l●⊥  
2）D雨脚ttreatOd  

Prepa帽ゼ耶  血dion  l●  ●！こ 1 ■     2）Det叩nt  岬柑1io爪   
鵬aledp†叩鮎On   

P血鵬ted知れJ  憫   ㈹   Vl／8  

叩耶仙頭血l†糖t血  

No・dh卵n∬鳩匹r  2   2   2  

叩仙叩陀l旭rポm  

Log叫可   3．21－3．43   ≧3．41－≧3．45   2．08－2．47  

M亡1n   ユ．32   ≧3．4さ   ヱヱ8   ≧9．05   

1  

●PreIimin耶γ托Sul15  

うProductislicensedintheUSA  
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⑱pp7Å  
外出れか和地拍Ih瑚炸鵬一点地軸Ibホ  

Company D 

Subsequent   Proclがb心onSlep  

Steps  PrecipI也肩OnSt叩S  FoりOWedbyPol桓hin9  
StepandStモボlモF軌帽厄on   

Sp事ke   263K餌a声e   263KScra画e   

Preparation   Miα0＄Omeさ〟puri¶ed   

PrPむ   

Pljmdel∝頭oIVquant椚cation   CDl（¢○而訂m誠on・   CDl匝OnIormalion－   
mdhod   dモPendent  depende鵬immunoassay）   

immun（迫撃ay）  

No．dindependentruns／spike  
FePar虞ion   

Logreduction（SI，Mean   3．5〟3．9   2．9J／4．0  

うProductisIicensedintheUSA  

⑮pp7A  Company E 
M－m一触れl伽叩頭血相鵬由出血  

Steps   Adsorptjon．PrecIpibゼon，andChromatography   

Spike   263KScrapie   

Preparalioり   ClariTiedScrapieBrainHomogenate（CSBH）8ndMic（OSOrnalFrzIClion   

Prion 
ddedjo叫uant浦cation  
metho（I   

No．¢＝血dependent  1perspjkepreparatjon   
mnsねpikeprepa帽労0∩  

Log柁dudi8n（畠） 3ん8†orcS8Hspike．3．7ねrmicroso爪alspike   

Mean   3．7to3．8   

Comrnents： ConsJStent reSUlts weTe also oblained from paTtia”y combined experimenls．   
Anadditiona】depisunderevaluation．   

うProductisIicensedintheUSA  
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Attachment3－SumTT）鋸γOfTopicl，TSEmeeting9／18／06（at  
http：〟www．fda．EOV／ohhns／dockets／ac／06／minutesr2006－4240M－uPdated．廼  

AbbreviatedSummary  
Forthe  

TMSMユSSIBI．ESPONGIFORMENCEPHALOPAT斑IES  

ADⅥSORYCOMmEMEEmG  
Septemberl＄＆1タ，200石  

Gaithe柑burg，MD  

At：hq）：／／ww．fda．gov／ohrms／dockets／ac／06／minutes佗0064240M－tJPdated・Pdf   

TopicI：ExperimentaJClearanCeOfTransmissibleSpongiEbrmEncepha）opathy  
InfbctivityiJ）P）asmaJderivedFactorVmlProducts  

FDAaskedtheCommitteetodiscusswhetherstandardizedmethodsandassessment  
criteriairefeasibleandappro画atefbrdetermlnJngClearanCeOfTSEagentsbythe  
manufhcturingprocesses払rp】asma－derivedFVII‡伽dFVIII）products．  
Dr．DorothyScottintroducedthetopicstJmmarizingTSEsafetyconcerns，theimportance  
OfTSEclearance，upStreamPdFVHImanufhcturingprocesses， 
logistica）challengesofTSEclearanCeStudiesuslngeXOgenOuSSPikingmaterialsor  
endogenous）yin危ctedblood．Shealsodiscussedthequestionofwhetheraminirnum  
TSEagentreduction桓響mightserveasanappropriatestandardf6rdemohstrating  
VCJDsa危ty，Simi1ar‘toandogousprecedents舟omviralvalidationstudies・ThenDr・  
ThomasKrei），PPTA，discussedspec浦cTSEcleaTanCeStudychal）engeswithregardto  

SCa）e－downandconditioning．Dr．Kreilalsopresenteddata舟omindt）Stry－SPOnSOredTSE  
ClearanCeStudiesforpdFVHI．  
Ouestions for the Committee 

l．a．PJeasecommentonthe托asibilityandscientificvaltJeOfadopting   

Standardi加dexogenous（SPiking）studymethodstoassessTSEclearancein   
ma肌ねd肝ingorpdⅦincludin琴仙efbllowimg：   

OptimaJspikingmaterjalaJ）ditspreparationfromthestandpoiJ）tOfre］evanceto   
bIoodinlbct行ity   

Thecommitteediscussedsevera】possibi］ities，inc］udingTSE－infbctedbrain－derived  

SPikingmaterials，SuChashamster263Kbrainhomogenatewhichis丘equent】yused，is  

partiallycharacterizedwithregardtopartitioningdurhg倉actionation，andprovides   
TSE  

