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I・Scharrer reported on the review ofthe risk forinhibitor deveJopmentin PTPs when  

SWitchingfromplasma－derivedtorecombinantFVⅢⅠ・Inaseriesof5clinicaltrialswithatotal  
Of307padents，OnePatientwasfoundwi［hadenovo，b－anSient70Wtitreinhibitor，  

Forpharmacovlgi】ancereporbng，itappearSimportanttoobtajninfomlationaboutpossible  

PrOductswitchesbeforeandafterinhibitordetection・  

TheparticIPantSagreedthatpossibleilleffectsofproductswitchingcouldbeextractedfrom  
regis虹ydata．TheneedfbraEuropeanorinternationalregis甘ywasemphasized・  

Nevertheless，nO COnSenSuS On WhetherincreasedinhibitortestlngShould beimplemented  
afteraproductswitchwasreached・Testingrecornmendationsaredifftrentdependingonthe  
COuntries：in United Kingdom，eVery6monthsis recorrmlended，Whilein France，after a  

PrOductswitch，inhjbitortestinglSreCOrnmended afterlO－20exposuredays，andthereaf［er  

accordingtothepatientstatus：inPTPs，inhibitortestingisperformeduponeachvisit（OneOr  
【woperyear），WhileinPUPswithseverehaemophilja，inhibitortestingisregularlyperformed  

every5－10unti150ED，thenevery3monthsuntill（氾ED，thenevery6－12months．  

5．4  DURATIONANDFOLLOWUP，SAMPLESIZE   

Session5・4，ChairedbyJ・hgers】ev，addressedtheduration，follow－uPar）dsamp］esizeofclinjca］  
Studiesoninhibitordeve］opment・Onepresentatior）WaSfol］owedbyaroundtabledjscussion・   

月閤〟由血I〟  

J・Goudemandpresentedanoverviewofa11avai】ablelitera（uredataonthescopeofthesession・Whi】e  
the∝Cu汀enCeOfinhibitorsis arelativelyfrequent andearlyeventin PUPs，itis rareinPTPs・  
Therefore，durationandfollow－uP7nClinicalstudiesshouldbedi脆rentlyde餌nedforPUPsandPTPs  
and shouldbelong enough to detectthe possible occurrence ofinhibitors・hpublished studies，  
dwationwasmonitoredinexposl汀edaysand／orexposuremonths・Dependingonthereasonsforuse  
（intensivetreatmenuprophylaxis／ondemand），thesamenumberofexposuredayswasaccumiatedin  
Verydi舵rent也meperiodsanditisverylikelythatthepatientswerenotexposedtothesameinhibitor  
risk．］．GoudemandconcludedthatinPUPstudies，allinhibitorriskfactorsaswe11astheexposure  

daysorperiodofexposureshouldbedocumenteduntilat】east50cumulativeED・hPTPsinhibitor  
riskfactors areprobably moretherapy－re】atedthan patient－related（intensityofpreviousexposure  

（＞50，＞100，＞150ED），intensityoftreatment，prOPhylaxis，mOdeofadministra山）n，．prOductswitch）  
andshol］1dbedocumentedinadefinedway・AccordingtocurrentpracticeinFrance，ItalyandUK，  
therecorrmendation fbrthedurationofinhibitorscreenlnglSaCOmbinationofEDandperiodof  
administration．J．Goudemandr巳COmmendedrnonitonngclinical】yrelevantinhibitorsdependingon  
LitreandtherapeuticconsequeTLCeS・   

旭丘Ⅳd伽d血  
Expertsandregulators（］．Goudemand，C．Lee，R．Seitz，］．vanderBom）participatedintheround  
tablediscussion，Threequestionswereaddresseddealingwithduration，follow－uPandsamplesize  
requiredinclinica）shldiesinordertoenab】eproperassumptlOnSOntheFVminhibitoroccurrence・  
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The requlrementS for follow－up OfPUPs and PTPs as wellas the requlrementS for pre－  

authorisationandpostrmarketingsn］diesshouldbeclearlydjstinguished・  

Theriskfactorsfori血ibitordeveIopmentinPUPsarewe11understoodandexpertSagreed  

thatPUPs shou】d bemonitoredforatleast50EDin clinicaltrialsind巳Pendently ofthe  
exposurepehod・Ontheotherhandthereislimitedhowledgeaboutriskfactorsforinhibitor  
devdopmentinPTPs．Exper（SSuggeStedalongerfb1low－upPeriodforFrPs・Consideringthat  
Patientshavethefreedomofchoiceofproductandtreatment，theyshouldbemonitoredas  
longastheyaretreatedwithoneglVenPrOduct，e．g．throughregistries・  

Aspreviouslymentionedinsession5・1，duetothesrnallpatientpopulation｝itisdi用cultto  
Obtain頁rm evidence concernlnglmmunOgen］Clty Ofa prodt）Ctin pre－marketing clirdcal  
Studies．AccordingtothecurrentCHMPnoteforgtddanceonclinicalinvestlgationofplasma－  

derived and recombinant FVIⅢproducts，Pre－1icenslng］mmunOgenicity data should be  

Obtainedin50PTPstoshowthattheproductunderevaluationdoesnotexhibitanyslgnSOf  
abnormalimnunogenicityCOmPared to otherproducts on the market．h血s context，a  
fo1low－uPOfatleast50EDseemstoberelevant．  

