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GLOSSARY  

ADR   Adverse Drug Reaction 
BPWP   B】00dProductsWorkin Par（y   

BU   BethesdaUnits   
CDC   Centr巳SforDiseaseControlandPrevention（US）   

CHMP   CommitteeforHumanMedicinal打oducts   

CV   Coe斑icientofVariation   

ED   ExposureDays   
ELISA   EnzymeLinkedlmmunoSorbentAssay   
EMEA   EuropeanMedicinesAgency   
EU   EuropeanUnion   
FDA   FoodandDrugAdminisb’ation（US）   

FIX   BloodClottingFactorⅨ   

FVⅡⅠ   BloodClotdngFactorVIⅡ   

HCV   Hepatitis C Virus 
HIV   HumanImmunodenciencyVinlS   
ISTH   hternationalSocietyofThrombosisandHaernostasis   
r「T   InulunetOlerancetherapy   
rU   lnternational Units 
LA   LupusAnticoagulants   
MTP   Minimally Treated Patients 
NHD   National Haemophilia Database 
NIBSC   NationalIr）StituteforBiologicalStandardsandControl   
PEDNET   E11rOpeanpaediatricorganisationforhaemophiliamanagement   
PbVWア   Pharmacovigilance Working Party 
PK   Pharmacokinetic   
PUP   PreviouslyUntreatedPatier）t   
PTP   Previous）yTreatedPatjent   
RMP RiskManagemen亡Plan   

SD   StandardDeviation   
SPC   SummaryofhoductCharacteristics   

TGF－β   Tissl）eGrowthFactorβ   

vCJD   VariantCreutzftldt－JakobDisease   
VW下   Von Willebrand Factor 
WHO   World Health Organisation 
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SUMMARY   

AnEMEAexpertmeetlngOnFVmprductsandinhibitordevelopmentwasheldon28Februaryto  
2March2006toprovideaforumtodisct）SStheintemationalstandardisationandharmonisationof  
requlrementSforclirLicalstudiesonFVminhibitordevelopmentinhaemophiliaApatients▲The  
long－termOqeCdveistocollectcomparableclinjcaldataontheimmunogenicityofrecombinantand  
P）asma－derivedFVⅢproductsinfuture・  

The expert meetlng WaS dividedinto an open session，Where haemophilia treaters・COmpetent  
authoritiesfrom EU，US，Japan and CaJlada，repreSentatives什om the ht巳rnationalSocietyfor  
ThrombosisandTIaeふostasis（1STfJ），theWorldHealthOrganisation（WHO），Patientorganisadons  
andindus仕ydiscussedclinicalstudyrequirements，andarestrictedsession，WhereEUcompetent  
authoritiesdiscussedtheoutcomeofthemeet】ng．  

A nu血ber ofissues were discussed relating to‥Cu汀ent data on FVⅢproducts andinhibitor  

development，FVⅢinhibitormeas11renlent，ClinjcalrelevanCeOfFVHinhibitoroccⅦTenCe，C血ical  
studydesign，reglStries，riskmanagement，POSt－marketingstudiesandphamacovigi1anCe・  

ThjsreportsummarisesthedjscussionsheldattheopenSeSSions・Conclusionsdrawnfromthese  
discussionsinthereshうctedsessionandattheBloodProducLsWorkingParty（BPWP）meetingsin  
JuneandSeplember2006arelistedaltheendofthereport・  

Theoutcomeofthesediscussionswi11betakenintoaccountintherevjsionoftheNotesforGuidance  
oncljnicalinvestlgationofhumanplasTna－derivedandrecombinaJltFⅧandFTXproductsandthe  
correspondingcoreSurrmariesofProductCharacteristics（SPCs）・Inaddidon，OnreCOmmendatiorLOf  
theexpertS，theCommitteeforHumanMedicinalproducts（CHMP）hascontactedtheISTHSSC  
SubcomitteefbrFVmandFTXinJune2006regardingtwotop）CS：theFVminhibitorassayandthe  
developmentofcommondatasetsforregistries．TheactivitiesoftheISTHSSCSubcom血tteein  
thesetwoareiaSareCOmp）ementarytothewotkoftheCHMP侶PWPmharmacovigilanceWorking  
PartyげhVWP）andnalionalcompetentauthorities・   

INTRODUCTION   

Theoccurrenceofan antibodyagalnStFVmisam勾OrC）inicalcomplicationinhaemophi）iaA  
treatment・TheriskofinhibitordevelopmentisincreasedinpatlentSwithseverehaemophiljaA  
comparedtomoderateandmi1ddisease・TheoccurrenceofinhibitorsinPUPsshouldbeseenasan  
irrnlunereaCtiontoafbreignproteinlinkedtopatientspec捕cfactorssuchastounderlyingcIottlng  
factorgenedefect，geneticimmunitydispositionandpre－eXistingJmmunlty，Whilethedevelopmentof  
iqhibitorsinmulti－tranSfusedandstablePTPsmayreflectneo－aPtlgenicityoftheproduct・Intheearly  
1990，stwoclusters ofinhibitorsobservedinPTPstreatedwithspeci重cplasma－derivedproducts  
showedthatsuchneo－antigenicityisarealconcern（Rosendaa）etal・1993；Peerlincketal，，1993and  
1997）・Sin？eitisnotknownwhetherrecombinantFVⅢproductscarryanenhancedimmunogepic  
riskandwhethertherearediLferencesbetweenrecombinantproductsintheirrelahveirmnogeniclty，  
CI｛MPinitiatedin2003areviewofrecombinarLtFVIIIproductsandinhibitordevelqpment・（The  
EMEA／C江MPisresponsibleforrecombinantFVⅢproducts・）  

Thjs review，CO－Ordinated by the PhVWPinliaisonwiththe BPWP，did not allow definitive  
conclusionsontheincidenceofinhibitorformationwithrecombinantFVIIIproducts（EMEApublic  
statementし2005）based on the data co】一∝tedin2003and2004‥Considering post－ma∫keting  
spontaneousrqportsanda11completedorongolngpOSt－marketingsafttystudies，itwasnotpossibleto  
finalise the comparison fbral1recombinant products due to diffbrencesin study design，CaSe  
de如ibons，treatmentregimes（e．g．forblecdingepisodes），Patientcharacteristics，methodologyofthe  
FVⅢinhibitorassaysanddifftrencesintheduration／fbllow－upOfstudies・  
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TheCHMPrecommerldationsarisJngfromtheEMEArevieware：   

・PhamacoⅥgi1ancep】annlnglSreCOnmendedforallrecombinantFVⅡIproducts，   

● Thereisaneedtoestablishstandardisedrequu－ementSforpl◆e－andpost－marketingstudies［o  
ensurecomparablesafetydataoninhibitordevelopmelltinPUPsandPTPstreatedwithrFVⅡI  

PrOducts．Harmonisadonataninternationa11evelisdesirabletoachievethisaim・   

● Theva）ueofpatientreglStriesasasourceofdataonincidenceofinhibitorsshouldbefur山er  
explored．  

ThepurposeoftheexpertmeetJngOnFVⅢproductsandinhjbitordevelopmentwastoaddressthese  
recommendationswith theaim ofcol】ecting comparable clinicaldata on theimmunogenicity of  

recombinantandpIasma－derivedFVⅡIproductsinfuture・  
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OPENSESSIONON28FEBRUARYANDOIMARCII2006  

SESSIONI   

M∴Haase，thechairperSOnOftheBPWP，WelconledthepartlCIPantSandpresentedtheratjonalefor  
COnVemngthemeeting．  

SESSION2 FVmPRODUCTSANDINtIIBITORDEVELOPMENT－UPDATE   

The scopeOfthis ses＄ion，Chaired byP．M．Mannucci，WaS tOintroduce the subiect ofinhibitor  
deve）opmentinhaernophiliaApatients．AgeneralpresentationonFVⅡ＝mmunogenicity，followedby  
anupdateoftheEMEAreviewofrecombinantrvlロproducts，andasummaryoftheoutcomeofthe  
2005Frenchworkshoponplasma－derivedandrecornbinantFVⅢwereglVen．   