SufficientlyhightitersofinftctivityandPrP to 
Ofclearancein5tudies．SpJeen－derivedspikeshavelowertiters，andthereisnoguarantee  

thattheyrepresentthephysicalfbrmofTSEagentinb］00dbetterthandobrainspikes・It  

WaSSuggeStedthat，SinceVLDL舟actionsofbJoodmaypreftrentia］】ycontainTSE  

inftctivityO）aSedondata舟omDr．Safar），SuCh丘actionsmightuseful）yrepresent  

endogenousinftctivity．CommitteemembersftltthatculTenteXPerimentsmightbegin  
Withbrainhomogenatepreparations，andthatmorede貞nitivelyb］ood－relevantspikesor  

endogenousinftctivityneededfurtherstudyJtwaswidelyacknow）edgedthatthe  
physicalfbrmofTSEagentsinendogenouslyinftctedbloodmustbebetterunderstood  
befbrethemostreJevantspikingmaterialscanbeselected．  
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II）SelectionofaTSEstrainandanimaImodeJ  
Severa坤Odelswerediscussed（e・g・，PrP－bovii－ized 

transgenicmice）．B6vinizedmiceareverysusceptibletoin色ctionwithvCJDagent，and  
COnYentiona】Rmmice甲r）beusedtomodelvCJDaswell・Itwassugg9Stedthat，in  

theory，TSE－inftctedsheepbloodcou】dbeassayedwithRmmice，enablingtitrationof  
）aTgeamOuntSOfplasmaorproductjntermediates．MicelムckingthePrPGPTanchorwere  

alsosuggestedasapossiblemode），Sincetheirb］00dtitersdfinftctivityhavebeenvery  
high（althoughitisnotknownwhetherthefbrm．？finf＊tiousTSEagentandits  

associ？tionsinsuchdeficientm’icewouldfaith魚1Jymodilmoretypic？lihfections）・Some  
membersofthecommitteeftltthatthemostねIevant云trai甲SOfTSEager）ttOb占studied  

WOuldbederived丘omhumanswithvCJDorcowswithBSE．   

TSE  

IⅢ）TSEimmunoassaysfbrPrP andbioassaysLbrinLb亨tivjty  
Memberscommentedthatconfbrmation－dependentimmunoassay（CDI）orprotein  
misfo1dingcyclicampl沌cation（PMCA）techniqueshowedpreliminarypromising  

resu）ts．However，thecommitteedisctISSedtheneedtocompareandcarefu11yvalidate  

CDI，PMCA，andotherbindingassayswithbioassays，andsomemembersft）tthat  

jnftctivitystillshouldbedemonstratedbybioassay．  

IV）IdentificatjonofmanufhcturingprocessesthatmightalterTSEagent  
properties  

TheCommitteememberscommentedthatthemanufacturlngPrOCeSSitselfisnot  
StandardizedandvariesfromproducttoprodtJCtandmanufacturertomanufacturersothat  
developlngaStandardmethodforvalidationwil）require乱■rtherconsideration．  

Overall，efrbrtsatstandardizationwereftltbysometobepremature，Sincecharacteristics  

OfendogenousinftctivityarestiJlnotwe11understood，andtherefbredifficulttonlOdel；  

Standal・dizationmightevenimpederesearchtoaddressremainingchallengesinTSE  

Clearancestudies・Asecondviewpomtwasexpressed，thatsomestandardizationnow  

mightbeusefhl，becauseasbettermethodsarediscoveredtheyareinevitablyadopted．   

1．b．PIeasecommentonthefbasibi）ifyandscientificva］ueof血doptillgStandardjzed  

endogenousstudymethodstoassessTSEclearanCeinmanufacturingofpdFVIII・  
TheCommitteediscussedthemeritsofvariousmodeIsincludingtheuseoftransgenic  
mice（e．g．，PrP－CerVidizedmicefbrCWD，PrP－bovinizedmicefbrBSE，andPrPGPl－  

deficientmice）andsheepmodelsofinftctivity．Dr．Krei］warnedthatapotential  
limitationofendogenousinftctivitystudiesisthatanimalpJasmaisknowntohave  
CharaCteristicssomewhatdifftrent丘■OmthoseofhumanpJasmawhen魚・aCtionated，SOthat  

manufhcturlngPrOCeSSeSmightnotbecomparableandrest））tswithanimaJmodelsnot  

Predictiveofthosewithhumanplasma．Whiledatawerenotpresentedtosupportor  
refhtethiscontention，thecommitteeagz・eedthatitmightposeanadditionaHimitatjonof  
StudiesusingendogenousTSEinftctivityinanima】p】asrna．   