Ontheotherhand，pOSトmarketingstudiescanallowmoren■eedom10requeStlong－termdata，  

notablyregardinginhibitordevelopment・  
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あggive乃7  

A11thepartlClpantSagreedtoco）1ectthenumberofexposuredaystotheproductllnderwhich  
theFVⅢinhibitordeve】oped．  
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Duringthemeetlng，theFDAapproachofpre－definingacut－0ffforinl1ibitorswasdiscussed・  
Forthe part）ClpantS，it appearS qulte difficulttopre－define such a cut－0ff，basedon pre－  

1icensingdatBL，Whichappearinsu仇cient（SeeJ．vanderBompresentationisSession5・3）・Any  
inhibitorcaseseenshouldbecarefu11yanalysed．  

Fromthepresentation ofJ・Van derBom，itappearsthatrandomised controlledtrials to  
investlgateinhibitorh）Cidencearedifhculttoperformduetothehighpatientnumberrequired・  
CasecontroIstudiesinPTPscouldbeapossibleapproachinordertogetreliableandrelevant  
dataoninhibitorriskfactors．  

SESSION‘ REGISTRIES   

Session6waschairedbyC・Lee・Theaimofthjssessionwastodiscussexperiencesgainedwith  
PatientreglStries．Forthjspurpose，5presentationswereglVenfollowedbyaplenarydiscussion・  

C・Leeopenedthesessionbyhighlightingthejmportanc巳Ofepidemi0loglCaldataonFVminhibitor  
formation．C．LeementionedthatexcellentdatafromnationalreglStriesarealreadyavai1ableinsome  
COuntries．ThesurveyoftheexistingreglStriesprovidedbytheEMEAwastabledforinformation・  
Accordingtothesurvey，therearenationalregistriesinatleastlOMemberStatesandreg】Striesare  
underconstn】Ctionin threeMemberStates．TheEuropeanpaediatricorganisationfbrhaemophilia  
management（PEDNm）alsoincludesapaediatricregistry（WWW．pednet．nl）．TheInternalionalSociety  
OnThrombosisandHaemostasis（ISTH）alsohasadatabasefbrFVⅢIDe重ciency．   

肋ね伽  

Thequesdonofthepotenbalbenentsfromintroductionofahaemophiliapatientregistryandthe  
linkhxchanBe Ofdata subsets between registries that could be provided was elaboratedinthe  
わ1lowlngpreSentations．  
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M．SoucieBaVeapreSentation on山eUmitedStatesPi）otStudyofhlhibitorsin Haemophilia・The  

StudyisbasedontheUniversa】DataCo71ection（UDC）program，Whichmoni【OrSbloodsafetyan10ng  

reclplentSOfbloodproducts・EventhoughtheUDCisnotdesignedtostudyinhibitors，SOmere7ated  
dataareco】lectedincludingdemographics，bleeding血－equenCy，inhjbitortestresultsandallproduct  
brandsused．Inapre7imlnaryStudy，2・75newinhibitorcasesper10OOperSOnyearSWereVeri貢ed．No  

robustconcJusionontheimmunogemc】tyOfdifferentprodt）CtSCOuldbemadedueto］ackofs【atistjcal  
POWer．M・Soucieexplainedthat，inthepilotposトmarketingstlldy，adatacoordinatorisempJoyedto  

CO】lectthefactorexposuredataaJldensuretheaJmualb）00dtestlng．MethodologleStOCOllectrequired  
treatmentandbleedinginforma也onarebeingexplored．hhibitor［estmglSPerformedinacentralised  

laboratory．lnhibitortestlnglStObedoneannuallyandpriortoanyplannedproductswi（ch・haddition  

COmPletegenesequenclnglnaCentrallabisplanned・Inl1ibitorhistofy，infusionlogs andproduct  

detai1sareco11ectedusingspec沌cdataco11ectionforms，electronicdataenけyfromthesitesandby  
patieIlt．  
M・Souciementionedthat，Whenfullyimplementedthisapproachwi11providethebenefitsoflarge  
POPulationmonitonngthatyjeldsthemostpowerforstudyingrareevents，Pemitsproductchoiceand  
avoidsrandomasslgnmenttOtreatmentS，andfaciJitates thequa］itycorltrOIofthe study．Healso  
elaborated on the need fbrintema也onaIcollaborationir）［his field toincrease study powerand  
diversltyOfproductsmonitored．  

C．Hay presented the results丘omthe UK NationalHaemophilia Database（NHD），Which was  
establishedin1968．Thedatabasecollects data toprovidenationalstatistics topromoteimproved  
healthcareforpaLien［swithbleedingdisorders・Thenewdiagnoses，dea山sandpatientdemographics  
are rePOrtCd■Annualtreatment data，including products used，are aVai）ablefrorn the whole UK  
Inhibitorsandotheradverseeventsarereported．AvCJDdatabasehasbeenrecentlydeveloped・The  

SyStemhasareaトtirneadverseeventreportlngandquartedy on－7ineremindersforadverseevents・  

