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¶止18l【Patiモntdemog叩hi琶andba5eline【haraderis亡ks  
（n亡‘31）・  

Bleeding events 
OnaYerage．themeannumb亡rOffbl！ow－uPh・CatmentS（＝SD）  

requiredtomanagejointbleedingepisodeswasl．1（土l．5）and  

fbrotherbleedingepisodes，1・2（土3・3）・ThcTeSultsoffolkw・uP  

treatmentsofblecdingepisodes知patientsonregularPrPPhy－  

1axisdidnotsigni且cantlydiHbr丘omthoseofthetotalsample・  

E椰⊂a⊂yaSS¢SSmen七  

山仇eendof血eobserva血nperi叫tbee飢ca町OfげⅥⅡ－FS  
WaSgloballyevaluatedfbreachpatientbythephysician；aSSeSS－  
mentdatawasavailablefbr630of631cvaluablepatients・Effi－  
CaCyOftreatmentwasrated‘Lverygood’’in409（64．8％）patients，  

“good”in219（34・7％）patients，and“sufFicient”intwo（0．3％）  
Patients・Nocaseswererated以insufficient叩；aneff通cyassess－  
mentwasnotavai1ableforone（O．2％）patierlt．Overal1，thecfri一  
組CyOrrFVⅢ一fSw鮎m鹿d“v町gOOd”or“卵Od”h99．5％  
（62g／631）or餅alu油18patim短．   

Sa鮎吋evaluathn  

Th6Sa氏tyanaレsisincludcddataforthe631eligiblepatients．  
FifteenAEswerereportedin15di脆rentpatieTltS・Thesein・  
Cludedsevencasesofinhibitordevelopmerrt，OnenOn－Serious  
Ca5eOradmg・代1ateda11e唱羊弧dsev飢Seriou5nOn－dmg－re－  
1atedSAEs・Fourdeathsoccurredduringtheobservationperiod  
duetolymphoma，Cerebralhaemorrhage，hepaticembolization，  
andruPtuTedlivercarcinoma，reSPeCtivelyAllpatientdeaths  
WereaSSeSSedasunrelatedtorFⅥtI－FSbytheinvestlgatOL   

lnh払紐ordeYelopment  

Positiveinl1ibitortestsweredetectedandreportedLbrsevenpa－  
tientsduringthestudy：茄vewith血novoinhibitorfomation，  
Onewithapersistent（fhctuating）inhibit叫andonewithrectxト  
rentinl1ibitordevelopmentCrhble3）．   

0v訂all，therewerefivepaticJltSWithdknovoinhibitorsin  

the（Otalstudypopulation，givinganincidcnceofO．8％（5／631）．  
Datafbr33paticntswasinsufncienttoclass坤themamonga  
particularpre－treatnentgrOuP・Amngallpatientswid140EDs  

atenrollmentwhowereconsideredtobeathighestdskfornew  
inhibitordcvelopment，thedbtlOVOinhibitorratewastwoin62  
（3・2％）・Bo払¢aSeSOCCtTedin’s6VerehaemophiliaApatients  

（n＝35；5・7％amongpatlentSWith＜1％FVIII：C）雨1OWeremi－  

nimallytreatedatenroエ1ment．Nopositiveinhibitortitrewasre－  

POrtedinaqyofthe17PUPs．Amongpatientswith20－100五Ds  
atenmllment血oarestillatriskforinl1ibitorformation，tWOin  
59（3・4％）develq］edadeno柑inhibitor（血einhibitorswere  

transientinbothpatients）．Bothpatientshadseverehaemophilia，  
makingdlerateinthissubgrouptwoin29（6．9％）．Amongpa－  
tientswith＞100EDsatezmllmentwhoareconsideredtobeat  
】owriskfornewinhibitordevelqpment，denovoinhibi（OrSWCre  
ObseⅣediれOneOr477pati蝕心（0．2％）帥erall，弧doneb344  
（0・3％）oftheseverepatientsubset．   

Limitingtheanalysistoonlythe599patientswithnob10Wn  
historyofinhibitorsaJldnegativetitrcatbaseline，theincidence  
isO・8％（5ノ599）帥erallandl・3％（5／399）mongpadentswi也  

＜1％baselineFVII7：C・WithintheJlOPreViousinhibitorgroup，  
thedbnovoinhibitorrateamongthehighestriskpatients（＜20  
EDsatenrollment）was3．5％（2／57）fbra11patientsand6．7％  
（2／30）excludingthosewith≧1％FⅥⅠⅠ：C・Amonga11patients   

Mean喝e（S恥匹ar51  

Gend印n鰐）  

Male   ‘28（卵．5）   

FピIlale   l（0．り   

Noinbrmadon   ユ（0．3）   

Ⅳma⊂血吋n渾）  

く帽   ヰユる（‘7．5）   

l％．ユ％   79（ほ・5）   

＞ヱ％・5％   【糾（l0．1）   

＞5％   5‘鱒・り   

N01nbmttDn   叫明   

叫05ure呵＄（ED可prlortosmdrnぐ％）  

0（PUPs）   け笹乃   

トけ   ヰ5F．り   

ユ仁一l00   59（9．4）   

＞】00   岬7F5．句   

Noinbma血n   33（5ユ）   

P「e〉tM打開加朗【叩du亡らn（吋  

R七【OmbiwtⅣ川   3S！（59．9）   

門asnⅥトderiYedⅣ＝   194（31乃   

Non・Ⅳ川prdu⊂【   ユ（0．3）   

Mi5Si喝   ヰユF．1）   

Hぬけ○†浦bi【8rもn（判  

恥si加hls【Orr匝叫   3ヱ（5．け   

恥ikl8Yd≦5BU   19（3・0）   

胞kIevd＞5且U   ll（l．刀   

No搾油壷㈹Ⅲ血rmadon   2P．3）   

lnh伽m帽atba鍾l眈n㈲  

触h加eatぬselin叫0叫   8（l・j）   

Lowt一打e（くS8U）   4（0．‘）   

H砂山机（≧S8U）   2（0・3）   

Not加拍血rmadon   ユ（0胡   

Known柁叩∝ltl代地餌5．n（判  

H甲titi王A   9（L勺   

H甲t眺B   ll叩7．乃   

He阿【kisC   3‖伊9．ユ）   

川∨   鮎（は6）   

職rge押nlspe捕d．n（％）   38S（57．8）   

SD一泊n血七ぬbd叩臥l地！血u血；PUP！，画肌坤unma【由匹鵬nb．ね＝鑓9，h＝5†】．  

Orderofmean丘equencypeTPatientperyear，WerePrOPhy】axIS，  

jointblee晦otherbleeds，Orふ叫g町（取ble2）．1m¢meannumber  
OfinRISionsandmeantolalconsurq｝tionofrFVm－FSperpa－  