乃「脚ね伽  

Asagenera＝ntroduction，P，M．MannuccidiscussedtheclinicalimportanceoftheoccurrenceofFVIII  
inhibitorsinpatientswithscverehaemophiliaA．Hestressedinparticulartheimportanceofinhibitor  
OCCurrenCeinPUPs，affecting20－35％ofthesepadents・  

J．M・Saint－Rerny high1ighted the mechanisms oftheFVITTimmunogenicity．He discussed several  

Patient－relatedandproductィelatedfhctorspredisposJngtOinhibjtorformation．Theseincludegenetic  
disposition，pre－eXistlnglmmunlty，ageatfirsttreatmentandethnicorjginofthepatients，aSWe］las  
rvⅢmutation，glycosylationpattern，StabilisationandC2aggregationoftheFVⅢpreparationaJldits  
COntentOfotherplasmaproteins（VWF，fibrinogen，蔦bronecdn，TGF－β）as wellas the routeof  
adminisb・ation．  

B・Ke11er－StanislawskipresenLedthe EMEA review on recombinantFVIIIproducts andir）hibitor  
deve）opmentperformedin2003，2004and2006，Whichassessedthedataffomclinicaltrials，POSt－  

marketingstudies andspontaneousreportsjncludingthedesignofthestudiesandinhibitorassays・  

Sheidenti鮎dseveralgapsinlhecomparisonofdiffbrentproducts‥discrepanciesindurationofthe  
fo1low－uPOfthepatients，dosingreglmenSanddefinitionsofseverehaemophilia，MTPsandPTPs，  
0ther patient characteristics，methods ofinldbitor testlng andthe use of centralversuslocal  
1aboratories．ThefrequerLCyOfinhibitordevelopmentinPTPsandPUPsfoundinclinicaltrialspriorto  
marketing auth0risationis considered comparable forallproducts assessed・However，the post  
auth0risationinhibitorincidenceinPTPs cannot precisely be estimatedfrom post－maTketing  
SpOntaneOuSrePOrtS・Furthermore，riskmanagementplansareconsideredessentiaIfora】lrecombinant  
FVmproducts．  

C・Ratign）er repOrted on the outcomefrom the2005French workshop on＝Development 
managementofinhibitorsaftertreatmentofhaemophiliapatientsbyrecombinantorplasma－de｝rived  
FVIIIorⅨ：  

Dataindiqadngthatthejmmunogenicityofplasma－derivedFVmandrecombinantFVⅢproducts  
maybedifferentremair）WeakfromapreclinicalpolntOfview．Transgenicanimalmodelsareneeded  
tostudytheefftctoftheVWFcomponent・   

AttheFrenchworkshop，aVailablepublicationsonFVIIIinhibitoroccurrence，Whichfulnlleddenned  
jnclusion criteria for evaluation，Were aSSeSSed．Asinthe EMEA review on recomI）inant FVTII  
producIs，SeVeralissuesmadeacomparativeanalysisofthestudiesdifficult‥ThebaselineFVⅢ1evel  
WaSVariab］eornotwellde貞ned，thestudydesignsandfollowuptimeswerevariable，thenumberof  
Patientsin山estudieswaso托enlow，andtheriskfactorsfbrinhibi［ordevelopmentwereonlypartly  
definedornotdefinedatal1．TheFrenchworkshoprecomrnendedariskbasedapproachforchoice  
FVIIIproduct：∬theriskofinftctionisconsideredasthemostimportantissue，areCOmbinantFVlⅡ  
PrOductmaybechosenforfirstlinetreatment・However，iftheriskofinhibitorsisconsideredasthe  
mos【importarltissue，aPlasma－derivedFVmproductmaybeselected．  
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AretrospeCtivestudyontheinf］uenceofthetypeOfFVITIconcentrateon山eincidenceofFVIⅡ  

inhibitors in previously untreated patients with severe haemophilja A has been published by 
J．Goudemandetal．aftertheFrenchworkshop．C．RatignlerrePOrtedontheresultsofthisstudyinher  

presentatiom・   

臓血a〟dCb〟d血  
Thediscussionwasopenedbytwobriefpresentations．  

P．Mannuccipres巳nted the protocolofSIPPET（Study onInhibitorsin Plasma－Product Exposed  

Todd】ers）．Theaimofthjsinternational，PrOSPeCtive，COntrOl］ed（Open－1abel）andrandomizedcunical  
trialis to compare theimmunogenicityof plasma－derived－VWF－EVIⅡproducts with that of  

recombinant FVⅢprod11CtS，bydeteminlngthen．equencyofinhibitordeve）opmentin PUPsand  

MTPslessthan6yearsofage・Prophylaxisoron－demandreglmenSwi）lbechosenbytheclinician  
accordingtoloca】guidelinesandpatientpreferences・TTleSCreenlngaSSeSSmentistobedoneatthe  
CenhLallaboratory，andthepatientswil）befollowed－uPunti150EDsor6monthsaftertheinhibitor  
OCCurrenCe（fordiscussionseesession5．1），  

A・Kallas gave a presentation on therole ofVWFin pJasma－derived FVIrIpreparationsin the  
deve】opmentofFVTrLspeCi危c antibodiesinaFVm－de蔦cientmouse model・TheabjlityofFVm  
antibodiestcJinterferewithfunctionalFVrTractivity（ちethesdaassay）wasIowerintheVWF－treated  

mCe．  

Experts agreed thereis a clear need forfurtherc血icalstudies and data oninhibitorforInation・  
ReliableinformationontheincidenceofinhibitordevelopmentinPTPscannotbeobtailled丘●OmpOSt－  

marketing spontaneousreports・Thereistheneed tostandardisetherequ］rementS，de缶nitions and  
methodsinpre－aJldpost－marketingaswellasinobservationalstudieswithPTPsandPUPs・hviewof  
thelowpatientnumberstheneedforinternationalcollaborationwasstr巳SSed・  

Norobustconc7usionscouldbemadeondlerelativeriskofinhibitorsregardingplasmaLderivedor  
recombinantPrOductsforthetimebeingeventhoughsomesignalsmaybeseeTl・   

SESSION3 METHODOI．OGY   

ThescopeOfthis session，ChairedbyK・Mertens，WaStOdiscussthecurrentstatus oftheFVm  
inhibitorassayincludingjnforrnationregardingltSOpt】misationandstandardisationaswellasnew  

SCientificapproachesonthedetec厄onofinhibitordevelopmerlt・ThistopICWaSaddressedin seven  

PreSentations．．Inanopendiscussionanumberofspecincquestionswereanswered・   

触Ⅵ」b血〃∫  

K．Mertens gaveanintroductorypresentation oninhibitory and non－inhibitory amibodies agalnSt  
FVnlaskingwhatmaycausediffbrences・SeventyfivepercentofdetectableFVⅡIantibodiesdonot  
inhibitFVⅢactlVltyandarethereforenotquanti丘edbythectlrrentlyusedBe血esdaassayandits  
Nijmegenmodincation．K．Mertensreportedonhisownresultsobtainedwithinhibitoryandnon－  
inhibitory anti－FVIHlight chain antibodies cloned by phage display techno）ogy・A single point  
mutado汀intheepltOpeOfoneinhibitoryantibodyresultedinthelossofitsiphibitoryfunction・While  
thespecificityoftheantibodywasnotaffectedbythepolntmutation，itsaffinityWaSreducedbylOO  
fbldJtwasconcludedthata餓nitymaturadonofantibodiesmightcauseaswitchfromnon－inhibitory  
toinhibitoryantibodiesorviceversa・TheabsenceofadetectableinhibitorintheBethesdaassaydoes  
notexcludeanimmatureantibodydirectedtoafunctionalFVIIlepitopewithaffinityinnanomolar  
levels possess】ng a pOtentialinhibitory efftct・Furthern10re，the dissociation ofthe FVⅡ∽ⅣⅢ  
antibodycomplexmayirlnuenCereSidualFVⅢactiviLyandcouldhaveanimpactonthehaemostadc  
e脆ct．  