C．flayshowedthattheuseofrecoJTlbinantproductshasbeenincreasingwhiletheuseofp7asma－  

derivedproductshasbeendecreasing什ornthelate71ineties・lnhaemophiliaApatients，about13％  
havelessthan1BUinhibitors，lessthan9％haveト5BUinhlbitorsandonlyabot）tl％havesevere  

haemophiliawithmorethan5BUinhibitors．h199l－200128％ofpatientschangedproducts・The  
incidenceofinhjbitorsishighestintheagegroupfromOto9yearsofage（22％in1990－2003），and  

decreasesremarkablywithincreasingage（0．5％inpatientsagedfromlOto19years）．Theincidence  
ir）CreaSeSagainduうngthefifthandsixthdecades．Dataontherelativeriskbyproductisnotcomplete  
andthedatabetweenPTPsandPUPsarenotdirectlycomparabJe．Theexposuredataisavai1ableonly  
foryoungerpadentsandtheriskcanbeexpressedonlyintermsofb’eatmentyearS．C．Hayconcluded  
thatthereseemstobenocleardifftrencebetweentherecombinantproductsamdaJlimproveddataset  
wilibemoreinformativeinthisregard．  

B．HaschbergergaveanoverviewonthebuildingofanationalreglSterinGermany・Accordingtothe  
GermanTransfusionAct，thenurnberofpatientswithhaemophilia，withinhibitors，and血eamountof  
productconsumption伝guresarecoIJectedtobbtaindataconcern巾gthesupplysituation・Since1999  
thedatahavebeenrequestedinpaperquestionnairesfromthehaemophiliatreat】ngPhysicians・The  
newGermanreglSterisintendedtoprovideanextendeddatabasetoenablescien（ificevaluationto  
opt）misethetreatmentofthehaemophiliapatientsandtoredt）CeunneCeSSaryeXPOSureandcosts・Itis  
alsoconsideredimportanttoaggregateinterr）ationaldataandharmonisede頁nitionswithothernational  
reglStries，However，SeVeralchaⅡengeswerefaced．TheGermanTransfusionActforeseesonlythe  
CO11ectionofsumiseddata，butareglStryneedsindividualpatientdata．Duetotheveryhighimpact  
Ofdataprotec仁ioninGermany，1tWaSimportantthatthedatawouldbesecurelyanonymisedandnolist  
Ofpatientswouldbegenerated．Theregistrywi11ensurethattheda【aprotectionmechanismwillenable  
longtermfo1low－uP，anddiagnosticandtherapydatawillbeiincluded，aSWellasotherextensionslike  
adverseeffectsandinfections．User－friendlysoftwarewasconsideredessentialfbrthemotivationof  
thetreatlngphysicians・B・HaschbergerstatedthattheGermanHaemophi］iaRegister，Whichisplanned  
tostartbytheendof2006，isaJOlntaCtlVltyOfPaulEh∫ljchInstitute，GermanMinlstry，theGerman  
SCientific society GTH（Gesellschaft fiir Thrombose－und H注mostaseforschung），and the patient  
organisatjons DHG（Deutsche Hamophilie Gesellschaft）andIGH（Interessengemeinschaft  
H励mophiler）．  

H・K・Haru，ChairpersonoftheEurope㌍Haemophi艮aConsordum（EHC）（44Nationalmember  

organisations）gavethepatients’perSpeCtlVeOnregistries．Hepointedoutdlat山enumberofnational  
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reglStriesinEuropeandwor）dwideislow，eVenthoughthereglStriesarevjtalinmanyaspeCtS・The  
difftrenceofreglStriesvs・epidemi0loglCalsurveysisof［enneglectedandcomparisonsbetweenthe  
datanotpossible・hFebruary2006，theWestemEuropeannationalmemberorganisations（NMO）  

Advocacyhitiative（aWorldFederationofHaemophilia（WF印－EHCjojntactlVity）consjderedthe  
lackofnationalpatientregistrjes asnumberfourinthe）istofthreatsforpatients．Thepatients’  
Organisationshavebeenacdveinincreaslngtheawarenessofthediseaseatthepolitical1evelandin  
promoting the concept ofenhanced cooperation between peqplewithhaemophiha，lhe medical  
PrOfbssionandhealthpolicymakers・   

地点〝d亡b〟血〟∫  

W・Schrammopenedthediscussionbypresentlngpreliminarydatafromanannualquestionnaire打om  
1980to20050ninhibitorprevalenceirlGemlany．  

ThefollowlngqueStionwasaddressedinthediscussionofthissession：  

● 肋fc鳥あe乃くβJ∫仰エ‘揖混血m血c血〝げα力αgm甲如才由pd血花けeg如りα門d一触肋肋ズC厄乃ge  

イ血J〃．…／－†〃叩r＝・i‘か：一  

Basedonthepresentationsanddiscussionsthefollowingconclusionscanbedrawn：  

Thereisac】earneedforregistries．Thiscomprehensivedatabaseonfactorexposureenables  

SCientincevaluationtooptlmisethetreatmentofhaemophiliapatientsandjdentjficadonof  
訂eaSforresearch．  

hternationalcollaborationwi11bedesirableinthisareatoincreasestudypoweranddiversity  
Ofproductsmonitored・ThestaTtlngPOlntCOuldbeanetworkofnationalreglStries・Common  
CriteriafbrdatacollecdonareeSSentialtoensurethatdataareCOmpatiblebetweennational  
reglStriesinordertoallowpoolingofanonymiseddataItwasproposedbyexpertStOrefer  
thistopicforfurtherconsiderationbytheISTHSSCSubcomitteeonFVⅢandFⅨ，Who  
hasalreadyestabljshedaworkingpartytOdevelppaconsenstlSminimuminternationaldata  
Sel払rreglS扇es．  