ticntfbreachofthesereasons，fbrthetotalpopulationaswellas  
jbrthelll（17．6％）s呵ectswhoreceivedregularprophylaxis，  
a陀Summadzedin丁場1e2．  
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雨tb＜40EDs血totalontkd野Of蝕stde鹿血n．侮脚emll  
rateofrccurrentinhibitorfbrmationwasonein32（3．1％）pa－  

tientswithahistoryofinhibitors・NoposidⅦinhibitor血ewas  
detectedinthestudyhanypatientwithadocumentedswitch  
舟omplasma－derivedFVⅢbdFVIII）torFVT［I－FS．However，  
althoughnotdocumented，One 

． 

thisstudymayh＆VereCeivedpdFVIIIatsomepointinthepast．   

¶Ilenbll吋a∬色弱meIlt  

AttheconcltlSionofthedbsemtionperiod，thetolerabilityof  
rFVIII－FSwasgloballyevaluatedforeachpa鮎ntbythephys－  
ician・ThetolerabilityofrFVIII－FStreatmentwasrated‘Every  

good’’or“good”h6270f631モⅦ1uめ1epatients（99．4％）正也  
availableassessmentdat＆；tOlerabilitywasr且tedas“su飢cient”  
forthree（0・5％）patients，andfbrone（0．2％）patienttherewasno  
availableassessmentoftolerability；nOPatientreceivedarating  
Of“insuLricienttolerability”・Physiciansrecordedpatientra血gs  

OftheiracceptanceofthetreatmemtdurirLgtheobservatjonperi－  
Od・Atotalof619of631mluablepatients（98．1％）ratedthcir  

acceptanceofthetreatnentas”verygood”or“good．’’Ofthere－  
maining12patients，eight（13％）ratedtheiracceptmceas“sufl  
ncient”，three（0・5％）as“insufficient”，andone（0．2％）patient  
b且dnoassessmentavailable．   

Dis⊂uSSion  

Thisnon－interventionalstudywas designed to evaJtntethe  
開鈷吋肌de飢cacyof血mJeng血m－FS，aSll台東inroutine  
Clinicalpractice，duringa12－mOnthobservationperiodinaJ叩－  
aneSehaemqphiliaApatientpopulation．Withover7OOpaticnts  
enrol】ed，thistrialisoneofthelaIgeStShldiesperfbrmedinhae－  
mophilicpatients．Furthermore，the design ofthisJapaneSe  
Studywassimilartothatofanotherlarge，reCentlycompleted  
PMSstudyoffu11－）en帥fFVlII－FSthatenrolledover230Euro－  
peanpafients（18）．Theresultsofbothstudiessupportthevery  

goodsafもtyandefficacyprofileofrFⅥⅢ一FSfbrthctreatment  
andpreventionofbleedingepisodesinroutineclinicalpmctice，   

Onaverage，jointbleedingepisodesinthisstudyrequiredl・l  
fo1low－uPinfusionsofrFVIII，FStoachieveadequatehaemosta－  

Sis，andother（nonjoint）bleedingepisodesreq11iredl．2fbuow－  

1もble丑Extento†叩OSu陀tOrFVlll・FSdvri叩仙e5tudybr  
theto細pop山adon（n＝罫‘31）．  

M切nnO・dbI8亡ds．sur阿東＝ndprop坤ad⊂了n貼bnsPD）  
Pe「Patl即【Peryear  

53．1（弧ザ   】48・9（ヰ9jト   

l¢j（柑．0）   3．1（8．勺   

ヰ・＝18・5）   】・9（4．3）   

8．1P．り   0．1（0．3）   

P「ophyね⊂血ir血sb恨  

jo血bleeds  

Other♭teモds  

Su曙erlei  

M亡an亡OnSumPtion（SD）perp癒訓t匹「阿吋「モaSO爪（ルルg）  

P「oph押付   10之9（139q）   ユ8兜（lふ朋）   

Joh【ble由   5引（10叫   【卵（384）   

Othセrbleeds   ユ5：川10勾   l∽（ユ09）   

餌喝e「y   ユヰり3q   11（1封）   

皿湖山加川鵬血町／d芦叫血圧「油虫▲Mh亡d道明血伽耶拉p伸一叫町  
d01づP巳rW比L竹山k心WI氾re鑓kdv鴇me眈br叩Pr榊d⊂∩∬8∩．n8＝mltdm血  
5ut町OUpQlp】d帥任Wト旧「∝dv由泣叫血【■P町W闘k  

With20－100EDsatermllment，tWDin57（3．5％）developedade  
novoinl1ibitor（2／28【7．1％】patientswithseveredisease），and  

釘nOngpadentsw地＞100EDs義eⅣ01hle叫虚〃卯Oi血ibitors  
TereObservedinoneof452（0・2％）patients（1／323［0・3％】pa－  

tlentSwithseverehaemophilia）．The447extensivelypretreated  
PatientswithtlOPreSentOrhistorica］inhibitortitrewereob－  
SerVedd血gthisstudyforasumtotalof572yeBrS，yieldinga  

rateofl・75inhibitorcasespefl，00Opcrson－yearSOfobserva－  
tion・Amongon）ythe323exteTWivelypretreatedseverehae－  
mophiliaApatients，therewere409perSOn－yearSOfobservation，  
yieldingaTateOf2・44casesperl，000person－yearS・   

WhenconsideringthetotalrLumberofEDsacctmlatedby  
thedayof蝕tinhibitordetection，al）dbnovoFVIIIinhibitors  
excqptfbrone（2BU／ml）weredetectedinpatientswith＜150  
CumulativeEDstoanyFVmpreparation．High－titreinhibitors  