S．Rautpresentedunpubhsheddataonlhestep－by－StepStandardisationoftheFVminhibitorassay  
obtajnedin an exerciseduringaworkshopattheNationalhlStituteforBiologlCalStandards and  
Control（NBSC）．ThedatashowedastepwiseimprovementoftheperformanceoftheFVIIIinhjbitbr  
assaywith reduction ofCVs缶・Om53－80％to14－20％，AnInternationalCo11aborative Study to  
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Star）dardise anti－FVIⅢhhibitorAssays showed a highvariability oftest results・Criticalfc・rthe  

StandardisationoftheFVI一丁inhibitorassayaretheantibodydilutions，theincubationstag巳，thechoice  

andstandardisationofFVmactivityassay（ChromogenicCVs＜one－StageCVs）andtheneedforan  

interna仕onalinhbitorstandard．NIBSC／ISTH／WHOarecurrentlyworkingontheestablishmentofa  
WHOinternationalFVⅢin山bitorstandard（panelofmonoclorLal 
progresswi11bereportedattheISTHSSCSubcommitteeforFVlIIandFⅨmeet－nginJune2006・  

P．MeijerreportedontheoutcomeoftheECATFoundatjoncollaborativestudy，WhichtInderlinesthe  
N腿SCfindingsconcemngtheneedforstandardisationoftheFVIIlinhibitorassay・135clinical  
laboratoriesparticipatedinthisstudy，69％usedtheBethesdaassay，22％theNijmegenmodification  
OftheBethesdaassayand9％otherassays・InterlaboratoryCVsrangedfrQTn28％（N再megenassay）Lo  
41％（Bethesdaassay）．Therewasabroadrangeofcut－Offvalues（0－2IU）．Thespecificityofthe  
assayswasacceptable，WhilethesensltlV）tyWaSratherpoor・ThisisofinterestforthedetectionofJow  
titreinhibitors，WhichmayormaynotbeofclinicalrelevanCe・hconclusion，furtherimprovementof  
the speCificity，SenSitivity，inter－andintra－1ab CVis necessary．Laboratories need to sb・engthen  
Standardisationasshownbyconflictinginfbrmationonassaytypeandconditionsused，  

C．Miller reported thatthe Centres for Disease Contro）and Prevention（CDC）is setting up a  
CentralizedFVⅡIi71hibitortestlng PrOgram aS part OfasurveillanceprqJeCt．The testlngprOgram  

includestheNiimegenmod浦cationoftheBelhesdaassayandtheassessmentoftheimpactofvarious  
parameterS，e．g．CO】1ection and transport of blood sample，and sample treatment fd  

removal／inactjvationofpreviouslyinfusedFVⅡⅠ．Furthermore，theprq］eCtinvestlgateStheclinical  
importanceofnon－neutra鮎ingantibodies，血epossibilitytouseELISAmethodstoscreenforFVIn  

inhbitors，and tocomparetheinfLuence ofchromogenicversusonestage FVIⅢactlⅥけaSSayOn  

inhibitortestresults．  

J．Goudemar）daddressedc】inicalconditionsknowntoinfluenceFVminhibitormeasurement．Among  

these，thedmeintervalsirLeethelastinfusionofFVⅢproductisofimportanCebecat）Setheinfused  
residualFVⅢmaymaskaninhibitorintheassay・Therefore，anti－FVⅡIantibodiesshou】dbetested  
pre－infusionwhentheFVⅡⅠ］evelisatitslowesl・Inadd頼on，eSPeCial】yinchildrensecondaryefftcts  
due to viralinftction（e．g．Lupusanticoagulant）may have arnqiorirnPaClon theinhlbitor  
meastuement．Furthermore，OCCturenCe Of new FVⅢinhibitors was reportedin HCV positive  

haemophiliaApatientsundergolngh’eatmentwithinterferonaswellasinHⅣpositivehaempphiliaA  
padents having aJlimmune recons山utioninflammatory syndrome associated withandretrovira）  
山erapy．  

B．Verbruggen，addressingvariablesinfluenclngtheperformanteoftheNijmegenmodificationofthe  

Bethesda assay，COnCludedinlinewithprevious speakers that further standardisation，e．g・the  

improvementofsensitivityandthevalidationoftheassayareneeded．Spec沌cityandsensitivityare  
individuallyiれnuenCedbyvariotlSparameterS（pHstabiljty；typeOfFVudeficientplasma；VWF  
COntentOfcor）trOIsample；FVⅡIcontentofn6rmalplasma；Chromogenicorone－StageFVⅡIactivity  
assay）．Thelevelofcu［－Offvaluesisinfluen云edbyfhctorssuchastheVWFcontentofthecontrol  

plasmaandthechoiceoftheFVIⅡactivityassay（Chromogenicorone－StageaSSay）．nisespecial1y  
affbctslowtib・eorborderlineinhibitordetection．  

J・M・Saint－Remypresentednewmethods，Whichcandetectthefu11rangeof－FVT7Iantibodiesjnthe  
patientp抱sma・TheseincludememoryB cellepltqPe maPPlngandTcellepltOpeidentiBcation・  
However，Only25％ofthecurrentlydetectedFVⅢantibodieszu’eSt）SpeCtedofhavjnganinhibitory  
efftctwithclinicalcorreladoTL．Therefore，theexpertsagreed，thattheseimmunologicalmethodsto  
detectFVIⅡantibodiesmightbeofgreaterusetoassessthespeCificantigenicityofanewormodi茹ed  
FVⅡIproduct，ratherthanrepresenttngtooIsforclinicalmonitonngofFVⅢinhibitordevelopment・   

旭丘〟d伽d血  
Thequestions below wereaddressedin thediscussionin session3andthefo1lowlng COnSenSuS  
reaclled：  

● 肋Jdrg f毎cr招c（】J叩gri∽e〝ぬJクα化沼gJe血乃虚血那♪r f力e∫ね乃血rd∫αJわ几げJゐe  

βgf鮎∫血那∫αy♪r血ぁおC血乃〆りpeJd乃dりpg〃玩鋸あお和？  
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The use of the Nijmegen mod沌cation of the Bethesda assayis recommended for   

Pre－authorisationstudiesandaJsoforposトmarketingsuTVei11ance・T71eNijmegenrnodjfication   
requ】reSfurtheroptJmisation／staJldardisation and vaijdation fofPerformanceirnprovement・   

ThefollowlngparameterSWerejdentifiedascriticalforvalidinhibitorresults：Thebufftring   
Ofthenorrnalp7asmaanditsFVHcontent；thetypeofcontroIplasrれa（chemical1yorimmune   
depletedorsevere？OngenitalFVⅢde缶cient）anditsVW下conterlt；theincubationtime；the   

typeOfFVⅢactlVityassay（Chromog？nic or one－Stage aSSay）and jts reagents（e・g・   

Phospholipids）．Themeasuremen【oflow－【ltreinhjbitorsisrecognisedasadi踊culttask．The   
reslユ1ts ofinhjbitor measuremeIltS Shot）ldalways beinterpretedin reladon【o chmical   

Observations．Itwasagreedtoreftrthisconse11SuS tOtheISTIISSCSubcomitteeJneetlng   
forrvⅢandFⅨproductsinJune2006forhtherconsideradoれSa血dinpt）t・   

Deve）opmentofstandards／referencematerialswasconsideredasnecessary・ISTH／NIBSC   
arecu7Ter）tlyworkjngwiththeWHOontheimp7ementationofastandardandprogresswi11be   
reportedattheISTHSSCSubcomitteemeedmgforFVⅡIandFⅨproductsinJune2006・   