The main chal1engesidenti6ed were resourceissues，COmPlianceissueswith the data  
protectiorLaCt｝intheEU，thede甫nition ofthedatatobecollectedandcombined，andthe  

motivation ofthe treatlng Physicians to collaborate・Public funding for reglStries was  

advocated．Al1physicians should be encouraged to partlCIPate at the national1evelby  
explainingthebenefitsofthereg）Stries．   

SESSION7 RISKMANAGEMENT，POST－MARKETINGSTUDrESAND  

Pf［ARMACOVIGILANCEFORFVIIIPRODtJCTS   

TheaimofthissessionchairedbyC．bftJaiswastoprese71ttheriskmanagementplanprocedure  
recentlyintroducedin EU and to give the opportunity fortheIndus打y to presentitsview on  

pharmaCOvigilanceandriskmanagementaSpeCtSforFVIIIproducts．   

月「恍〝伽  

S・BlackburnpresentedtherecenttNg11ide】ineontheRjskManagementSystemandexplainedin  
WhichsituationsapplicantsshouldconsideraRiskManagemeTltPlan・Brieny，thedescrlPtlOnOfthe  
riskmanagementsystemissubmittedinthefbrmofariskmanagementplarLThisplanconsistsoftwo  
PartS：のthesafttyspeCificationsandthepharmacovigilanceplan；（lT）theevaluationoftheneedfor  
riskminimisationactivitiesand，inaddition，ariskminimisationplan，incaseoftheneedfbradditional  
（i．e．non－rOutine）riskminimizationactivities．  

J・FeingoJdandT．SteinbachpresentedWyeth’sapproachonpharmacovigi1anCeandriskmanagement  
for FVIⅡinhibitors．Wyethc】early advocates血e use of reglStries and recommends aglobal  
COmPrehensivereglStryWith partJClpationofallMAHs，unifbrmdatacol］ection，and standardized  
laboratoryassays．  
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G・lJemllPreSentedtheviewofBayeronclinicaltria】sandpostmarketingsurveil】ance・Ttisproposed  

toinclude，largepost－marketingstudjeswiththegeneralobjectivetoeva】uate70ng－termSafetyand  
ef石cacy，andwith the speci負c objectiveto assessinhibitorriskandperforrnSlgnaJdetectjonoTla  
routiTlebasiswithacomprehensivefo］Iow－uPPrOgramL  

H．EhrlichandB．EwensteinpresentedBaxter’sviewsonriskmanagementandlessonsleamtfrom  
reglStries．A post－marketing survei11ance clinicalprogramis considered ofutmostimportance to  

COntributetoare】iab】eassessmentofinhjbitors・Baj（terCCnSidersthatprospeCdveclinjcalhja］sin  
PTPsremainthebestindjcatorofproduct－relatedimmur．ogenjcity・Baxterconsidersalsothatstudies  
inimmuno】0gicallynaivepatientpopu】atjonsareconねundedbysamplesizeandgenetic／nonTgenetic  
riskfhctors．Theneedofstandardisation ofkeyvariabJes（e＿g．inhibitorassay，ir）hibitorde頁nition，  
duratjonofobservation，irrmlunetOlerancetreatmentmethodology）ises立ntial．  

F．BrideypresentedjohltpOSidonstatementsofthehternationalPlasmaFractionationAssociation  
（WFA）membersforpre－andpost－marketingstudies・Theimportanceofdefiningthebestconditions  
forclinicalstudydesignwashjghLightedtoavoidstatisticalbias，tOde丘nethepopuladon（severity  
＜1％），tO mOnjtor the mode of treatment，and de頁nelaboratory parameters．The example of a  

retrospectivestudyin104exhaustivePUPs treatedwith or，ePlasma－derivedFVmproduct，apre－  

marketingstudyinPTl）sandapostmarketingstudyinPTPswasglVen・  

C．Waller presented［he Plasma Protein TherapeuticAssociation’s（PPTA）view on RMP and  

PhannacovigiJanceforFVIIIproducts・PPTAmembercompaniesdonotant］CIPateanydifncultiesin  
implementlngtheEUguidelineonhskmanagementandarecomittedtoworkwiththeauthoritieson  
additionalapproaches for accurate determination ofFVIIlinl1ibitorfrequencies．PTPs remain the  
Patientpopulationfortheinvestlga也onofproduc（re］atedimmunOgenicityandpharmaCOvigilanceis  
Seen aS the mainstay of posト1icensmgrisk management・Non－interventionalprospective data  

CO11ectionissupportedforwhichastandardisedprotocoIcouldbeimplementediJla11countries・Tne  
FVⅡTinhibi［or assay needs to befurtherstaT｝dardised andideally should be performedin some  
coordinatedlaboratories，  

肋血β刀dCb刀d血  

Ariskmanagementplanshouldbeconsideredforanewproductorwhenarnodincationtoanalready  
approvedproduc＝sintroduced，takingtheknowngeneticandenvironmentalriskfactorsofinhibitor  
deve］opmentinLoaccountaswellastheseverityOfthisrareseriousadverseevent．  