Weredetectedintwopatients，Onewith＜20EDsandtheother  

「hbre）：PatientswitJIPOSitiYeinhibitortestsduringthestudy（n＝7）．  

tnh恥暮tor帥e   Patl七ntage，  別seasモ  No・○†ED5Prior  N0．Of亡UmUlatlYeEDs  mreatfirst  Peakleveldリー  T旺reatend  

y亡arS   托γer吋1  toenro”ment  Pパortodete⊂t；on  d由d；on（8U）  ；∩冨血dy（8U）  Of血●dy（8U）   

Dell㈹   I   S伊佗帽   く20   くユ0   柑   ユ7   27   

Den帥0   】   Seve陀   くユ0   可0   ．l   183♭   103．中   

De月○柑   0．】   Seve柁   ヱトーl00   27   ユ   

Deれ即○   ユ   Severe   20－100   l∝ト150   】   ユ   ユ   

De♪師   l   SeYe代  ＞柑0   15（トユ00   ユ   ユ   0   

Per5is！研叩UCtua呵）  8   SeY即e  ＞柑0   ＞150   l   

Re〔u汀甜〔   ユ7   Severe  ＞川0   ＞150   l   ユ   

仙川甲i肌如W．8仇ksdam底Nn劇。dぬ洞地k．I馳elSe脚dv血hd吋hselineⅣ‖に1帥≡bぉb川帥噂‥5騨erモ（くl札m血畑中脚叩（トユ札m血相托（＞1－5恥8rmld（＞S町‰   
ln旭叫がmmunモtdQ何個【k間¶廿td舎⊂【以db7・引礼仙山Mh武blb帥叩血hi血bblo止訂⊂洲〆耶氾nqfr叫．   
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血com肋5ttOhi由i血抽血rriskpa鹿nts，PTPs印10Se前山at  
18誠一lOOor150EDstoin知sdrⅥ恥廻℃gener叫consid訂由  
tDbeatlowriskforinhlbitorformation．Thismakespretreated  
Patientstheidealpopulationinw貼血toassessthe血l皿Oge一  
正d呼OrneW下ⅥⅡp－0血ds（11】22）・h伽Japan？S8血0止  
Studiedberちthomteorゐ相関h鮎bitorゐmadon】npadent5  
with＞100EDsatenrollment，wasO・21％（1／477），Whidhiscon－  
SistentwithreportedratesintheEtmpeanobservationalstudy  
（0／181，OrO％）（18）andaphaseⅢstudyofpatientswith＞150  
PreviousEDsatenrollment（Onl，OrO％）（3）．NotabI沸也ere  

WerenOrqPOrtSOfinhibitorfbmlationinpadentswithadocu－  
mentedswitch危・omapdFVIIIconcentrateasaprevioustherapy  
torFVm－FSinthisstudy．Aretrospectivestudyofacohortof  
838PTPswithhaemqphiliaAintheUSdeterminedanincidence  
Of2．14inhibitorcasesperl，000person－yearSaSSeSSed（2．26  
CaS田p8rl，000p耶On－y池rS肛nO喝Only血DSeWi也seve托dis－  
eas6）（23）．hourpopddionofextensivelypretreatedPlOOBDs  
atenrollmen9Japane9ePatientswithnoevidenceofpriororcurq  
rentinhibitor，WeCalculatedarateofl．75hhibitorcasesper  
l，000perSOn－yearSOfobservation（2．44casesperl，000person－  
yらa指amO喝皿吋血osewi也s即訂ediseぉ¢．Al也軋吐血¢Sモ  
ratesappearcolnpard）lちtheUSrq）OrteXC）ude＄P8tieTrtSwithout  
aconfirmationinhibitortcst，WhichwasnotdoneitlOurObserva－  
tionalshdy．OneⅦuldexpectthisme払odologicaldi触enceto  
biastheincidenceratesintheJapanesestudyhi91errelative！0  

thatoftheUSstudy・Co）1ectively；theinhibitorsafbtynndingsモn  

OutStudysuggestthatrFVIII－FSmayhavealowimmunogenlC  
potenti止   

Thereareanumb訂Ofcaveat＄tOtheinterpretationofin－  
hibitorincidencewithinthecontextofastmeillancestudysuch  
astheonedescribedhere．0∫leisthatFVlngenotypingcouldnot  
bespecifiedwithinthedesignofthestudy；therefore，thepropor－  
tionofhighinhibitorrisk（e．g．largedeletion）comparedtoIow  
inl）ibitorrisk（e．g．singlent）Cleotide＄ubstitution）su句ectswho  
Wereincludedintheanalysesisnotknown．T加0，the丘equer）CyOf  
inhibitortestingalsocouldnotbespeCifiedbystudyprotocol・  
Sinceinnormalclinicalpra¢ticeroutheinhibitortestinBmay  

Onlyoccuronceortwiceamual軌unlcssan血血ibitorissus－  
PeCt鴎itmustbeconsideredthattransientinhibitorsandlow－  
titerinhibitorsthatdonothaveaclinicalimpactmaybemiised．  
Thiswouldleadtoaloweri血ibitorincidenceinasurvei11ance  

Studycomparedtoaninterventional廿ial．Tbi鴫thelaikofcen－  
ぬk去由址ibitortesting血血g也is銃u郎Ie卸eSOp孤血epossi－  

b揖呼払rv血a鮎ninth¢叩aliり0純血gperぬm由atind加id－  

t）alcentresthatmayeitherleadtofhlsepositiveoJ；mOreCriti－  
Ca11y，餌sen喝8tiⅦ柁餌鮎也atbo山dd甲r8SS山edetennined  
incjdence．Fbrthesereasons，SurVeillanCeStudie＄arebestcom－  
pa托dtoothernon－hteⅣendonal，d娼eⅣ如ional扇als，皿d血e  
∽mpambil吋0川腋蝕血聯血our血dyto血oseof也ela喝e  
epidemiologicalstudyintheUS（23）describedabove，SuggeStS  
thattheresultsarevalidwhensuchcaveatsaretakenintocon－  
Sideration，Surveillancestudiesdo，however，PrOvidccriticalin－  
Sightinto血euseofaproductwithinthcusualpracticese血g・  
Thestmi）lancestudydescribedherewouldbeexpectedto  
identifytheoccurrenceofclinicallyrelevantinhibitors（i．e．in－  
hibitorsthatwouldrequiremedicatintervention）withintheJ叩－  
aI16Sehaem叩biliapq）ulatiomstudied，andtherefbrewouldbeof  
relevanCetOtreatingphysicianS・  