The・OptimisationoftheFVⅢinhibitorassay shouJdalsoaddressthedetectionoftypeⅡ   
FVTrTinhjbjtors．TypelIFVⅢlir）hibjtorsaremos［1yJinkedtoacquiredhaemophjliaA，While   
typeIFVminhibitorreactjvitiesmainlyoccurfo1lowingtreatment ofseverehaemophiliaA・   

However，amOdifiedFVrUplasma－derivedproduct（doubleviruSirlaCtivated）inducedtypeⅡ   

FVminhibitorsinPTPswithseverehaemophiliaAjnthepast・   

●．・lr＝抽埴J了く・‘ノJ川、′′h／いこ川り机・砧品川肌〃晶Jt＝′J√ハ／．、パパ仰山＝・／抽ゾ＝・仙山ん州二、   

TheN毎megenmodificationoftheBethesdaassayisacknowledgedasaBOldstandard．   

● 克〟ぼrg V（ガ〟ei〃Fけ〝f〝加抽or mgα∫〟re川e〃ねあど′〃g Cαrr∫gdα〟Ji〝甲gCねJf∫ed cg乃r招J   

鳥′小r‘〟川領，ヾ∴ヾんり一んJ丁目叫ぐ山／…JJ〃ノバ／，l・川…ハ仲・‘JいハげJf（、冊J（－f′リー叫i√・ん冊1－、ヾ仙ノ血ご   

Itisrecommendedtoperformtheinhibitorassaylr）aCentralisedlat）OratOryforpre－1icenslng   
Studies・TheparticipationoflaboratoriesinproficiencyandcoJlaborativestudiesisessential・   

●J古Il・．沌′りJんノJ・1■JJノブJi川－かハト＝ん二／れ膏ノ山J‖制圧川／川・ん・Jル！（〟伸・川nソノー／lJJJハ「J〃／JJJ由り「でご   
J．1ハ・ん恒）く、JJ川んJ／りJ（小・Jf仙川〟什／】＝油〃小一れ●－＝1沌rt、ヾ〃山・り／…・一両川八川rい／い上山岬J眉l・l／   

わ＝ノ坤・J川＝仙ノ／－・ヾいJ川／JJ′、／．り〃JJ…・÷／．り椚Jノ．J…‥ん〃′んJJんJ／けパ加ん川亡・‘相′け（J：川招   

d∫∫乃gJg∫8〝甲Je／∫7乃gJ叩0∫iJ如才g∫けど∫〟JJす〟dJj舟カrα乃i乃ろf抽D′粛αg〝0∫f∫7   

Itwasemphasisedthatthedjagl）OSisofaninhibitorshouldprlmarilybebasedonclinical   
observations and be confirmed by FVIIl inhibitor testing in the laboracory. A close 
COllaborationbetweenclinicalandlaboratorystaffisimportant，   

Consensuswasreachedonthethresholdof≧0．6tiUforthediagnosisofaninhibitorandof   
＞5BUfwahightitreinhibitor．Acon丘1TnatOryteS【ona second，SeParatelydrawnSamPle   
Shouldalwaysbeperfbrmed・ThissecondsampleshouldbetAkBnpnOrtOanyChangeof   
treatmentandshortlyafterthepreviouspositivetest（withinamonth）・   

● 肋Jα柁J鮎c加ゎdJc（）乃加わ那JJ∽J叫7〟e乃CgJんg化r〟おqr玩んf占わr爪βd∫〟柁爪g〝′イg・g・  

．、亘〃〃汗り′仙川川…イJ・－l－〃J玩／ノ～…〃叩心．J仙・い川〃座JvハIW′J山、∫J・r〃J′∫‘山血山mJf川肋J   

∫叩∫廃♪rFⅥ〃如摘み如r〃1gαヂ〟化耽叫？肋仲わd所乃g∫たどC加～〟ヱクd和明ビタg作ノ   

CO乃助わ那加g＝ヅ揖cんi乃ム肋J〝Jg∫加glγf‡Jム血g′eヱね抽rg∫〟加7   

ReftrenceismadetothediscussionofresidualFVIIIplasmalevelsandlupusanticoaglAants   
insession4．   

hhibitorshavebeendetectedinpatientswithchronicviralinfections（e．g．HⅣ，HCV）durhg   
antj－viraltherapy・   

● llん〝．・、Jムr▲J．ムん・‘／l・JJ批・りTl■JJJ．＝J〃叫八、…（≠＼〟′t〃力・川／・＼イーJ．ノ．㌦l．－   

TheaddedvalueofFVm ar）tibody measurementbyELrSAisnDtyetde石ned，butis arI   
interestlngareaOfresearch．  
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SESSION4 CLINICALRELEVANCEOFFVⅢDほⅠIBITOROCCtJRRENCE   

Thepurposeofsession4，ChairedbyJ・hgerslev，WaStOdiscusstheclinicalrelevanceofFVⅢ  
inhibitoro∝urrenCe．Threemainquestionswereaddressedbyexperts，dealingwiLhtheinterpretation  
ofinl1ibitorresults，C）inicalsignsofinhibitoroccuTenCe，andthecaseoflowtitreFⅥⅢinhibik汀S・  

Inordertoanswerthesequesdons，arOundtablediscussionwasconvenedwiththepartlClpationof  
fiveexpertS－G．Auerswald，R・Lassila，C，Lee，P．M・MannucciandM・VandenBerg・   

旭丘〝JCtⅦdh5血几ダ  

●JJ′一け′り血叩け‘イ＝吊柚〃r川〟丹、Il、力ん・／川r‥一J－／“f′椚J…∫－∫く・‥イざ′1f川J√州√J仙明∫ノブ－〟J′削Y  
ん〟叫rわー川イ止血一J・1′JJJf〃／If如J（一r〝椚…肌仙－′JJ；’  

P．MannuCCIPOintedoutthatclinlcalconditionscouldinterferewiththeFVIIIinhibitormeasurement  
butnotwith血echnicalsignsofinhibitoro∝tmnCe・  

ThisqtleStionwas addressedunderthreeaspeCtS：COntentOfFVminthesamplefortesting，1upus  
anticoagulant，anduseofheparinisedports・Surrnlariesofthesediscussjons，aSWellastheconsensus  
reachedwiulallparticipants，arePreSentedbelow・   

坤rtesti叩  
PresenceofFVⅢinplasmasamp7es，duetoarecentinfusionofFVIⅡortoendogenousFVIIIinLhe  
plasmaofnon－SeVerehaemophiliapatients，Caninterfhewiththeresu）tsofthetestfwFVIIIinhibitor  
measurement．Forroutineinhibitortesting，preftrablynoclottingprodt］CtShouldhavebeengivenin  
theprevious3days．Theinhibitorlestshou）dbeperfbrmedwhentheplasmaFVIIIlevelhasreacheda  
Pre－SubstitutionnadirratherthanataspeCifictimepolnt・  

TheinhjbitorassayshouldbevalidatedfbrtheimpactofresidualFVmonthetestresults・Intest  

SamplestheresidualFⅥⅡlevelshouldbelow．f7eatingofthesamp］einordertoinactivateresidual  
FVHcontentcouldcircumventthepossibleinterference，Whilekeepingirrmunoglobulinsintact・（For  
examp］e，H．VerbruggenuSeSaOne－hourpre－treatmentat580C；intheFbnchExpertGroupReport，a  

Pre－treatmentOf30minat560Cisrec？mmendediftheplasmacontainsFVIm・Theheatingpre－  

treatmentneedstobevalidated．ThispolntShouldalsobereftrredtoISTHSSCSubcomittecfor  
FVHandFⅨproductsforreview．   