Thepharmacovigilanceplanneedstoclearlyaddresstheassessmentofhownrisks（e．g．riskpro長1e）  
anditsstandardizedevaluationandthereportingofadversereactions（ADRs；definitionofinhibitors  
basedonlaboratoryresults，Clinicalsignsandrecoveryandhalf－】ifヒ）．Ttneedstobehighlightedthat  
everyinhibitordetected shou】dbereportedin the clinicaltrialsettlng andin pharmaCOVlgilanc  
SurVeil）ance．InthisrespeCt，theroleofhealthcareprofessionalsisofutmostirnpOrtanCeinorderto  
helphealthauthoritiesinassessnlentOfphamacoviBilance・  

ThetypeIinhibitoris山eclinical1ymostdominantinhibitorinhaemophihaAandtheprimaryfocus  
Ofhaemophiliatreaters・Nevertheless，theresho血IdalsobealertnessfortypeⅡinhbitorswiththeir  
differentkinetics．TypelIinhibitorswereinducedundertreadnentwithonemodiBeddoub】e一virus  
inactiva喀dplasma－derivedFVⅡIproduct（SD＋heattreatmentat63CC），Whjchdisappearedwhen  
PatientsweretakenoffLheproduct（Seealso5，1）．  

ForaclearobservationofrareADRs，itwasreiteratedthatregistrieswouldbeanimportanttOOlto  
fo11ow－uppatientsthroughoutthelifb－longcourseofdiseaseandtreatmen［・   

CLOSUREOFOPENSESSION   

B．1jungbergchail．edthispartofthemeet－ng，1nWhichthechairpersonsfromthesinglesessionsgave  
重nal∫emarks＿  

hconclusion，．inhibitordeve】opmentinPTPsremains［hefocusofobservationfbrpre－authorisadon  
studiesofnewandmodifiedrecombinantandplasrna－derivedFVmproducts・StandardizedprotocoIs  
forenrolmentinto the trials as wellas fortheconduct andevaluation ofthese studies are needed．  
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TheseprotocoIsshouldcontajndefinedriskfactorsandbebasedonEDratherthanaspeCifictime  
Period（Seepreviousexperiencein5．1）．  

TheneedforariskmanagementplanforFVIIIproductswasclear］yidentihedbya11stakeholdersin  
Ordertoenablethedetectionofinhibitors．TheneedforreglStries，largeobservationalstudies，and  
reportlngOfadverseeventsareimportantaspectsinthepharmacovigi1ancesettlng．  

However，舟omthediscussionwiththeExperts，i［wasdifficulttoreachde丘niteconclusionsonthe  
recommended design ofpost－marketingstudies and，therefore，this wou】dbe furtherconsideredby  

CHMP’sB］00dProductsWorkingPartyandPharmacovigi1anceWorkjngParty．  
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RESTRICTEI）SESSIONON2MARCH2006，  

BPWPMEETINGSINJUNEANDSEPTEMBER2006，  

RECOMⅧNDATIONFORTHEREVISIONOFTHE  

NOTESFORGUII）ANCEONCLINICALINVESTIGATIONOFRECOMB馴ANT  
ANDPLASMA－DERrvEDFVIllPRODUCTS  

SummaryOfRestrictedSessionandBPWPmee血gs  

Attherestricted session on2March2006andtheBPWPmeetlngSinJune and September2006，  
Europeanregulatoryexpertsdiscussedtheviewsandconsensusexpressedbyexpertsduringtheopen  
SeSSjonon28FebruaryandlMarch2006asfol］ows‥  

Inlinewithcommonclinicalpractice，thediagnosisofaFVⅡIinhibitorinahaemophiliaApatient  

ShouJdprimarilybebasedonc）inicalobservationsandbeconfirmedbyFVⅡIinhibi【ortestlngindle  

laboratory．Thecollaborationbetweenclinica）andlaboratorystaffisofmostimportance．Forvalid  

FVⅡIillhibitorresul［sitisverydesirablethatalsoclinical1aboratoriesworkingunder百eldconditions  

particIPateinpro石ciencystudies・  

FTPsarede応nedaspatientswithmorethan150Ⅰ三DandPUPsaspatientswithnopreviousexposure  
toclottingfactors・Thesuggestedcategorisahonofpatientsinlow－，intermediate－andhigh－riskgroups  

wi11be餌ー山erdiscussedduringtherevision oftheguide止nes onchnicalinvestlgationofplasma－  

derivedandrecombinantFVlⅡandFIXproducts．  

FfomaregulatorypolntOfview，healthauthoritiesmustobtaiT）Sufficientassurance，beforegrannnga  
marketingauthorisation，thatanewormodi鈴edprcductdoesnotexhibitexcessiveimmunogenicity・  
PTPs，WhoareclinicallystAbleunderreBularreplacementtherapy，ShouldbeimmunotoleranttoFⅧ，  

andan enhancedincidenceofinhibitors wouldbeunexpectedand wouldbeas】gnalofincreased  

irrnlunOgenlClty・Therefbre fbrpre－1icenslng Studies，PTPs appe訂tO be the most re）evant study  
POpulationandshouldremainthetargetforthepre－marke［ingclinicals【udies・Standardisedprotoco7s  
forthe enrolmentinto the trials，forthe conduct oftheinhibitor assays，eSPeCia11y forthenon－  
interventionalst11dies，andfortheevaluationofthetrialresultsareStrOnglyrequested．  