upinfusioJRThee飢cacyofrFⅥⅡ－FSwasratedbyphysicians  
鮎“ⅦⅣgOOd’’or“good”h99．5％ofpati古山S．Not陀atm¢山  
withrFⅥ∬－FSwasrated“insu］隅cienで’．Thesefindingsarevery  

simi1artothoseobservedintheEtqeanstudy，Where85．4％of  
haemorrhageswerecontrolledu＄ingoneortwoinfusionsof  
rFVIII－FS，and98．7％ofphy＄iciansassessedcLficacyas”very  
good”or“good’’（18）．Bycompari90n，harecentlyp止blishedin－  
terimanalysisofanongoingobservationalstudyofaB－domain－  
deletedrFVIHproductinGermany，theoverallphysicianassess－  
mentofe飢cacywas”verygood”or“good”in77．0％oftreated  
Ca5e5（1町  

Whenconsiderhlgth¢eXtentOfrFⅥlI－FSexposure，an銅ト  
ageof6，066（土6，583）rUwereadministeredperpa鮎ntper  
monthinthecurPstudy（inchdingpaticnts？nprOPhylaxis）・  

lnterestingly；Patle血SintheEtuopeanObserⅦt10ndLshldycon－  

SumedmorethantwicetheamolmtOfFⅥⅡ（mean14，000rUper  
patientpermonth）（18）．ThecomparativelylowerrFⅥⅠIcon－  
SunVtioninthisJapane＄eStudymayberelatedtotheslightly  
Smal1erpTdportionofsevereandmoderateIyseverehaemqphih  
Apatients（＜2％FVⅢⅠ：C）enrolled（80．O％ofpatients）com－  
PaTedto99．5％ofpatientsinthenmpeBnrFunLFSstmeil－  
1孤Ce血dies．ThBdisparitybetweenconstLmPtionratesmayalso  
beindicadveofdi飴一軋CeSinbodyweight，Culture，andhfmedi－  
CalpracticesbetweenJapanandEurope，W鮎chwouldemphasi2：e  
theimportanceofperfbrmingconfirmatOryStudiesinaJ叩aneSC  

patientpopulation．   
h仏e sa危曙¢Yaluation，S即en C且光S OfFⅥⅡi血鵡itor  

formationaccountedfoTallAEsconsideredrelatedtotreatment  
O）yde鮎itioThinl1ibitorswer占tobeconsidereddnlg・related）．  
Bec餌Setheyinterfbrewiththehaemostadcefncacyofinfused  

FVlIl，inhibitordevelppmentisaseriousconcemfortheman－  
agementofpatientswithhaemophilia．Theriskofinhibitor  
fbrmationisrelatedtonumerOtlSendogenousfactors（e．g．FVTII  
genモmutation，朗Ⅳ血けOfbaemopbil叫弧dexogenous払dors  
（e．g．intensityoftreatment，Surgeries，On－demandtreatmentver－  
SuSPrOPhylaxis）（20，21）．TheriskfbriIlhibitordevcIppmentdc－  
CreaSe＄Wi血addkio血乱pOSⅦ陀tOin触由アⅥH；血e托払T8  
youngpatientswithaIimitednu血berofpreviousBDsarea（  
出ghe5tri5k．h也is血和也¢用地Ofゐ舶叩址ibitor鈷madon  
inhigh・riskpatients仁20prcviotLSEDsatenrollme叫WaS2／6Z  

（3．2％）．This茄卯代∝mpare5免叩Wablyto血e帽te揮pOrted血  
血eEwope弧Obsmdonals血中（〟25；8．0％）（18），al血ougb  
thedi飴renceintheincidenccratesmayberelatedtothegreater  

numberofmildandmoderatehaemophiliapatientsincludedin  
theJapaTleSeCOhort，aSthesepatientsareatlowerriskcompared  
toseverehaemophiliacs．InthesubBrOUPOfonlyseverehae－  
mophiliaApatientsathighriskinourstudy；theinhibitorrate  
WaS5，7％（2／35）．ThefindingsofboththesePMSstudiesare  
SuPPOrtiveoftheihhibitorincidencereportedinaphaseHIclimi－  
CaltrialwithrFVrIl－FSinPUPs andMTPswithseverehae－  

1nOPhiliaA（9／60；15％）（5）．Becausetheincidenceofinhibitor  
developmentamongpreviousけuntreatedscverepatientsisgen一  
轡1yconsi血redtobein血eⅧgeOr20％－30％（10），th¢Se馳d一  

皿gssuggestthatfu11－1engthrFVH－FShasalowincidenceofin－  
hibitorfbrmationinthesepadents．Moreover，rePOrtSOfpatients  
withpositiveinhibitortestssuggestapositivecorrelationbe－  
tweenthenumberofEDspriortoanda允erenrollmentbefbredle  
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mitteesasrequiredbylocal1awinDenmark，Italy；Spain，and  
Sweden；thiswasnotrequiredintheotherpartlCIPatlngCOuntries  
（Austria，Belgium，France，Greece，Netherlands，andSwitzer－  

land）．   
ThesnldywascarriedoutinaccordanCewiththeapproved  

SmPC（SummaryofProductCharacteristics），EMEA（European  
AgenqfbrtheEvaluationofMedicalProducts）guidelines，and  

applicablelocallawsandregulations．   
0nlydataco）1ectedduri11gregulartherapywa＄documented；  

nointerventionintotheinvestlgatOrS’decisionswerモrequiredor  

Performed，aTldnoadditionaldiagnosticormonitoringprocedur－  
esweretobeapplied．Therefore，thepatients’infbrmedconsent  
WaSnOtneCeSSary．A11recordswerek甲tCOnfidential；Onlypa－  

tientnumbeちinitials，anddateofbirth，butr）Otpadentnarnes，  
WereSuPPliedtothesponsor．  

3亨  

Study design 
T最sstudywasdesignedasaprospective，OPen－Iabel，multi－  
national（a11－European）postmarketingsurvcillanCeStudytocoI－  