LupusanticoagulanりLA）  

LAsareaheterogeneousgroupofi7TmunOglobulinsdirectedagainstnegativelychargedphospholipids  
incomplexwithproteiru（‰－glycoproteinI（P2－GPI），prOthrombinandothers）・AlthoughLAandanti－  
FVIIIinl1ibitorsaredissimilarinterms ofspecificityandchnicalpresentation，theyaresomewhat  
related；aSbothof山empro）ongthephosphoJipid－dependentcoagulationtests・DiffbrentiationofLA  
＆omantトFVminhibitorsiscrucial，becauseofdifftrentぬerapeutjcconsequences（i・e・antithrombotic  
agentsintheformerorhaemostaticagentsinthelatter）．L＾isapparentlyrarei11adults，butsoisdle  
OCCurrenCeOfinhibitorsinPTPs・Therefore，immediatesJgnSOfaposltlVeinhibitortestinammight  
beduetoLA・SmallchildrensuspeCtedofhavinganinhibitorshouldbealsotestedforLA，Which  
especial1y，inchjldrenareassodatedwithviralinftctionsandaredifnculttodifferentiatefromFVⅢ  
inl1ibitors．  

Hepadnisedporb  
hgeneraいtisrecorrmendedforfVrrIinl1ibitortestlngtOtakeblood舟omaveinandnotfromaport，  

asflushedheparinhasanimpactonFVⅢIinhibitormeasurement・  

● 肋Jαre上反cJf乃わαJ扇g乃∫♪rJ鮎occ〟汀∽CeげFⅥ〃f乃ん翫ro用わぁg〝∽〝加rどd玩cJi扇cd  

㍍〟dね∫（g．g．血c柁那gd抽ed玩gre乃de乃ql最gたco那〟〝甲血勒払cたげr朗pO那eOr宅炉Cαり，  
decreがgdrgcovgヮ，∫加〃ewd九坤才幹）7  
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恥  
Itismucheasier【odetectchangesLrom［hepatient’susualcoT）ditioninPTPsascomparedtoPUPs．  
Alltheた〉l】owJngParame［ers arerelevant：increasedbleedingtendency，highconsumPt10n，1ackof  

responseore抗cacy，decreasedrecovery，Shortenedhalflife・Hjghconsumpt10nWaSaClinica）signjn  
theclusterofinhibitorcases（typeII）inPTPsseeninGermanywithmodifiedp）asma－derivedFVm  
PrOduct（doublevirusinactivated）．   

坤l血en  
rtismuchmoredi用culttodiagnosejnhibitordeve7opmentfromc7inicalslgnSininfhntsandyoung  

children．  

助armacokinetics：I［isnotfbasib】etoperformexter．sivepha血IaCOkineticinvestlgationsin  
infan（S and youngchi】dren・Ifaninhibitoris suspected，itis recommendedtoIookatthe  
recovery．Iftherecoveryappearsgreatlyreducedar）d／ornoFVmisdetected，aninhibitoris  
SuSpeCted．  

Itshouldbekeptin皿血d thatthenormalpharmaCOkineticrangemaybeageprelated，with  
Childrenexhibitingdifferentkjnehcs（Shorterhalf，1ifeaJldlowerrecovery）comparedtoadults・  

鞄hconsu〝甲iion＝Thjsparameterisnotareliab］eindicatorforFVminhibitorsininfants  
andyoungchildrenasthereisno“usualcondition”tocomparewith．Furthermore，thereare  

rnanydifftrencesinlifestyleofchildren（carefuloraccjdent－prOne），Whichmayleadtodose  
modi百cations．  

IncTeaSedbleedbzgletz‘ねnqy：Thispararneterisunreliableasaclinicalsign・Bruisingcanbe  
Observed，butitisdi疏culttoassesso叫ectively．  

Lackqfn岬OnSCOT・qqicaLV：Poorresponsetotreatment，jncludingprophyiaxis，isusefulasa  
Clinicalsign ofinhibjtoroccurrence．Hightitreinhibitorsmaybesign摘edbyanincreased  
bleeding tendency（e・g．joint bleeds），While treated under a FVⅢprophylaxis regimen・  
Effectiveness oftreatment ofafreshjojnt bleedis rneasurable．Low titreinhibitorswill  
probablynotbedetected11nderFVlIIprophylaxisreglmenS．  

Neverthe］ess，there areinhibitorpatients whodo notbleed．Therefore，thereis aneedforcarefu1  
monitor】ngOfallparameters．TheneedforclosecdlaboratiorlbetweendleClinicallaboratoriesand  
thephysicianshasbeenclearlyemphasisedduringthemeetlng：linkingoftheresultsofFVminhibitor  
teststocljnjcalsignsofeachpatientappearSCruCia】todeteminethebesttherapeuticapproach・  

●．ヾ州り，‘山川J＝l、仙／州・〃什‘・J・ヽ●JJJ∫／血／血げ＝／山川・‘川f／IJ…汀【ノJ・、l〃／l川∫…叩JH耽．貼り一J（／  

止ぐl・〃りfllJ／′l、J川仙、＝√／′棚Jくり／わJ【1ルー、／〟ハ・‘仙／川巾・J川油川J・、l〃JfJJ／J汁〟り八一／－l・／かJh・r  
〃‖いJ油Jt・l／‘仙／／h・H・、イ川／‘／【イ机J川J、仙／Jハ仙ノ血汀／－・JJ州一岬／，r‘／州．叩く・こJ／り‘〉／）／l血  

JJ肌〃‖JJよ／J〟血Jり：－  

Generallythereisalackofknowledgeoftheclinicalrelevanceoftransientandlowtitreinhibitors・rt  
isnotknownwhetherthesemightbecomeclinical1yrelevantinaFrPlaterinlife・Thisindicatesthe  
importanceofprolongedfollow－upOfpatients．However，SuChlong－termdataaremuchmoredi揮cult  
tocollect，butdataareessentialforpharmacovlgi1anceassessmentandreglStdes・Anotherconfounder  
OfdatarelatestothefactthatFVIⅢinhibitortestingismos10ftencarriedoutinloca11aboratoriesonly  
ra［herthanacentrallaboratory・ItwasnotedthattheCDCisdeve】op】ngCentral1aboratorytestingfor  
SurVei17ance（SeeSeSSion3）intheUSA．  

Inthiscontext，．COnSenSuSOnthefollowlngpOlntSWaSreaChed：  

q Monitonngofinhibitordevelopmentshouldbest訂tedattheorlSetOftreatmentinorderto  
obtairlSOlidbaselineda【a．  

－ Regularlaboratorymeasurementsofjnhjbitorsshouldbeimplementedinclinicalstudies・  
haddition，Clinicalsignssuggestinginhibitordevelopment（seepreviousquestion）should  
bedefinedandusedto（rlggerinvestlgationsbetweentheregularlaboratoryvisits・  
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－ RouhfleteStlngforinhjbitorsshouldbecarriedoutonaregu］arbasis．hparticular，teStlng  

Shouldbefrequentintheearlyphasesofsubstitution・However，itwasacknowledgedthat  
frequentsamplingmightprovedifficultinyoungchildren・  

－InordertodiscloseproductrelatedirrmunOgenicity，al1inhibitorsshouldbedocumented・  

L LinkingclinicalandlaboratoryfindingsisverylmpOrtant．  

SESSION5 CLTNICALDATA－STUDYDESIGN   

Thissessionwasdividedinto5sub－SeSSionsinordertoaddressallidentifiedissuesrelatedtocunical  

trialsandstudydesigninrelationtotheriskofinhjbitordevelopment・   

5．1 REGtJIJATORYREQUIREMENTSONCI，INICALSTUD￥DESIGNEU／USA   

Session5・1，ChairedbyJ．Ingerslev，addressedtheregl］1atoryrequ＝－ementSOnClinicalstudydesignin  
EUandUSA．  

肋ね伽  

A・Hilgerpresentedthe EUrequlrementS aS Outlined jnthe current CHMP note fbrguidal】Ce On  
Clinicalinvestlgation of p】asma－derived and recombinant FVIr［products．Prior to marke［ing  
auth0risation，aPhamacokinelictrialsho111dbeperformedinat］east12immunocompetentsu句ects  