2．BasedonavaiJablesciel］tificknowledge，PleasediscusswhetheraminimumTSE  

agentreductionfactor，demonstrafedusinganexogenous（SPiking）mode］inscaled－  
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downTnanufhcluringexperiments，mightserveasaJlaPPrOPriatestandardfbr   

demoT］StratjngvCt岬SaLbty？ftheprodtJCtS■ I   

Adetaileddistussionofthisquestionwaspostponeduntilthenextme占tingwhenrisk   
assessmentresl】Jts’wi11bediscムssed．OnememberremindedtheCommitteeoftheneed   

fbr肇C］eardennitionfbr‘‘logreduction”ofinfbctivity，reCOgnlZlngthatthe50－perCent  

inftctiotlSdo去eoD？0）isacontinuoりSratherthanadiscretevariib7eandthatestimated  

reducti9nStOlessthanaSinglerD50donやtguarahteesafety・   

3．ConsideringtheoutcomeofthediscussiononItem2，idcaseswherealower   
reductionLhctorisdemonstrat占dfbrapdFVIⅡ，ShouJdFDAconsiderthefbllowing：  

ム．Labelingthatwoulddi恥rentiatethbJowerc）ムaranceproducts  

打omotherprodtJCtSwithstImCientTSEc）earanCe；  

b．RecommendingadditionofTSEclearancestepstothe  
manu払cturingmetbod；  

C．PerformanceofTSEcIearanceexper・imentsusingcndogenous   

in無c伽iけmodels；  

d．Anyotheractions？   

Thisanswerdependsontheanswertothepreviousquestions，thusdefinitivediscussions  
Werede免rreduntilmoreinformationisavailable．InIimiteddiscussion，SOmemembersftlt  

that）abelingofaproductashavinglessclearancemightunfhvorablydisposeconsumersor  

physicians・againstcertainproductseventhoughnovCJDin危ctionhaseverbeenattributed  

toanyp）asmaderjvative．Amemberfeltthatthepatientcommunitymighthvoradding  

ef托ctiveclearancestepstoamanufacturingprocessbutthat）abelingofproductswithlow  
Clearancevaluesisnotindicatednowandwouldnotbehdpfhl．  

，き   
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別紙様式第2・1   

番号8  医薬品  

医薬部外品  研究報告 調査報告等  

化粧品  

新医薬品等の区分  
該当なし  

第一報入手日  

2006年11月7日  
厚生労働省処理柵  識別番号・報告回数  

l公表国  

フランス   

一般的名称  人ハブトグロビン  PlosPatbogen82006；   

2（10）：956・963  

研究報告の  

公表状況  販売名  

（企業名）  

ハブトグロピン注－ヨシトミ（ベネシス）  

現在まで、BSEとvcJDは単一のプリオン株と関係していた。この株は、感染した動物およびヒトの脳から分離された異常なプロテアーゼ  

抵抗性プリオン蛋白（PrPre8）の唯一の且つ極めて安定な生化学的側面によって特徴付けられている。しかし、従来とは異なるウシのPrPr亡きが、  

最近、大規模なスクリ…ニングによって発見された。これらもまた別のプリオン株を代表するか否かを調査するため、我々は、より大きな分子  

量のPrPre5（H型と呼ばれる）の特徴を有するフランスのウシの株を、ウシまたは羊のPrPを発現するトランスジェニックマウスに接種した。  

全てのマウスは神経学的症状を呈し、この株に感染したが、このことは、これらの株が感染性プリオンの新規の株であることを示している。重  

要なことにこの病原体は、同じマウスー継代感染が維持された一に接種されたBS】王病原体の特徴とは明らかに異なる株の特有の特徴を示した。  

加えて、この病原体は、これまで羊のPrP発現マウスにおいて継代感染させた羊スクレイピー株とも異なっていた．我々の知見は、様々なプ  

リオン株がウシに存在するか、またはBSE病原体がある種の動物において分岐し進化した可能性を示している。  

使用上の注意記載状況・   

その他参考事項等  

2．重要な基本的注意  

（1）略  

1）略  

2）現在までに本剤の投与により変異型クロ   

イツフェルト・ヤコブ病（vCJD）等が   

伝播したとの報告はない。しかしなが   

ら、製造工程において異常プリオンを   

低減し得るとの報告があるものの、理  

論的なvCJD専の伝播のリスクを完全   

には排除できないので、投与の際には   

患者への説明を十分行い、治療上の必   

要性を十分検討の上投与すること。  

研
 
究
 
報
 
告
 
の
 
概
 
要
 
 

報告企業の意見  今後の対応  

ウシから従来のBSE病原プリオンとは異なるプリオン株の分離した報告である。  

これまで血妹分画製剤によってvCJDを含むプリオン病が伝播したとの報告はない。しかしながら、万一VCJI）感染者  

の血染が本剤の原料に混入した場合には、製造工程においてプリオンを低減し得るとの報告があるものの、製剤から  

伝播する可能性を完全には否定し得ない。そのため、弊社の血妹分画製剤の製造工程におけるTSE感染性低減に関す  

る検証実験を加速し、自社データを早期に取得し、工程評価を行い、必要に応じて工程改善を実施する予定である。  

vcJDに関連する情報につい  

ては、今後も注視することと  

する。  

ハブトゲロビン   
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