1ectsahtyandeFicacydataovera24－mOmthperiodfbrrFⅥⅡ－  
FSusedtotreatpadentswithseverchaemophiliaAinaclinical  
Se触1gOrinhometberapy．Duringtheobservationperiod，Pa－  
tientsweretreatcdsolelywithrFm－FSforprophylaxisar，dfor  

On－demandtreatmentofspontaneousbleeding，traumaTrelated  
blee血g・㌍ger第Orimetole胤Cein血c血n（ITI）・鮎即加  
PrOPhylaxISWaSdefinedas22prophylacticinfusionsperWeek  
fbr≧80％ofthe observadon time．The treahlent dose aTld  
reginenweredecidedbythetreatlTlgphysician．Datawerecol－  

1ectedincaserqportforms，Whichincludeddataobtainedfrom  
Patienttrea如Ientdiades（inR）Sionreports）．   

TheefficacyanalysiswasbasedonobservatiozISdocumented  
inthecasereportbrms（numberofinfusionswithdosage，reaSOn  

forinR］Sion，bleedingsite，andassessmentofresponse）andon  
芦？鮎ml8軌＝aCya5舐SSmentpe血medby血a恥n血gpbys－  

1Cl且nattheendoftheobservationperiod．ThesaEttyanalysis  
COmprisedFVlⅡrecoverydata，inhibitorassayresults，mainten－  

anceofhaemostasisduringsurgery，1aboratoryexamir）ations，and  
ÅEsrecordedd血gtheobservationperiodaswdlasadrugtOl－  
erabilityassessmentbythephysicianattheendofthcstudyperi－  
Od．AnAEwasdefinedasa町tmfavorableandunintcndedsign  
（includinBandbnormallaboratoryfinding），SymPtOm，Ordisease  
temporalけassociatedwiththeuseofamedicaltreatmentorpro－  
Cedurethatmayormaynotbeconsideredrelatedtothemedical  
tTeabnentorprocedure（18）．AnAEthatresultedinanyofthefo1－  
lowingwasconsideredaseriou＄AE（SAE）：deadl，1iftJhreaten，  

lngCOndition，hospitalizationorprolongationofexistinghospl・  
talization，OrPerSistentorsignificantdisabiliけ／incapacity・An  
ABwasclassifiedasanadversedrugreaCtion（ADR；OrSerious  
ADR，ifappropriate）ifconsideredbythephysiciantobepossibly  
re）atedtothestudydrugoritsadministration（19）．   

Data analysis 
Attheendofthedbservationperiod，thee航cacyofthctherapy  
WaSeValuatedgloballyfbreachpatientbythephysician；thebio－  
metricevaluationwaspnmari1ydescnptlVeandexploratory；  
uslngSummaryStatjsticsfbrcategoricalandquantitadvedata・  
PatientswllOreCeivedatleastoneinfusionwereincludedinthe  
analysis；Patientswithmissingdatawerepr6Sentedasaseparate  
CatCgOrYPcrcentageswerecalculatedasaproportionofeach  
CategOry，includingthecategoryfbrmisslngValues．hsomes血－  
gTmPanalyses，PerCentageSWereCalculatedbasedoTl且Ⅴai1able  
句弾reS（a（り憬ted丘叫uenCies）．   

Theincidenceratesofadverseeventsanddrugreactions  
werecalcu）a（edanddefinedasthenumberofeventsdividedby  
也6n血血erofpatie血atrisk，Wberenl皿berofeventseqⅥ山s也e  
numberofpatientsreportingtheeventandthenumberatrisk  
eqt）alsa11patientsvalidfbrsa鈷tyanalyses．   

Res山也  

Patients  

Atotalof231malepatients丘om54haemophiIiatreatment  

αn江esh加血ropean∽皿t血sw℃reeⅣ0Iledandob5eⅣedint＼  
thestudy丘omDecember3，2002，throughDecember31，2005；   
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職blel；ね鮎ntb鮎e伽＝hmderl戒l亡き紬ddemog帽Phi⊂5  
（N≡王ユ叫・  

伽212（96・4％）patients，and210（95・5％）padentshadreports  
thatdetailedallinfusions．   

Mostofthepatiemtswithavai）ableinAISiondata匝＝18l，  

82：3％）hadbeenheavi1ytreatedinthepast，with＞100previous  

exposuredays匹Ds）accumdatedbeforestudyen呼Another  
14（6・4％）p鵬e咄bad20－100pr即i？uSEDs，12（5・5％）bad  

l－19EDs，amd13（5・9％）wereprevlOuSlyuntreatedpatients  

O）UPs）・Ofthe207previous吋exposedpatients，10＄（52．2％）pa－  
tientshAdpTeviouslybeentreatedwithoneormorerecombina血  

FmIprod00tS肌d92（44・4％）withaplasma－derivedFⅥⅡ  
PrOduct；theremainingBeWn（3．4％）p加entsreceivedeitheran  
血ematちnOエーfVIIIpro血¢tOranⅦ1bownpro血ct・Or血elO8  
paticntswhohadpreviouslyrecejvcdrecombinantFVI几42  
（38・9％）hadusedhumana）bumin－StabilizedKDgenate⑧＠ayer  
HealthCare），thepredecessorproductofthesucrose－Stabilized  
KOGEN〟r伊B耶【仲野訂H亡出血Care）．   

Ahjstoryofinhib如rstoFVⅢIwasreportedin33（15．0％）  
pa鮎ntseⅣ01】edin血e野山dy恥blelsⅧm血s仙ebaseline  
Characteristicsanddemographicsofthestudypopulation・   

h血戚onandくOnSumPt【onsumm訂y  
Pad肌也We托ObseⅣed帥eramean（土SD）of710（土】3‘）d町S，  
duringwhichtheyaccumtllatedameanof187（土121）EDs．Ob－  
Sen花山ontimes≧1坪㈹reaChi即細魚r214（卯．3％）pa鮎nts．  
Atotalof39，627in負ISionswereadministcredto2Ⅰ2pa鮎nts  
withayai1ableiAfusionreports，withamcanof188（土121）infu－  