The need for studying paediatric patients should takeinto account the Paediatric Regulation・  

Furthermore，thespeCificneedforpaediatrjcstudiesfornewplasma－derived，neWreCOmbinantand  

modihedproducts（e．g．pegyTated）shouldbeconsideredseparately・PUPsarerarepatientsえndBPWP  
membersftltthatdatainPUPsshouldbeco］lectedwhenPUPsrecejveir）nOVativeproduc［s・  

Theriskpro丘1eisimportantfortheevaluationofdataandshouldbereflectedasfaraspossiblebythe  
popdationstudied・Forpre－authorisationstudies，preftrabJyal‖mownriskfactorsshouldbeincluded  
intheinves亡igationoftheproductandconsideredfortheevaluationofdata，e・g・genetics，ageatOnSet  

Oftreatrritnt，immunoIoglCalsituationstronglyincorrelationwithage・Accordingtothecurrents［atus  

Ofscjentificknowiedge，thjsshouIdbepartoftheprotocoIs・Forrandomizedtrialstheremaybethe  
needtomatchriskfactorsinstudygroups．TowhatextenttheseaspeCtSmaybeapproprlateforthe  
POSt－marketingsituation，WillbefurtherconsideredduringtherevisioJlOftheguidelines・  

WithregardtothesmallhaemophiliaApatientpopuladon，itisconsidereddifBculttoobtainBrm  
evidenceconcemingimmunogenicityofanewormodi丘edFVⅢproductinpre－marketingclinical  
Studies．Moreover，itappearSdifnculttosetapredefinedlimitfor［heinhibitorincidenceinFrPs  
SO】eJyon the basis ofstatistjcaIconsiderations，withoutknowing（he trueincidencewith plasmaq  

derivedandrecombinantproductsonthema止et・  

ConsideringthesepolntS，itisconcluded，thatthefu11immunogerucltyeValuationofaglVenPrOduct  
COuldnotbeperforTnedin血epre－marketingstageanditisimporlanttoforeseeparticularlyefncierlt  
mechanisms of moJlitorlng and pharmacovigi1ance for the post－1icenslng Period．A complete  
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evaluationofproductirnmunogenicityrequlreSlong－termdata，Whjchcou】don］ybeobtained舟om  
post－authorisation settlng，via post－marketing studjes or reglStries・Post－marketing studies allow  
requestlngO‖ong－termdata・AnadeqtlatedesignandstandardizationofpostTmarketingstudiesisof  
greatimportanCe，inordertoco11ectrelevantandreliabledatatoenableproperassumpt）OnSOn  
inhibitoroccurreT）Cere）atedtoproducts・AlltheserequlrementSShouldbereinfbrcedintherevised  
guidance・Nevertheless，withanobservationaldesign，itwi11bedifnculttostayononeglVenPrOd  
OrOnetyPeOftre＆tment，OVeraneXtendedperiod・  

Ttmaynotbeevidenttohealthcareprofessionalswhentherehasbeenachangetoaspecificproduct  
Onthemarketthroughamodificatjonin山emanufactunngprocess，Tberefbre，inthjscontext，itisof  
lmpOrtanCethatMAHscomittoundertakeappropriateinhibitormonitoringalsoaftermanufacttnng  
Changes．Thesereqt））rernentSShouldbeclearlyhigh】ightedinariskmanagementplan・  

Alsoinposトmarketingstudies，thenⅥ皿berofpatientswi11be止mited・Therefore，theestal）lishmentof  

na也onalregistrieswithhamniseddatasetsisstron岳1yst］PPOrted・hJune2006，aSreCOrrmended  
durjngthe？Ⅹpertmeeting・CliMPcontactedtheISTHSSCSubcomitteeonFVnIandFIXprodu  
forcol】aboradononcommondatasetsandalsoonFⅧinhibitorassay，  

BPWPmembersnotedthatanewgeneradonofrecombinantFVIIIproductswithlongerhalf－1iftisin  
developmentandnewexpenenCeOnFVⅢinhibitordeve］opmentmightbegained・  

Anadditionalpoint，Whichhasbeenraised，COnCemSthememingfu1informationoninhibito柑，Which  
ShouldbementionedintherelevantsectionsoftheSPCofaglVenprOduct・RevisionofthecoreSPC  
Shouldc7earけde丘newhattypeOfdatashouldappear，inordertobeasinformativeaspossiblefor  

Cliniciansandpatientswithregardstothedevelopmentofinhibitors・   

FtderObservations and Conclusions，aSWellasRecommendatiolufbrtheRevisionofthe  
Notes伽rGⅦidam亡eandcoreSpCs  
hlljnewiththeconsenSreaChedduringtheopenSeSSionoftheexpertmeedng，regulatoryexperts  
agreedwith thefollowlng requirementsandrecorTmndations forthepre－andpost－auth0risation  
monitonngofinhibitordevelopmentinhaemoph摘aApatients：   