Suffering丘omseverehaemophilia・Efncacy，Safttyandimmunogenicitydataarerequiredfrom50  
PTPs（≧150ED，aged＞12years）withresidualFVⅢ1evels≦2％．ImmunOgenicitydatashouldbe  
basedonfollow－uPOVeraperiodof≧50EDor6months．Theinhibitortitreshouldbemomitoredat  
baselineandevery3monthsusingtheNijmegenmodificationof血eBethesdaassay．Thereisr．o  
formalrequlrementfbraPUPstudy．However，treatmelltOfPtJPsshouldbedocurnentedalldshould  
notbeinitiated befbre data on50EDfrom20FrPsincludedin the clinicaltrials are available．As  

Outlinedintheconceptpaperfortherevisionoftheguideline，theEUrequlrementSwillberevisedin  
linewiththeoutcomeofthisworkshop．Proposalsforrevisionalsoincludedosagereglmen，risk  
managementplan，dennitionofpatientcharacteristics，thepaediatricpopulation，andimproveddesign  
Ofpostmarke［ingstudies．  

J・Lozierpresentedthe outcomeofthe2003FDA workshop onFVⅡIinhibitorsandthecurrent  
COnSiderationsforchnicalstudydesigninUSA．Attheworkshop，theFDAencouragedmanufacturers  
Ofrecombinantproducts toputdataffomproductdeveloprnentandclinicaltrialsintothepublic  
domain．In addition，FDAintended to advance the discussion ofinhjbitor de血ition，risk，  

measurementandregulatoryconcernSin apublic forum．ThecurrentFDA approachistorequest  
efncacyandsafetyinms（definedas＞150ED）ratherdlaninPUPs，andaPKcomparativestudyvs・  
equivalentrecombinaJltprOduct・EightyPTPsshouldbestudiedfor50EDtobeabletopemitthe  
detection ofoneinhibitor whileru1ingoutby statisticalanalysis atrueinhibitorrate of＞5t6％・  
PaediabicstudiesarepreferredoverPUPstudiesandarerequiredas．aphaseIVcomitmenta）though  
theprotocoIshouldbeapprovedpriorto］icensure・  

UnresoIv6dissues for the FDA were highlighted such as theinl1ibitor threshold of＜1．O BU，  
POSt－marketing surveilJance，alternative statistica）approaches（Bayesian）andinhibitorsin PUP  
studies．  

旭丘打♂Cb〟d血  
TheapproachforregulatoryrequlrementSforpre－1icenslngStudiescl巳a∫lydiffersbetweenEuropeand  
the USA・InI三uropeitis consideredimpracticaltoperform pre－1icenslng Studieswith sufficient  
StatisticalpowertoreliablyexcJudeabnorTnalimmunogenicityofanewproduct・Thereforeapre－  
1icenslngStndycarefullyassess）nginhibitoroccl】rrenCein alimitedmnumberiscombinedwith  
mandatorypost－1icenslngStudiesandpharmaCOvigilance・htheUSA，theacceptabiljtycriteriaof  
“ru1ingoutofatrueinl1ibitorrateof＞5・6％Mforanewproducthasbeenchosenbasedonobservadons  
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madein Canada during the switch斤om plasma derived concentrates to one recombinant FVm  

product．  

SeveralparncIPantShjghJightedtheneedforharmonizationoftherequlremer）tSbetweenEUandUSA  
takingaccoumtOfthelimitedsizeofthepatientpopulationavai1able．  

Theexpertsaddressedtwoquestions：thefirstonthemostrelevantpatientpopulationtobestudiedfor  
inhibitordevelopmentandthesecondontheuseofMTPs．  

● 川l・し〟J・／川／「〃．1什．ぐ〟ん山／＝∴・J・汀√け，iJ肝／lム仙JJJソハJ用心で／ム．川J一丁／／，∫∫／いJJん／／｝ぐJ仙・（JJJ・  

∫J呵yク柑血cJ化加どdブナ乃肌〟乃Oge乃∫c叫∫玩ec舶Jd柁乃椚βγrg甲0乃d萌酔rg〃勅ノね川d血jね，  

一両J‘ナノ川〟仙人、r九・Jご＝！／ハ∫／∫州ム／‘′J、●・り－ト、一加晶・‘Jハニぐ一肌肘Ⅲイ／けルーr什川JJ肛′JJ，〃H、けf‥い  

侶／川汀川川りi・rV一両／i…JJト〃〟血恒J，（／ハ．J／州川ゾ、血・（・一肌・．ヾJでJ…－／冊汀〃′ム・f侶イ〃．、J川′！／、  

f′ゆmdJわ乃0乃タカ♂f〝仁方dgwgげi乃力肋わ巧加Pと〃）∫βJdタ7P∫α∫αddrβ∫∫ed玩血c（フrgぶPC  

∫eCJわ乃イ．ざ乙加（お∫わⅥあJgぢ脾Cは  

／．＝／J‘、、ヾ川川〟／－／J〟州ソ小′ゾJ／山岬押凧、／＝肌〃…／んJ－－  

In dailypractice，theclinicaJlymostsigni貞cantandrelevantinhibitorsoccuriT）PUPs・An  

importantissuein the treatment ofPUPsis d－eChoicebetweenplasmapderivedFVm or  
recombinant FVm product and the weighiT）g Of也e potentjalrisks of transmissjon of  
infectiousagentsvs．thehskofir）hibitordevelopment・Therefore，SOmeOfthehaemophilia  
treaters paTtlClpatlngin the meetlng StrOng［y recommended theinvestjgation ofinhibitor  
developmentinPUPs treatedwithplasma－derived FVⅢcompared torecombinarlt FVⅡI  
prodtlCt aS the highest pnonty・To stt］dy this aspeCt jn an evidence－based approach，a  
randomisedconh－O11edc】injca】trjalwas suggested（わrpossibletrialdesig71SeeSeSSion2）・  

ExpertsrecognisedthatinprlnCiplearandomisedcoIltrOIJedtrialisthemostreliablesmdy  
design，buthighlighteddi班culhestousethisdesign（sma11patientpopulahon，Whichproduct  
touse，doseregimendesign（PrOPhylaxisvs：Ondemand））・Itwasnotedtha亡insomeEU  

COuntriesrandomisedcontrolledtrialscompanngplasma－derivedFVⅡItorecombinantFVID  

productsarenotfeasibleasonlyrecombinantFVⅡIproductsareused．  

Atthetimeofmarketingauthorisadon，themostjmportantquestioniswhetheranewplasma－  

derived FVH or recombinant FV7IIprduc［reveals an abnormalimmunogemic pro別e  
COmpared10PrOducts alreadyoll（he market．SincePTPs areconsidered atlowriskfor  
inhibitordevelopment，theyshouldbeincludedinimmunogenicityinvestigationsofproducts  
becauseexcessivei血ibitorformatior）inFrPswouldilldicateincreasedimmunogenicityofa  
product．  

PrevjousexperiencewiththeoccurrenceoftwoclustersofinhibitorsinPTPstrea【edwithtwo  

modifiedp】asma－derivedFVmproductssl－OWednoabnormalproductimmunogenicityduring  
thec】injcalpre－Iicensingphase，Whileth巳firstinhibitors∝Curredpostapproval（detected18  
monthsaftermarketintroductionforoneoftheprducts；mOStpatientshadmorethanlOO  
ED）．Basedonlhisexperienceahdconsideringthesmallpatientpopu）adon，itwasconcluded  
that知11immunogenicitydatacould notbecollectedpre－authorisatiorL．Itwas proposedto  

requⅣelimiteddataprlOrtOau【horisadonandtostrictlyfbllow－uPPatientspost－authorisation・  

Inconclusion，SOmeagreemeTltWaSreaChedthatinhibitordevelopmentinPTPsremainsthe  
mainf（K：uSinpre－authorisationstudies・TheoplnlOrLOfexpertsontheudlityofclinicalstudies  
in thepaediatrjc population（e．g．PUPs orPTPs，plasma－derived vs．recombinantFVrrT）  
Seemedtobedivided．  