Sionsperpatient・Patientswerein血5edwithdFVIII－FSLbrpro－  
Phylaxis，SPOntaneOu＄bleeds，tram・relatedbleeds，mther一  
叩沸叩g叩OrO鮎rreasonぶぐ払ble2），Ⅷe帥i血1meanh血－  

Siondosewas31・4（土14・9）Il丑gfbrallpatientsexcludi喝those  
WhoreceivedlTItherapy．Ahighermeandosewasadministered  
top8ticnlsundcrgoingsurgery（52．2［j＝28．6］lU／kg）orrrttheト  
apy（90・5［土21］IU耽g）・ThemeandosefoⅠ・PrOPhylacticin血5ion  

WaS29，5（土14．5）IUn（g，Slighdylowerthanthhtadministeredfbr  

the加治血entofm皿aイel如edbleed血g（33．9【土15．8】mg）or  
印OmtaneOuSbleeding（33・3【土15．6】爪〃kg）．   

Onavem邸，飴ChpatientreceiⅦdameanor147，000（土  
122，000）IU】げⅤⅠⅡye虹け（medianl柑，000Iq r叫ge  
2，000，744，000rU）．Medianconsumptionfbrpatientswithcom－  

Pletedatawas4，400IUkdyearintheprophylaxisgTOuPand  
l，600Ⅳ此釘ye訂血血¢nOnザrOpbyl肌isgTO叩．P衰entswhore－  

CeivedITIOl三8）hadhigherfhctorutilization（634，000［土  
1，106，000］IUperpatientperyear）．Excludizlgpadentsunder－  
gomgm，themeanJCOnSumPtionfbrpatientswithatleast50  
ア収bordatawas4，600（土2，100）mgケe訂h血eprop叫掛  

ISgrOup（皿雲68）弧d2，000（土1，500）IU此釘yea一山血enon－  

p和p坤a裏s許Oup（n＝130）．   

8leeding餅en也  
D血ngthestudy；atOtalof4，283bleedingeventsweredocu－  
mentedinpatientsfbrdlOmiI血sionreportswereavailable（n＝；  
210）・Orth6Se，138patie醸reported2，487甲On也meoⅦSbleeds，  

and156patientsexperiencedl，796bleedsrelatedtotraumi  
（恥ble3）・Themostcommonlyreportedbleedingsiteswerethe  
joints（71・9％）；Otherbleedingsitesincludedmuscle（15．2％），  

head（6・3％），intemalorgans（1・l％），andothersites（5．9％），A  

totalof33（15・7％）p申entsreportednobleedingeventsduriJlg  
thecourseofthestudy；includingsjxof70（8．6％）patientsre－   

旭ntd18ra⊂te正式l仁S   N   ％   

簡心1pop止血∩   1ユ0   川0   

AgちyearS   

q   11   ‘．4   

ユtD＜ほ   Sヰ   ユヰ．5   

≧ほbく18   24   10．9   

≧18   ほ8   58．ユ   

亡thni亡i坤   

Whi随   柑0   引．8   

8ぬ（k   ‡．4   

Asi抑   2   0．9   

Other   8   3．8   

Not叫町成  27   12．3   

Fa⊂tOrYtlt！亡   

くl％   197   89．5   

l笈」溺   2Z   10   

＞ユ鴬   0．ヰ   

Hl鑓○け○†ha亡mOphilh   

hmlll叫油er†t叫   lユ9   58．‘   

N帥川棚加on   57   25．9   

Notknown   封   15．；   

EDsprねrtotrねl   

Pr即iou吋untrea血l   5．9   

l－柑   ほ   5j   

28・・l坤   11   6．ヰ   

＞100   ほI   82．j   

川鏡OrrOfinhibibrs   

加納坤叫仲叫   3）   15．0   

≧5BU   ユ0   9．！   

く5BU   5．0   

¶t「eno一紙ilabJe   2   0．9   

弘明朋抽似血血   

HⅣ   ヰ3   19．5   

日印血i5A   1ほ   50．9   

H甲鵬摘 け9   8l．4   

H甲adtisC   ll‘   51．7 

ねde帖Wjth也咤叫○】nts   糾   ユ8ユ   

臥川由細山b；恥叩。川代毎川Vh刷血血Ⅷ血舶血γ血 

however；11patientseitherreceivednoinfusions（n＝6）orwere  
losttofo1low－uP匝＝5）．Thus，220eligiblepatients（meanage，  

23・6years；range，朝・ト71years）wereincludedintheanalysis．  

FVIIIactivitywas＜1％in197（89．5％）patients，1％1％in22  
（10・0％）patients，and＞2％in1（0・5％）paticnt，Atargetjointwas  

SPeCified丘〉r84（38．2％）patieTltS，andthemost丘equentIyafこ  
危ctedjointwas伽血ee（n＝27）．h鮎sionr甲OrtSWereaVailable  

守  
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職ble3：8【ee劇ngsummary（n三】10）．  「bbleユ：1n毎sbnsummarγ（n岩2ほ）・  

1b仏In0．di血血ns   39ぷ7   

Mean（士SD）i血sbnsper円tient   188（】21）   

No・Ofi血5iD鮎吋他S肌∩（％）   

Pr占p坤箭is   礼898く7ユ．9）  
Sponmneo瓜ueedi叩   亀帥8叩ユ）   

1humむ「血edbleeding   】．3】ヰ（8．4）   
l¶   2．08Z（5ユ）   

Sur冨モ7   4訂（lユ）   

Misi叩OrOth訂   8【氾（ユ・0）   

Mean（土SD）Ⅰ血ion血e♭rrea王0刷」ノ短   

Allpa由nts（蚊⊂ludinglTl）   3l．4（14．91  
汀l   90・5（封・0）   

Su曙eけ   5ユ・之（ユ8・句   

一huma一柁Iatdbleed【ng   33・9（】5・8）   

Spo旭neOUSbleedj喝   3ユ・川5．‘）   
Pr叩吋lⅨii   ヱ9j（lヰ・与）   

Oth尉・   33．≡川3．5）   

No・Ofp鵬entsonr叩血p■℃函bカs－（％）   70（1L8）   

No・丑油血血沌rpade佃Orl帽糾1arp柑帥yb裏s   ユリ側   

No・Ofin触ionsby倣紬nbrpa血帽Onregular   

pro函血叱nぐ％）   

Pr叩h画s   19，73ユく9日）  
甘auma・relatedbl既ding   7¢5（3．3）   
Spo【uneOu5bl胱ding   鎚3匹句   