ダW血肋鱒γ   

● TheNijmegenmodificationoftheBethesdaassaylSreCOⅡmndedfbrprerauthorisa也on  

Sbdiesandforpost－marketingsurveiuanCe．Validatdtestjngshouldbeperformedin  
∝n仕alisdlabr釦0叩払rpre－1ic∽mgS山鵬錯．   

● OpdmisationoftheNijmegenmodiBcationoftheBethesdaassayshouldaddressthedetection  
Oftypel，andalsotypeⅡinhibitors．   

● TheparucIPationoflaboratoriesinvoIvedinclinicalstudiesinpro缶ciencyandco11aborative  
Stt）diesisessential．   

● Athresholdof≧0．6BUforthediagnosisofalowtitreinhibitorwasde且nedaswellasatitre  
Of≧5BUforahighdtreinhibitor・   

● Aconnrmatorytestonasecond，SepamtelydrawnSamPleshouldalwaysbeperfbrmedina  

quali缶edlaboratory・Thissecondsampleshouldbetaker）PrJOrtOanyChangeoftreat汀肥ntahd  
SQortlyafterthepreviouspositivetest（Withinamonth）．   

● Forroutineinhibitortesting，theinhibitorLestshouldbeperformedwhentheplasma  
levelhasreachedapre－SubstitutionnadirratherthanataspeCiRctimepoinLTheinhibitor  
assayshouldbevalidatedfortheimpactofresidualFVTIIonthetestresults，   

C払血Jα血血肋曙I房仏鵬どダ招汀血肋間I′   

● Presenceofex9g輌Ⅰ牡TheinterfererKeOfresiddalFVHactivity  
theFⅧinhibitorassaycanbecircumventedbyheatingthesampleinavalidatedstep（e・g・  

叩ebou∫pre舟睨tmell【at580q．   

● LuDuS antjcoa餌1ant P．A）：Difftrentiation ofLAfrom FVⅡIinhibitors may be cruCial，  
becauseofthedifftrenttherapeuticintementionsrequired・Twoormorepositivetestresults，  

particular7yfrom assayswithdifftrentde＄igns，are rnOreinforrnative and morelikeily to  

difftrentiateLAfromanti－FVminhibitors．  
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● Hepahnjsedp9fKIngeneral，itisrecommendedfbrFⅧin山biLortestjngtotakebloodfrom  
aveinandnot丘omaport，aSflushedheparinhasanimpactonFVⅡrinhibi10rmeaSurement．   

● ehfOnicviralhTftcQhhibitcmhavebecndetectedinpatierltSwithchromicvirali血tions  
（e．g．HⅣ，fJCV）duringantj－Viraltherapy．   

1肋血一／ヾなJlヾl，J加∧〃仙げ川でIJrn・…－（・山JI＝I＝〃仙n・〟   

● 匹巴Increasedbleedingtendency，highconsumpt】On，1ackofresponseore用cacy，decreased  
recovery，Shortenedhalf－1iftareindicativeforaninhibitoril］PTPs・   

● 塾塾蜘血印：Poorresponsetotreatment，includingprophyJaxis，isausefu1  
Clinicalsign ofinhjbjtoroccurrence・Hightitreinhbitorsmay♪eindicatedbyanincreased  
bleeding tendency（e・g・joint b7eeds），Whjle treated ur）der a fVm prophylaxis regimen．  
Effecdveness of仕eatment of afreshjoint bleedis measurable．Low titreinhibitorswill  
PrObablynotbedetectedund巳rFⅧprophyTaxisregJmenS．Itisrecommendedtolookat  
incrernentalrecoveryin a samP7eafterinfusion．Gr∽dyreducedornoFVⅢIactjvityaJTe  
indicatjveofaninhibitor．Highconsumpt10nandincreasedbleedingare］essreliab】eindicators  
ininfantsandyoungchildren・   

● Car巳fu1consideration ofal1parametersisrequired，becausesomeinhibitorpatientsdonot  
bleed．  

伽J∫℃わwαd′ゐⅣ伽血血伽如  

Transientandlowtitreinhibitorsmightbecomeaclinical7yrelevantinhibitorinaPTP］aterinliLb．  
Thjsindicatestheimportar）CeOfpro】ongedfollow－uPOfpatients・Suchlong－terTndata訂emuChmore  
difficult【ocollect，butareessenLialR）rPharTrmCOVJgilanαaSSeSSmentandreglS扇es．Anadditional  
di用cultyinheinterpretationofdataisthatFVⅢinl1ibitorrot）tinetest）ngwi1loftenonlybecarried  
Outinlocallaboratoriesratherthanacentrallabora［ory．   

G印〝由一∫珊打e〟血政府伽劇勅血助   

● MonitonngofinhjbitordevelopmentshouldbestartedattheonsetoftreatmentwithaれeWOr  
mod浦edproductinordertoobtajnsohdbaselinedaは．   
● Regt］1arlaboratoryrrMnSurementSforinhjbitorsshouldbeimplementedinchnicalstqdies・In  
addition，Clinicalsignssuggestmginhibitordevelopmentshouldbede血1edandusedtohlgger  
hves也gationsbetweentheregularlaboratoryvisits・   