●・で／…JIJ川山血‘〟小JJ・／・‘〟ハ丹l山川八′〟廿、リ／い′叩＝侶ノいざ仁・血・＝l・油J一〃J’．†．一  

Asthe pop11ladon ofMTPsis not we11dtfined，parhcIPantS unanimously agreed not to  
combinedahonMTPswithdataonPUPs．  
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5．2  DEFINITIONS・PATIENTSCHARACTERISTICS   

Session5．2，Chaired byJ・Ingerslev，addressed definitions amd patients characteristics・Two  
PreSentationswerefbllowedbyaroundtablediscussion，inordertoprovideconsensusstatementsto  
thethreeproposedquestions，   

」n恍〟ね伽  

M・VandenBergpresentedthereTeValuadonofPUPrecombir）antFVrIIstudiesandtheCanalStudy・  
Anydiagnosisofinhibitorshouldbemadeonclhlica用ndingsconLirmedwithtwoseparate］ydrawn，  
pos］tlVeSamples・RecoverydataandotherPKtestswereconsiderednecqssaryforafulldiagnosisof  
inhibitors・BothstudiespresentedbyM・VandeJIBergrevealedcomparableresultsirldicatingthat  
intensiveb・eatmentincase ofsurgeryandlargebleedingsis associatedwithinhibitoroccurrence，  
while earlyonsetofprophylactic treatment seems to havebenefitL Recorru11endation fbrfurther  
investlgadononthispotentialbene貢ciale鮎ctwasproposed・  

J・hgerslevpresented，OnbehalfofJ・▲01denburg，areviewonriskfactors，prOVidingexamplesofhigh－  
riskscenariosfoqinhibitordevelopment．TwotypeSOfriskfactors，geneticandenvironmental，COuld  
beconsidered’todeteminetheriskpro缶1e・PredisposinggeneticfactorsaretypeofFVmmutation，  
fami）yhistoryofinhibitors，SeVentyOfhaemophi】iaA，raCeandethnicity，andpolymOrphismsand  
mutationsinirrmuneresporlSegeneS・Theenvironmentalfhctorstha（mayinfluencethelikelihoodof  
inhibitorformationaretheageoffirstexposuretoFVIII，immunologicalchallenges，invasivec）inical  
procedures，treatrn8ntregimeswithfVT7T（dosages，intervals）；SOCioeconomicaspects，abnormaJFVm  
molecu7esandinfantdiet．  

DiscussionandCondusions  

Expertsandregulators（J．AsterTnark，C．Hay，C・Lee，D・Mentzer，W・Schramm，M・VandenBerg）  
Participatedintheroundtableidiscussion：  

Threequestionswereaddresseddealingwiththedefinitionofseverehaemophilia，PUP，MTPand  
PTP，andtherelevantpatientcharacteristicsfortheevaluationofFVminhibitors・  

・♪¢れ血わ田舟r∫ビリgrg厄e叩以上ねA揖edf乃櫛作乃Jc肋J∽J∫Jl戚β∫lⅦワbeルビg乃Fm  

ムd∫e肋eJeγeJげ＜ノ％α乃d＜2乳上わw∫カ0〟Jd∫即g柁厄e椚呼ん血Aあg坤乃gd？乃ビ∬m  

∫∫C∫〟あ00血〟gg坤乃gd∬レビ柁厄e叩ゐfJ由Aw肋αm〃ム∬e肋βJgveJげ＜ノ％・∫た0〟Jd  

J厄∬CcJ郎∫歩Cαrわ乃あe8d甲Jgd如c肋fcαJp厄mαCOγfgfJα乃Cg∫r〟ゐ∫7  

IndustryrepresentativespojntedoutlhatthereisnoproblemindefiningseverehaemophiliaA  
asabaselinelevel＜1％forpre－1icenslngStudies・Nevertheless，forpost－marketingstudiesa  
baselinelevelof2％hasbeenchoseninthqpastinordertomeetlaboratorydifficulties■One  
indt）S叩proposalwastocollectalldataforFVmbaselinelevelof＜1％and＜2％inaposト  
marketingsetting，andprovideforstatisticalanalysJSwithdistinctresultsfbrFVⅢbaseline  
levelof＜1％and＜2％．Assessment ofthe gene mutationis recommended whenever  
possibIe．  

The鮎alagreementwastoadoptthede餌tionforseverehaemophiliaAoftheISTHSSC  
Subcomittee，namelyaFVTT7baselinelevelof＜1％・  

・月∂W∫九0〟揖夕胱〟7アのdP7アあgd所乃gdo乃混みα∫血げJんgわ山J乃〟mあぞrげe坤が〟re  

血ッ∫7九血柁αVαJ〟gf乃J九e血Jm血c血乃げd広葉血mJc（lねgβパeちg．g・月田V砂眈αJedPrP7  
∫厄〟JdJ鮎n脚血rげ叩β∫以柁血γ∫あgr甲OrJed伸助Jんgクm血c川′dgrwんわん〟ほ川〝  

加加地βr（おyeJ呼ed7  

Asagreeddtuingthepfevioussession，thecategorizationofpatientsasMTPsisnotseenasa  
usefu1concept・Therefore，thediscussionfocusedonthede伽itionsofPUPs，andPTPs・  

Regardingthede伝nidonofPUPsvari0uspOSitionswereconsidered・Agreementwasreached  
thatPUPsarePatientswhohaveneverbeenexposedtoc】ottingfactorproducts・Nevertheless，  
previousexposuretootheTbloodcomponentsshouldnotberegardedasb・eatmentinthis  
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respect．Agreement was TeaChed that pre－authorisadoninhibitor development should be  

StudiedinPTPsthatareatlowrisk，e・g．mOrethan150ED・  

haddition，adifferentapproachtocategorisepatientsinlow－risk，irLtermediate－riskandhigh－  

risk groups rather than PUP，MTP and FrP was discussed・The ctl皿ulativerisk fbr  
developmentofaninhibitorwithin血efirst150EDis20－30％．FiftyperCentOfthosepatients  

thatevenhlallydevelopinhibi（OrS，developthesewithinthe丘rst20ED，95％withjnthe缶rst  

50監Dand＞99％withjnthe頁rst150ED．7twasproposedthatpatientswithmorethan150  
Cuml】lativeEDaregroupedaslowLrjskpatients，Whjlepatientswithlessthat20cumulative  

ED are regarded as high－rjskpahents・Neverthe7ess，fortheintermediateriskgroup，the  
de丘nitionincumulativeEDseemstobemoredifnculttodraw，＿Sincepatientsarestillathigh  

riskupto【h巳丘rst50ED．ThenumberofEDcouldbeutilisedillCategOrjzationparameter  

ratherthan theclassification as PUPorPTPLIn terms ofpharmaCOvigi1ancea11patients，  
includingthosewithmoderateandmi1dhaemophilia，Shouldbeincludedinanysurvej11ance・  

Regulators needed cIeardehni［ions ofpatients，Whatever their basis，numberofexpost∬e  
days，Orriskcategorizadon．Toproviderelevantandreliabledata，thesede缶nitionsshouldbe  

Clearly established andpracticable．For pharmacovjgilance，it appearSimportant to de蔦ne  

CategOriesbasedonrisk，eSPeCial】yforspontaneousreporting．Tberefore，furtherreflec【ionon  
CategOrization ofpatients－low，interrnediate and hjgh－risk groups－WOu】d be chtica】1y  