Su「g叩   柑【（¢・8）   

Misingoro血r   ● 闇叩．7）   

l¶．1仰・WetD血mlnd吐血叩Sq相月血昆d細－domln血d●‡馴一匹tient5血oreα旭d≧1   
i血○根知■P「ロ押1通p訂W紬k血■≧餌％o一心仙中perkd（仙tぬrlTり・   

No・Ofplttent5W仙bteed5．n渾）  
1b匂l   l刀（84．3）   
卑OntaneOUSbl恍血   】3さ（‘5・乃   

huma一代IatdbIeed5   ほ‘17ヰ・3）   

No・dbleeds，∩（篤）   
1bnl   ヰユ8叩00）  

5po旭爪印uSblセeds   ユノ87（58．1）   
甘auma一代btdbleeds   ll乃G（札9）   

Mean（土SD）no・8fbleeds匹rPad印【匹「搾ar（n＝2叫－   

AllbIeeds   l¢・り11・句  

Spo旭neOUSblee由   ‘．＝10．5）   
甘auma－rda鴨dble¢血   4・3（7．I）   

Mean（士5D）no・0拍血如耶brb」既dsperpatie叫掩r   

month   
All bleeds l．51（l．刊  
Spon也neOuSbleeds   0．舶（l．2り   
甘aumユーre加edbleeds   0・7川・ll）   

N0．0†bleedsbrpatien岱Onr咤山ir叩P吋む由（n主‘8）．   

n（裟）   

〟1bleeds   ふ58（l叫  

Spontaneou5♭leeds   29ヰ（仇8）   

huma・柁htedbl朗壷   381（55・2）   

Mean（土S叫n0．0f抽edsperpatien【OnregUlarp和Phr   
lはisperyear（n＝叫i   

A【l吊eds   棚（5・0）  

Sponwe肌Sbl絨d≦   ユユ（3．6）   
1†aumむ柁Iatedbteeds   ユ・8（ユ．ふ）   

Mean（土SD）no．正行血s加sbrbl眈dsperpa【i帥tOn   
re名山rp「ophy】㍍ispermDnth   

Åはblee由   0・75（0・呵  

Spo爪aneOUSb義eeds   0．3ヰp．叫   
甘auma・rel誠edbleeds   0・ヰ岬・59）   

5Di血h血山地on．－brp一日印bw仙i3兄ob肌l【100d甲On山勘み   
Ce］Vlngregularprophylaxistherapy．Inpaticntswhohad≧350  
0bservation申ysonthes【udy（n＝204），ameanOflO．4（土13．6）  

bleedsperyearwasreportedoverall．Themeannumberofbleeds  
PerPaticntpermonthwasO・9（j＝1・1）（range，（ト6．2bleeds）fbr  

Patientswithdetailedinfusionreports．   
FbrpatientsreceiⅥngregularprophylaxis，294spontaneous  

bleedsand362tratuna－relatedbleedsweredocumented．Amean  
Of4・8（士5・0）bleedsperyearwasreportedibrthosewith≧350  

0bservationdaysoJlaregularprophy）axisTegmenduringthe  
Study匝＝68）・Incontrast，allothernon－m，nOn・prOPhylaxispa－  

tientsOl＝132）reportedameanofl．16（j＝1．29）bleedsper  
month，Whichcorrespondstoameanof13．9bleed＄Peryeardur－  

ing血eobservationperiod，，ThelatterpatientgTOuPindudeson－  
dem弧dpatientsandthoseonirregularprophylaxisreglmenS．   

Them毎0rityofbleedingepisodes（n＝3，658，85．4％）were  
SuCCeSSfu11ytreatedwithoneortwoin丘ISionsofrFVIⅢ－FS，  
0verall，reSPOnSeStOrFVm－FStreatmentwereratedbyphys－  
iciansas‘‘verygood”or“good”in2170f220studys叫ects  
（98・6％）whoweretreatedwithrFVIII－FSinthestudy．   

Su噛⊂dpro⊂edure5  
Dmingtheshdy，37patientsunderwent46minorormqorsur－  
glCalprocedures，1nCluding17kneereplacementsorsynovec－  
tomies；ninetoothextractionsordentalimplantations；Sixorth0－  

pedicsurgeriesinvoIviELgthehip，aTikle，elbow，SPlne，OrAchi11es  
tendon；扇xreplacements，implantations，OrremOVa）sofintra－  
VenOuSaCCeSSdevices；fbl∬SkinbiopsleSOrCyStablations；tWO  

3g  

abdominalsurgeries；Oneeyeatheromaresection；andonechole－  
CySteCtOmy．Surgeryaccountedfbrl．2％ofallinfusionsadmin－  
isteredduringthestudyperiod，withamea11doseof52・21U茂g  
（j＝28．6）perinfusionperpadeJlt．Haemostasiswasassessedby  
StudyirNeStlgatOrSaS“eXCe11ent”in28casesor“good”in16  
CaSeS．Noneofthepatientswhounderwentstugerydevelopedinu  
bibitoIち．   

Sakり8Yaluation  
Al1220patientswereincludedinthesafttyanalysis・Seventy  

（3l．8％）patieJTbreported130AEs，and45（20．5％）patientsre－  
ported72SAEs．Ofthese，OnlyllAEsthatoccurredinfive  
（2．3％）patientswereconsideredbyphysicianstobepossiblyre－  
1atedtothestudydrugoritsadministration（ADRs），Whichin－  
Cludedeightevents陀pOrtedbyfburpatientsthatwereconsider－  
edserious（SADRs）（Thble4）．FotnoftheseeightSADRswere  
relatedto血ibitorfbrma暮ion．   

Fourdeathsoccurredduringthesthdy・Thecausesofdeath  
WerenOn－Hod亦inもbⅦphoma（n＝2）andintracranialhaem－  
orrhage（n＝2），neitherofwhichwasconsideredrelatedtothe  
Studydrug・Forthestudypopuhtionoverall，Physicianscon－  
sideredthesafヒtyofrFVm－FStobe‘‘verygood”or“good”in  