● Routinetestjngforinhibitorsshouldbecarriedoutonaregularbasis・hparticular，teS血g  
Shouldbefrequentintheearlystagesofrep）acementtherapy・71owever，丘equentsampling  
mayprovedifficu】tinyoungchi）dren・   

・hordertoidentifyproduct－relatedimmunOgenicity，aninhibitorsshouldbed∝umeJ）tedand  
reported．   
● LinkingclinjcalandlaboratoryfindingsisverylmpOrtant，   

▲＼丁〟吋♪J甲JJ血血′〟   

● Product－relatedinhibitordevelopmentshouldbestudiedinPTPspre一山censlng・   
● msshouldnotbeirlCludedtogetherwithPUPs．   

助  

SeverehaemophihaA：FVIⅡbasehnelevelof＜1％．Forpre－1icensingstudies，thisde角nition（＜1％）  
ShouldbeappliedforPTP．lnposト1icensingstudies，alsopatientswithupto2％baseliT）elevelmaybe  
includedintheprotocolねrseverehaemophiliaA，Whenaseparatesta也sdcalevaluatio皿fbr＜1％and  
＜2％isprovided．  

PUP‥Patientswhoneverhadexposuretoc］ottlngpr血cts，Previousexposuretobloodcomponentsis  
no【exclude正  

m：Pa也湖心atlowrisk，e．g．mOre山肌150ED．  

MTP：nOtC）ear）ydennedandnotusefu）concepL  

2討32   ◎EM∈A2007  



′b瓜班J血d血血加画  
Age  
Agea【timeofhtexposuretoFVIII  
Generalhealthstatus（inftctions（HⅣ，Hepatitisandoth巳rinftctions），VaCCination）  
Reasonfortreatment（e．g，bleeding，Surgery）  
Regimensandintensityoftreatment（prophyl弧isorondemand，incaseofsurgerycon血uous  
infusionorbo】usinjection，dosagesandintervals）  

ED（total，andtoproducttmderwhichtreatmentinhibitordeveloped）   

Genetjcriskfactors：  

SeverityOfhaemophiliaA  
Gene muration 

Famityhistoryofinhibitors  
Etb山dty   

肋おβ′〟℃a加e〟J   

Prophylaxisvs  
More data should be generated by post－markedrlg Studiesand pharmaCOvigi1ance reportlng On  
inhibitors，inwhichinforrnation onprophylaxjsvs・OndemandtreatmentreglmeSandcontinuous  
infusionarebeinggatheTed．   

Product switch 

Forpharmacovigilancereportlng，1tlSlnVOrtanttOgetinfbrmationaboutproductswitchesbefbreand  
afterinrdbitordetection・Respectivedatashouldbeprovided・Theeffectsofproductswitchingcould  
alsobeinvestigated打omregisけydata．TheneedfbraharmOniseddatasetinordertoenable伽ropean  
Orinternationalevaluatjonisemphasized．  

AIsoafterchanges to a speciRcproductbecauseofmodi缶cationsinthemam血chnngprOCeSS，  
appropriateinhibitor monitonng should be undertaken・These requ”ementS Should be clearly  
highlightedinariskmanagementplan・   

肋伽a〟♂肋脚岬  

Patientsshouldbefollowedupforatleast50ED，independendyoftheexposweperiod，inclinical  
studiesperfbrmed prior to rnark由ing authorisation・Long－term data can be obtainedfrom post－  
authorisationsetting，Viapost－rrnrketingstl］diesorregistries（Seebelow）・   

申叫P血血  

Consideringthesmal1patientpopulation，CaSeCOntrOIstudiesinPTPscouldbeapossibleapproachto  
getreliableandre］evantdataoJlriskfhctorsforinhibitorhcidence・hprlnCiple，anyinhibitorcase  
SeenShouldberecorded．   

点紳  

AnetworkofnationalreglStrieswithcommoncriteriabrdataco11ectionisdesirabletoensurethat  
dataarecompatiblebetwecnnationalreglSけiesinordertoallowpoolingofanonymiseddata・This  
topichasbeenreftrredforfurtherconsiderationtothelSTHSSCSubcomitteeonFVⅢaJldFⅨ・   

臓叩即ち卯∂血如j血戯汐加〆a朋で〃励α伽御  
TheneedforriskmaJngerrmtPlan，reglStries，1argeobservationalstudies，andreportmgofadverse  
eventsaLeimportantaspeCtSinthephaJTnaCOvigi1anCeSe血gforFVIIIproducts・  
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茸甲ÅhdllStⅣ（Sanql血）   

T．Suiter  
PPTAIndusけy（n月蝕血噂）   

L．YOnI事OnSdorげ  
ⅣFAlndllStⅣ（Sanquin）   

Ⅰ．ⅤOmHoegem  
plasmaprol亡inTb亡rap即日csAs£∝ia血n（抒丁郎，ちd如m   

C．Wal】er  
Pl鮎maPm血nTもmpeudcs心soeia血n（P門1Å），Bclg山m   

O．Walter  
PmIÅIndlじlけ（OclapbaIⅦa）   

J．Weber  
Bay∈r   

EMEASECRETARIAT   

B．NeⅥgeballer  

C．Drai   

K．Balzam   

S．8laekbⅦrll   

J．Child5  

S．Domin琶0  

Ⅹ．Xhrz  

G．Silvester   

P．Tsitltis   

L．SYObodova  
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