COnSideredduringtherevisionoftheguidance．  

●l川／諭J′り／ん叫‘イ川りり‘・小高、・∫J作J－‘イ川川J／；け〟∫＝・＝／〃J／んけl‘イ／・、l■J／／血／浦山，「しり、、JJイ＝／J付  

わC（フ〟ecJiJ所）J礪Jわ柁β乃β助〝わ∫ウ，りpどげFⅥ〃gg乃e m〟JαJわ乃，ge乃grαJんビd肋∫／d／叫  

血g乃∫fウげJ〝αわ乃ど乃〝ヒ仇9〟〝甲Jわ乃，Cよ化〟m∫Jd乃血才力cわ和一e．g．∫〟瑠e堺dggdJ∫ねrJげβ丹J  

J′川J伽ソ汀山、ヾ…・′－l・J＝川岬／山J・いl∴lけ、丁）・・lf（〟J－【机…Jく≠ハ′一岬J山一一りi・′－し揖J‘JI川了●  

TheexpertSagreedthatal］mentionedpadents’characteristicsshouldberecorded‥SeVerityOf  

haemophiliaA，age，ageattimeofnrstexposuretoFVⅢ，raCeandethnicity，tyPeOfFVIⅡ  
gene mutation，generalhealth status（infbctjons－HIV，hepatitis and otherinftctions），  
VaCCination，family history ofinhibitors，andsⅦ●gery．Reason fortreatment，reglmenS and  

intensi【yoftreatment（prophylalisorondemaJld，incaseofsurgerycontinuousinfusionor  
bolusiQjection，dosagesandintervals），ED（totalandonprodllCt）shotlldalsoberecorded・   

5．3  MOl）EOFTREATMENT－CONTINUOUSAI）MINISTRATIONAND  

PRODUCTSWITCH   

Session5．3，ChairedbyJ．Ingerslev，addressedtheinf）uenceofthemodeoftreatment－COntinuous  

administration and product swi［ch－Oninhibitor development．Two presentations were glVen，  
fbllowedbyaroundtabIediscussion，inordertoprovidecons6nsusstatementstothethreeproposed  
ques【ions．   

加血伽  

J．van der Bom presented theidealstudy design forinhibitorsin haemophilia A丘om an  
epidemi0logica】pointofview．Whi】eriskfactorsforinhibitordevelopmentinPUPs（e．g・typeOfgene  
mutation，ethnicity）are established，thereislittleknowledge aboutthe riskfactors forinhibitor  
deve70PmentinPTPs．Tntensityoftreatment（COntinuousinfusiorL，PrOphylaxis）andswitchofproduct  
havebeeninvestlgatedaspossiblerjskfactorsforPTPs．J．vanderBomquestjonedthefeasibilityand  
ethics ofa randomised controlled tria7to study the occurrence ofjnhibitor development under  
COntinuousinfusionjncomparisonwithdailybolus巾jecLionsdu6tOthehighpatientnhmberrequired  
（2282FI’Psamd96PUPs）．BecauseofthelimitednumberofhaemophiljaApatients，CaSeCOTltrOland  
COhortstudiesrequlnngaSma11ersamplesizearemorereahstic・Attentjonshouldbemoved打omlhe  
determinationDfincidencetotheinvestlgationofriskfactors，WhichcarlnOtbestudiedinrandomized  
COntrOlled trials・Mostknowledgeis based on observation and theidealsi亡uationfrom the  
epidemi0logicalperspeCtivewot］1dbewheneverypatientwouJdcarryanelectromiclogbookfordata  
Ontreatmentandsideeffectstobeen［eredintoacentralreseafchdatabasebi－annual1y・haddition，  
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duetotheverylimitednumberofpatients，itisimportantforhaernophiliatreaterstojoinforcesand  
CO11aborateacrossborders．  

G・Auerswaldpresentedepidemiologydataofin山bitorformationinBonnandBremenbefore1990  

andbetweenJanuary1990aJldJuly2001inpatientsunderirmnetolerancetherapy（rrT）treated  

Withplasma－derivedFVIL［concentratessolelyandpatientstreatedwithrecombinantFVIIIproducts・  

Priorto1990thesuccessrateofrTTwithplasma－derivedFVⅢproductswas87％（44／51cases）at  

thesecer．tres・From1990to2001thesuccessratewas82％withplasma－derivedhighpudtyFVIⅢ  

prod11CtS（23／28cases）and43％withrecombinantFVⅢproducts（6／14）．13patients，Whofai］edrfT  

andwereinitiallytrealedwithhighlyptlr沌edplasma－derivedorrecombinantFVTIIproducts，Were  

Switchedtoplasma－derivedintermediatepmiqTVWFcontainingproducts＿andimmunetolerancewas  

achievedinlOof13patients・Theinhibitorreappearedin2patientsafterchangingbacktohighpurity  
FVⅢproductbutdjsappearedundertreatmentwithaVWF－COntalnlnglntermediatepuntyplasma－  

derivedFVIIIconcentrate・Inconclusion，FVⅢconcentratescontainingVWFmaypossessareduced  
inmunogenicpotential．   

肋血且〝♂伽d血  

Expertsandregulators（G．Auerswald，B．Liungherg，l．Scharrer，J．vanderBom，M．vandenBerg）  

pardcipatedintheroundtablediscl］SSion‥Threequestionswereaddressedbythegrot）p，dealingwith  
potentialimpacts of administra止on practice，COndnuousinfusion aJld product switch on the  

deve）opmentofinhibitors．  

● 伽e∫d血乃f∫加血乃クmCJねg∫「Jfお〝叩砂山血d′do乃一血〝∽乃d加dfme叫わが〟e乃CどJ加  

dgγgJ叩mど乃Jげ∫乃九fム血相？  

ThedatafromtheCanalstudypresentedbyM・VandenBerglnSeSSion5．2indicatedthat  

thereisacorrelationbetweenprophylaxis／on－demandtreatmentandthe∝CurrenCeOfFVIIJ  

inhibitors‥thereweresign沌caJltlylessinhibitorsinpatientsunderprophylaxisreglmen・Some  
OfthepartlClpantSraisedtheissuethattheseresultscouldbeconfbundedbythefact血at  
prophylaxisstartslaterinlife，WhenalowerriskofinhibitordeNelopmentexists・htheCanal  

Study，atimedependeT）tanalysISWaSPerformedinordertotakeintoaccountthisconfounding  
ねctor．  

Avai1abledatain1iteratureseemtosupportthenotionthatprophylaxismightbeprotective  
withregardstoinhibitordeve】opment・  

Nevertheless，becausealimitedamountofdataareavai1ableonthistopic，therespeCtive  
impactsofon－demand／prophy】axisreglmenSOnthedevelopmentofFVminhibitorneedto  
befurtherinvestlgated．  

● 加e∫αdm加f∫加Jわ乃毎c∂乃血〟0以∫f′モ陶わ乃fJポ〟e乃Cefんe滋veわpmg几Jげ血あi占血相d〃df∫  

Jゐg柁α乃ggd♪r甲gC折C血JαrビねJedわαd竹∫花王∫Jm血乃わc∂乃血〟0揖f7拘∫わ乃7  

I・ScharrerStartedthediscussionbyreportlngOnaretrOSpeCtivetrialoninhibitoroccurrence  

aftercominuousinfusioninGermany・Twohundredcontinuousinfusionswereperformedin  
128patients，Ofwhich14developedaninhjbitor（3PUPs，9ms；5patientswithsevere，1  
withmoderateand8withmi1dhaemophilia）．Fourofthese14patients（29％）hadamissense  
rnutation，Whichis striking sinceJ・01denburg and colleagues fbundonly4％missense  
mutationsinmorethanlOOinhibitorpatients・Theotherl14patientswhodidnotdevelopan  
inhibitorwer？Suffering舟omsevere（78），nldderate（8）andmild（8）haemophi］iaAand魚■Om  

haemophiliaB（7）・Takentogetherthesedataindicatethatcontinuousinfusioninpatients  
withmi1dhaemophi】iaAshouldbecarefu11yevaluated・  

ParticipantsagreedthatthereisaneedofcontroldataandfLUtherinvestJgationstofu11y  
answer this question，particularlylnmild haemophilia・Participants raised theissue of  

COnfoundingfactors，SuChasintensltyoftreatmentandED．ThenumberofEDislowerin  

padentswithmi1dhaemophjliaandmostofthesepatientsar与COnStantlyatriskofdeveloping  
aninhibitorduringhigh－intens）tytreatment．  
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