99．1％ofthecasestreated．   
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サpeofeYent   ÅbRs（nまS）  SADR5（n≡4）  

N0．0†pa鮎ntsl  N0．0†eYモntS  N0．0†甲血抑肘  N0．0†eYentS   

h∝OrV‖hhib誠on   4   5   4   

C訳h触rPb【ement⊂OmPliG雨ons  t   l   

Haem訂血「（）Sis   l   I   

■一1  l   l   0   0   

Ånhra蜘   l   l   ○   0   

■bhlnllmbero†椚ntS  8   

AD鮎．id鴨r錦dn噂r11血㈹；弘D払；－busadYt帽亡dr喝ー闘加他職血匹細別叩h訓t叫鮒亡モdMO√OtI射珊e叩e0l紺L   

「bble4！Frequen⊂yOf  
a血e帽edrug陀a亡伽ns  
（ADR5）andserious  
adv8r5モdrugrモaCぱons  
（SADR⇒．  

1もble5；Patientswithposi伽oinhibitortltre§血rlngd－e虞udy（∩＝‘）・  

8e†bro血一dy  Durjng5tudy  

Age．ye一指   N0．01【Ds   b鑓t祉代  Firstd亡ro  Peakdtre  Lほtdtre  l山肌血or   坤鱒tmentnOteS  

Priortostudy  （8U）   （8Uト   （8Uト   （8U）   desく巾伽れ   

DellOyOinhibltors   

0   N喝at【代   ユ0．0■   之丁2．0   108．0   De研   rfYllト円dis（On血ued   

】   ト19   N8g画㈹   2ユb   2ユ   Negati鴨  伽伽   SL忙⊂eS血Im   

Re亡urrentOrpr虎X；stinginhi蛸on   

2   ト19   1．0   ユ．0   l鳥   ユ．0   P打出瞳ntlowtねで   NA   

7   2¢・l叩   Misii喝   5．7   7．ヰ   N呼t】ve  Re⊂Ur陀nt（   NA   

‘   ＞柑0   ll．0   13．‘   I】，8   ユ．0   Pr紬画厘   De｛個5ingゼ択血ring汀l  
打eatment   

18   ＞IOO   l．5   15ヰ．0   315．0   250．0   ln〔「臨Seatぬ代OflTl  rF〉11＝：Sdis⊂Ontinued   

臥い』血矧血Ml曙EDi．叩5Ur8d耶m．hmlm＝0l椚膵痛心此間伸…朝粥伽■．翫J桐油蜘orェd咄¢亡da氏訂ほ犯ID…椚inhib加持鵬蜘d血r9【n亡Pが故知ehlst叫川仙帥l∝爪  

Nine（4，1％）patientsserDCOIⅣertedftomnegativetopositive  
aftervaccinationfbrhepatitisAorBduringthestudy．Therewere  
nocorrYerSionsforhepatitisCr印Orteddmingthestudy・   

1nhibitorfbrmat：ion  

Duringtheobservationperiod，FVIIlinhibitorassayswerecon－  
ductedin175（79．5％）patients．Betweenoneand20inhibitoras－  
S町SWe一号COnduc短dinea血of他部epati即鹿．Sixp扇i引止S（喝e  
range，l－18years）werefotndtohaveapositiveinhibitortest  
duringthecourseofthestudy，includingthreepatientswhohad  
POSitivetitresatthestartofthestudyandonepatientwhohada  
POSitiveiinhibitorhistorybutdidnothaveadoctlmentedtitreat  
thestartoftheobservationpedod（Thble5）．Ofthesixpadents  
withinhibitors，tWO巳nteredthestudywith＞100EDs，Onewith  
20－100EDs，tWOwithl－19EDs，andonepatientⅧPreviot］Sly  
un仕eated．   

ThesixpatientswhopreseI）tedwithinhibitorsduringthe  
Studyperiodincludedtwocasesofdbnovoinl1ibitors．Theinci－  
denceofdenovoinl1ibitorswasl／13（7．7％，high－titre）iJIPUPs  
andl／12（8．3％，low－titfe）inpatientswith1－19EDspriorto  
Studyentry．Nodenovoinhibitorwasdetectedinpatientswithat  
least20previoustreatmentswithFVIIT（n＝195）．Ofthetwopa－  
hentswithdklZOVOinl1ibitors，thehigh－titrepatientdiscontinued  
rFVm－FStherapyaltogetherandthelow－titrepatientunderwent  
SuCCeS＄fu11TItreabTlent．haddition，thelatterpatientr甲Orteda  

3苫  

TeCurrentePisodeoftheinhibitor（1BU）sixmonthsa鮎rresol－  
tItionoftheinitialq）isode．   

hthethreepatientswhohaddocumentedpositivetitresfor  
inhibitoqsatthestartofthestudy；the蛙treremainedundhanged  
foronepatientwi10didnotreceivelTI（2．OBU），decreased丘om  
13．6BUto3．OBUforonepatient而10tmderwentITI，皿d  
Surgedtoapeakof315．OBUR）rOnePatientwhoinitiatedlTI  
（「hble5）．ThelattcrpatientdiscontinuedfFVIrr－FStherapyalto－  
gether．Thefburthpatient，血ohadahistoryofinhibitorsbutno  
documentedinhibitortestatstudyenuy，developedinhibitor  
titresof5．7BUaJld7．4BUduringthestudy；andeventual1ycon－  
Vertedtonegativeby仙eendofthestudy．ThispatieJltWaSthe  
Onけoneof33patientswithahistoryofinhibitorswhodevel－  
OPedarecmntinhibitorafterswitchingtorFVHI－FS丘oman－  
0therproduct（hehadpreviobslyreceivedaB，domainLdeleted  
PDD］prodllCt）・   

Ofthepatientswhounderwentsurgicalprocedureswithin－  
tensivetreablentduringthestudy，fbtlrhadapriorhistoryofin－  

hibitorR〉rmation．Noneofthesepatientsdevelopedinhjbitors  
duringsurgeIγ   

Discussion  

RecombinantFVlIIformulatedwithsumse岬ⅥⅠⅠ－FS）hasbeen  
availableforthetrea血entofhaemophiliaAsince2000．Thepres・  
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